What is claimed is:

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

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl} 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 or a pharmaceutically acceptable salt thereof; and,

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1-yl)-N-[(4-{[(trans-4-
hydroxy-4-methylcyclohexyl)methyl]amino} -3-nitrophenyl)sulfonyl]-2-(1Hpyrrolo[ 2,3-b]pyridin-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-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yl]methyl}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 or a pharmaceutically acceptable salt thereof.

6. The use of claim 1 wherein the compound is 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
ylJmethyl} piperazin-1-yl)-N-[(4-{[(trans-4-hydroxy-4-methylcyclohexyl)methyl]amino}-3-
nitrophenyl)sulfonyl]-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-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-N-
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({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]phenyl} sulfonyl)-2-(1H-pyrrolo[2,3-b]pyridin-5-

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

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-N-
[(4-{[(trans-4-hydroxy-4-methylcyclohexyl)methyllamino} -3-nitrophenyl)sulfonyl]-2-(1Hpyrrolo[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-{[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 or a pharmaceutically acceptable salt thereof.

12. The use of claim 7 wherein the compound is 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yl]methyl}piperazin-1-yl)-N-[(4-{[(trans-4-hydroxy-
4-methylcyclohexyl)ymethyl]lamino} -3-nitrophenyl)sulfonyl]-2-(1H-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide or a pharmaceutically acceptable salt thereof.



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 lupus

erythematosus or lupus nephritis in a patient.

2. The use of claim 1 wherein the selective Bcl-2 inhibitor is a‘co/mpound of

Formula (I),
Yl
ﬁ —
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wherein

A'is N or CH; ‘

B'is OR' or NHR';

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

R'is (CHz)nR?;

R is cycloalkyl or heterocyclyl; wherein the heterocyclyl and cycloalkyl are
optionally substituted with one or more independently selected R4, OR4, OH, CN, or F;

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

indepengléhtly 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 CH, spirocyclopropyl and OH;

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

nis O orl; and

pis0,1,or?2,

or a pharmaceutically acceptable salt thereof.

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 (Kj) Valugz’bf less than about 1

nanomolar.

4. The use of claim 3, wherein the compoundr, that selectively inhibits the
activity of a Bcl-2 protein has a Bcl-2 binding afﬁmty (Kl) value of less than about 100

picomolar.

5. The use of claim 2, Wherein the compound that selectively inhibits the
activity of a Bcl-2 protein has a binding afﬁmty (Kj) for Bel-2 that is at lea%t 500 times
less than the binding affinity (K;) for Bcl~xL

6. The use of claim 2, Wﬂerein the compound is selected from:
‘f

N-{ {5-chlor0»6—{(4~ﬂuorﬁ’tetr“uydro—2n—py an-4-ylymethoxy]pyridin-3-
y1}sulfonyl)-4-(4-{[2-(4- chlorophenyl) 4,4-dimethylcyclohex-1-en-1-
yllmethyl} piperazin-1 -yl);-2- [(6-fluoro-1H-indazol-4-yl)oxy]benzamide;

4-(4- {[2-(4—chlofopheny})-4,4—dimethylcyclohex~ I-en-1-yljmethyl}piperazin-1-
v1)-N-{[4-({[(2S)-4-cyclopropylmorpholin-2-ylJmethyl } amino)-3-nitrophenyl}sulfonyl } -
2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

N-({ 5-chlor0—6- [(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-
yl} sulfonyl’)¥4~(4- {[2-(4-chlorophenyl)-4,4-dimethyicyclohex-1-en-1-
yl]meth}‘?i} piperazin-1-yl)-2-(1H-indazol-4-yloxy)benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1 -}{L];neth yl}piperazin-1-yl)-2-[(6-
fluoro-1H-indol-5 —yl)oxy]—N—({4—[(4—ﬂuorotetrahydro—2H—pyran4—yl)methoxy] -3-

nitrophenyl } sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimeth y1cyclohex;/1’—en— 1-yllmethyl} piperazin-1-yl)-N-
[(4-{[(4,4-difluorocyclohexyl)methyl]amino } —3-n;itrophenyl)sulfonyl] -2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide; ’

2-(1H-benzimidazol-4-yloxy)-4-(4-{ [2—(4¥chlorophenyl)~4,4—dimethylcyclohex— I-en-1-
yllmethyl}piperazin- 1-y1)-N-({ 5-fluoro-6-[ (4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-
3-yl}sulfonyl)benzamide;

4-(4-{[2- (4-chlor0pheny1)—4,4—§i/i'fnethylcyclohex» 1-en-1-yl]methyl} piperazin-1-yl)-N-
({ 3—nitro—4—[(tetrahydro—2H—pyran»4;§1methyl)amino] phenyl}sulfonyl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide; '

N-({ 3—chloro—4—[(4—ﬂuzo'ryotetrah ydro-2H-pyran-4-yl)methoxy]phenyl }sulfonyl)-4-(4-{[2-
(4—chlorophenyl)~4,4—dime§hylcyclohex~ 1-en-1-yllmethyl }piperazin-1-yl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

2—(1H—benzin;iéiazol—él—yloxy)—4— (4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yl]methyl} pipera;iﬁ- 1-yD)-N-[(4-{[(4-cyanocyclohexyl)methyl]amino}-3-

nitrophenyl)sul;fé;nyl}benzamide;

N-( {fS’i’chioro~6«[(ci s-4-hydroxy-4-methylcyclohexyl)methoxylpyridin-3-yl } sulfonyl)-4-
(4-{ [2~(4fc'hlorophenyl)—4,4—dimethylcyclohex- 1-en-1-yllmethyl }piperazin- 1-yl)-2-(1H-indazol-

4—yloxy’)Eenzamide;

* N-[(3-chloro-4-{ [4-fluoro-1-(oxetan-3-yl)piperidin-d-yljmethoxy } phenyl sulfonyl]-4-(4-
{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yljmethyl } piperazin-1-y1)-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-cyano-6-[(4-fluorotetrahydro-2H-pyran-4-yl)ymethoxy]pyridin-3-yl } sulfonyl)-2-(1H-indol-4-

yloxy)benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1-y1)-N- |
[(4-{[(4-fluorotetrahydro-2H-pyran-4-yl)methylJamino }-3-nitrophenyl)sulfonyl]-2-(1H- V
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; ‘

N-({3-chloro-4-[(4-fluorotetrahydro-2H-p yran-4-yl)methoxy]phenyl } sulfonyi)—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)-N-
({5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-ylymethoxy]pyridin-3-yl } sulfonyl)-2-(1H-indazol-
4-yloxy)benzamide;

/
K

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en- 1;yi]methyl }piperazin-1-yl)-N-
{[4-({[(2R)-4-cyclopropylmorpholin-2-yl]jmethyl } amino)—3—pi£ropheny1] sulfonyl}-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chl Orophenyl)—4,4—dimethylcycloh§;;ii 1-en-1-yl]methyl} piperazin-1-yl)-N-
[(4-{[(trans-4-cyanocyclohexyl)methyl]amino} ~3—njffophenyl)sulfonyl] -2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide; ' ' :

Transw2~[(6~amino~5«—chloropyridin—ﬁ%jyi)oxy} -4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yljmethyl} pipel'ﬁin— 1-y1)-N-({4-[(4-morpholin-4-
ylcyclohexyl)aminol-3-nitrophenyl } sulfényl)benzamide;

A rm

4-(4-{ L/x(4—chiorophenyi)—4?4’:dimethyicyclohex— i-en-1-ylJmethyl}piperazin-1-yl)-N-
{[4-({(BR)-1-[2-fluoro- 1~(ﬂuorométhyl)ethyl]pyrrohdin—S—yl }amino)-3-nitrophenyl]sulfonyl }-2-
(lH~pyrrolo[2,3—b]pyridin—5—y10§<y)benzamide;

Trans-N-({5 ~lchloro—6—[(4—hydroxycyc]ohexyl)methoxy] pyridin-3-yl}sulfonyl)-4-(4-{[2-
(4—ch1orophenyl)-4,4—dimé,thylcyclohex-1—en— 1-ylJmethyl}piperazin-1-yl)-2-(1H-indazol-4-
yloxy)benzamide;

N-({3-chloro-4-[(trans-4-hydroxycyclohexyhmethoxy]phenyl } sulfonyl)-4-(4-{[2-(4-
chlorophenyl) 74,4—dimethy1cyclohex— I-en-1-ylimethyl}piperazin-1-yl)-2-(1H-pyrrolo[2,3-
b]pyridin-5- yloxy)benzamide;
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N-({5-chloro-6-[(trans-4-hydroxycyclohexyl)methoxy]pyridin-3-yl } sulfonyl)-4-(4- {[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yljmethyl } piperazin-1-y1)-2-[(6-fluoro-1 H-

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-y1)-N-[(4-{[trans-4-(morpholin-4-yl)cyclohexyl] anﬁno}-B-

nitrophenyl)sulfonyl]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] methylf}épiperazim 1-y1)-N-
[(4-{[(cis-4-hydroxy-4-methylcyclohexyl)methylJamino} —3-nitr0phen’y])sulfonyl] -2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en- 1’;‘57'1] methyl }piperazin-1-yl)-N-
({5-cyano-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy] pyridin—?)—yl} sulfonyl)-2-(1H-indazol-
4-yloxy)benzamide;

N-[(5-chloro-6-{[4-fluoro- 1-(oxetan-3—yl)pipe:i(iina4-y1]methoxy} 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; ) / ‘

2-[(6-amino-5 —chloropyridin—?)—yl)oxy} /—'4— (4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-
l-en-1-ylJmethyl }piperazin-1-y1)-N-({ 3«@&0~4—[(t@trahydro—2H~pyran—4-
ylmethyl)amino]phenyl } sulfonyl)benz@ri{ide;

4-(4-{[2-(4-chlorophen yl)—4,4:—dimeihylcyciohex— 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;

Trans-4-(4-{ [2—(4—ch]orophenyl)—4,4-dimethylcyclohex— 1-en-1-yljmethyl }piperazin-1-
yD)-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-ylJmethyl } piperazin-1-
y1)-N-({4-[(4-morpholin-4-ylcyclohexyl)amino]-3-nitrophenyl }sulfonyl)-2-(1 H-pyrrolo[2,3-
b} pyridin-S;ﬁioxy)benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1 —yl)—N,—f/
({4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]-3-nitrophenyl } sulfonyl)—Z—(II{—pyrrolo[Z;Arfi—
b]pyridin-5-yloxy)benzamide; /

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{ [2—(4—chloropheny1)—4,4-dime§hy1cyclohex--
1-en-1-yl]methyl }piperazin-1-yl)-N-[(4-{[(3R)-1- (2,2—diﬂuoroethyl)pyrrolidin—}ﬂ] amino}-3-

nitrophenyl)sulfonyl]benzamide;

N-({5-chloro-6-[(trans-4-hydroxy-4-meth ylcyclohexyl)methoxy] pyﬁdid—3~yl }sulfonyl)-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] methyl}pzpemzm 1-yD)-2-(1H-

indazol-4-yloxy)benzamide;

N-{{5-chloro-6-[(cis- 1~ﬂuoro—4—hydroxy—4—methylcyclohe’%y Dmethoxy]pyridin-3-
y1}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4- dlmethylcyclohex 1-en-1- -yljmethyl } piperazin-1-yl)-
2-(1H-indazol-4-yloxy)benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{ [2~ﬁ(4—ch10rophenyl)—4 4-dimethylcyclohex-
1-en-1-yl]methyl }piperazin-1-yl)-N-[(4-{[(4- methoxycyclohexyl)methyl]ammo} 3-

nitrophenyl)sulfonyl]benzamide;

;'f

N-({5-chloro-6-[(trans- 1—ﬂuoro—4—hyc}r6;cy—4-meﬂlylcyclohexyi)methoxy] pyridin-3-
yl}sulfonyl)-4-(4-{[2- (4-chloropheny1)~4,~<1;7{iimethylcyclohex— 1-en-1-yl]methyl }piperazin-1-yl)-
2-(1H-indazol-4-yloxy)benzamide; ’

4-(4-{{2-(4-chlorophenyl)-4,4- c‘ume lcyclohex-1-en-1-yljmethyl }piperazin-1-vyi)-N-
[(4-{[(trans-4- hydroxy—4—methy1gyclohexyl)methyl] amino }-3-nitrophenyl)sulfonyl]-2-(1H-
pyrrolo[2,3-b]pyridin-5 —yloxy)bénzamide;

2-[(3-amino- 1H-indayzoi-4—y1)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]bénzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1 -ylJmethyl}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;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en- 1-yljmethyl } 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 } pi perazin; I-y1)-2-[(6-
fluoro-1H-indol-5-yl)oxy]-N-{[3-nitro-4-({[4-(oxetan-3-yl)morpholin-2-
yllmethyl }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-1-y ]methyl}plperazm 1-y)-2-[(6-fluoro-
1H-indazol-4-yl)oxy]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en- 1—57'1] methyl }piperazin-1-yl)-N-
[(5-cyano-6-{[4-fluoro-1-(oxetan-3-yl)piperidin-4- yl]methoxy}pyndm 3-yDsulfonyl]-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{ [2’4 (4-Chlorophenyl)-4 4-dimethylcyclohex-
1-en-1-yljmethyl}piperazin-1-yl)-N-[(4-{ [(4- hydroxycyclohexyl)methyl]ammo} 3-

nitrophenyl)sulfonyl]benzamide;

N-({5 —chloro~6~[(trans—4—hydroxy—4—m’éfhylc yclohexyl)methoxy]pyridin-3-yl}sulfonyl)-
2-[(3-chloro-1H-indazol-4-yl)oxy]-4-(4-{ EZ{(4-chloropheny1)—4,4—dimethylcyclohex— l-en-1-
yljmethyl }piperazin-1-yl)benzamide;

__1_\,1_ 1 vvvvv

N-({3-nitro-4-[(tetrahydro-2H-p yran»4—ylmethy1) amino]phenyl }sulfonyl)-2-(1H-pyrrolo[2.3-
b]pyridin-5-yloxy)benzamide; "

N-({5 »chloro—6—{(traﬁs» 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;chloropheny1) -4,4-dimethylcyclohex-1-en-1-yljmethyl } piperazin-1-yl)-N-
[{(6-{[(cis ~4~hydroxy— 4-methylcyclohexyl)methyljamino}-5-nitropyridin-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-yllmethyl } piperazin-1-

yb)-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-ylJmethyl} piperaziﬁ; 1-
y1)-N-[(4-{[(cis-4-ethyl-4-hydroxycyclohexyl ymethyl 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-yljmethyl} piperazin-1-
y1)-2-(1H-indol-5-yloxy)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4- "
ylmethyl)amino]phenyl} sulfonyl)benzamide.

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

manufacture of a medicament for treating Sjogren’s Syndronie in a patient.

8. The use of claim 7, wherein the selectichcLZ inhibitor is a compound of

Formula (I},
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/£
7/
Vi

wherein

Alis N or CH;

B!is OR' or NHR;

Y'is CN, NO,, CFs, For Cl; /

R' is (CH).R%;

R? is cycloalkyl or heterqc§clyl; wherein the heterocyclyl and cycloalkyl are optionally
substituted with one or more iné!ependently 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 CH3, spirocyclopropyl and OH;

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

nis O or 1; and

“pis0,1,0r2,

or a pharmaceuticaﬂy acceptable salt thereof.
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9. The use of claim 8, wherein the compound that selectively inhibits the
activity of a Bcl-2 protein has a Bel-2 binding affinity (K;) 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 Bel-2 binding affinity (K;) of less than about 100

picomolar.

11.  The use of claim 8, wherein the compound that selectively inhibits the
activity of a Bel-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;. "

12. The use of claim 8, wherein the compound is‘,/s'élected from:

N-({5-chloro-6-[(4-fluorotetrahydro-2 H-pyran-4-yl)methoxy]pyridin-3-
yl}sulfonyl)-4-(4- {[2w(4—chlorophenyl)—4,4—ditnet}1quyéioliex- I-en-1-
yllmethyl} piperazin-1-yl)-2-[(6-fluoro- 1 H-indazol-4-yljoxy]benzamide;

;4—(4; {[2—(4—chloropheny1)-4,4—di1'xletll}'lgj;élohex-- 1-en-1-yllmethyl}piperazin-1-
y1)-N-{[4-~( {[(2S)-4~cyclopropylmmpholin~2—§l]mel,hyl} amino)-3-nitrophenyl]sulfonyl} -
2-(1 H-pyrrolo[Z,E%—b]pyridin~5—yloxy)ben;efiili.de;

N-( {5—chlor0—6—[(4—ﬂu0rotetra§x§dr0—2H—pyran—4-—yl)meth0xy] pyridin-3-
yl}sulfonyl)-4-(4-{ [2—(4—chlorophe;}»'}?fl)-éi,4—dimethy1c yclohex-1-en-1-

eth

yl} piperazin-1-yl)-2-(1 T~-l’;‘i"i1r1a701~4~y!0xy)hen zamide;

4-(4- {[2—(4-chlor0phqn§l)~4y4—dimethy]cyclohex- I-en-1-yllmethyl}piperazin-1-
yl)-2-[(6-fluoro-1 H—indol—y}S‘—‘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-‘diyﬂuorocyclohexyl)methyl]amino} -3-nitrophenyl)sulfonyl]-2-(1H-
pyrrolo[2,3 -b]pyridin-S—yloxy)benzamide;

2-(1H-benzimidazol-4-yloxy)-4-(4- {[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1 =-y1]{1ﬂ‘n;ethy1} piperazin-1-yl)-N-({5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-
yl,)methoxy] pyridin-3-yl}sulfonyl)benzamide;
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/

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1 —ylz,;—f;l«
({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 } sulfo’ﬁyl) -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~dimé:thylcyclohex—1—en~ 1-
yllmethyl }piperazin-1-yl)-N-[(4-{ [(4—cyanocyclohexyl)methyl]aminq}F?r

nitrophenyl)sulfonyl]benzamide;

N-({5-chloro-6-[(cis-4-hydroxy-4-methylc yclohexyl)me‘fhoxy] pyridin-3-yl}sulfonyl)-4-
(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] mg:tﬁ yl}piperazin-1-yl)-2-(1H-indazol-

4-yloxy)benzamide;

N-[(3-chloro-4-{[4-fluoro-1 ~(oxetan-3=~y1)pipqrféiin-4—y]_] methoxy}phenyl)sulfonyl]-4-(4-
{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en- %éifl]methyl} piperazin-1-yl)-2-(1H-

/
&

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

4-(4-{[2-(4-chlorophen yl)-4,4—dimet§1§lcyclohex— 1-en-1-ylJmethyl }piperazin-1-yl)-N-

({ 5—cyano—6~[(4~ﬂuorotetrahydro—2Hapyrgﬁ;él—yl)methoxy] pyridin-3-yl }sulfonyl)-2-(1H-indol-4-
yloxy)benzamide;

4-(4-{[2-(4-chlorophenyl) -égﬁ;dimethylcyciohex— I-en-1-yljmethyl }piperazin-1-yl)-N-
[(4-{[(4-fluorotetrahydro-2H-p yljaﬁ~4—yl)methyl] amino }-3-nitrophenyl)sulfonyl}-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

N-({ 3-chloro—4~[(4—ﬂuorotetrahydro—2H-pyran~4—y1)methoxy] phenyl }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)-N-
({5-fluoro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]pyridin-3-yl } sulfonyl)-2-(1H-indazol-

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

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yljmethyl} piperazih; 1-y1)-N-
[(4-{[(trans-4-cyanocyclohexyl)methyl]amino}-3-nitrophenyl) sulfonyl]~2-(1H—pyrrolo[2,3«
b]pyridin-5-yloxy)benzamide; '

Trans-2-[(6-amino-5-chloropyridin-3-yl)oxy}-4-(4-{ {2-(4-ch10rophény1)—4,4—
dimethylcyclohex-1-en-1-yl]methyl } piperazin-1-y1)-N-({4-[(4- morphohn -4-

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

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

Trans-N-({5 -=chloro—6~r(4—hydroxycyclohexyl)méthoxy Ipyridin-3-yl }sulfonyl)-4-(4-{[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1- yl]methyl}plpelazm 1-y1)-2-(1H-indazol-4-

yloxy)benzamide; /

N-({3-chloro-4- [(trans—4—hydr0xycycléhexyl)methoxy] phenyl }sulfonyl)-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex- l—en;ff—yl] methyl}piperazin-1-yl)-2-(1H-pyrrolo[2,3-
blpyridin-5-yloxy)benzamide; g

:‘;
f

-chloro-6-{(trans-4 ym oxycyclohex ylymethoxy]pyridin-3-yl}sulfonyl)-4-(4-{[2
(4—chlorophenyl)_4,4—dimethyicy,,‘clohex 1-en-1-ylJmethyl } piperazin-1-y1)-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-
I-en- 1-y1]methy1}pipera~zin— 1-y1)-N-[(4-{[trans-4-(morpholin-4-yl)cyclohexyl]lamino}-3-
nitrophenyl)sulfonyl]benzamide;

4-(4-{[2- (4?chlorophenyl)-4,4-dimethylcyclohex— 1-en-1-yljmethyl }piperazin-1-yl)-N-
[(4-{[(cis-4-hydroxy-4-methylcyclohexyl)methyl}jamino }-3-nitrophenyl)sulfonyl]-2-(1H-
pyrrolo[Q,S;b“‘]' pyridin-5-yloxy)benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1 -yl)—Ni
({5-cyano-6-[(4-fluorotetrahydro-2H-pyran-4-yl)methox y]pyridin-3-yl } sulfonyl)-2-( 1Hjiﬂdazol—

4-yloxy)benzamide;

N-[(5-chloro-6-{[4-fluoro-1-(oxetan-3-yl)piperidin-4-yljmethoxy} pyrid in‘—,?{'?/yl)sulfonyl] -
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl} piperazin-1-y1)-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide;

2-[(6-amino-5-chloropyridin-3-ylyoxy]-4-(4-{[2- (4—chIorophenyl)—?l,4—dimethyicyclohex—
1-en-1-yl]methyl } piperazin-1-y1)-N-({ 3—nitro~4-[(tet1‘ahydro-2H~pyran44—
ylmethyl)amino]phenyl } sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en- 1;&1] methyl } piperazin-1-yI)-N-
({4-[(4-methylpiperazin-1-yl)amino]-3-nitrophenyl} sulfo11yL);2~( 1H-pyrrolo[2,3-b]pyridin-5-

yloxy)benzamide;

Trans-4-(4-{ [2—(4~chloropheny}}-4,4—dimethylg§}clohex- 1-en-1-ylimethyl}piperazin-1-
yD-N-[(4-{[(4-methoxycyclohexyl)methyl]amino }-3-nitrophenyl)sulfonyl]-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

Trans-4-(4-{ [2—(4—chloropheny1)~4,4~‘~_ﬁiymethylcyclohex— I-en-1-yllmethyl } piperazin-1-
yl)—N—({4—[(4-morph01inv4—ylcyclohexyl)g,xﬁino]«B—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- [(4—ﬂuorotetrahydro-2H—pyrari14—yl)methoxy] -3-nitrophenyl}sulfonyl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

2-[(6-amino-5 ~ch10rc$pyri din-3-yl)oxy]-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-
l-en-1-yljmethyl }piperazin-1-yl)-N-[(4-{[(3R)-1-(2,2-difluoroethyl)pyrrolidin-3-yl]Jamino }-3-

nitrophenyl)sulfonyl Jbenzamide;

N-({ 5~chl@’fo—6—[(trans—4-hydroxy—4—methylcyclohexyl)methoxy] pyridin-3-yl }sulfonyl)-
4-(4-{[2-( 4~chlorophenyl)-4,4-dimethyicyclohex- 1-en-1-yl]methyl} piperazin-1-yl)-2-(1H-

indazol—4—yl0xy)benzamide;
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N-({5-chloro-6-[(cis-1-fluoro-4-hydroxy-4-methylcyclohexyl)methox y]pyridin-3-
yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin‘—'bl—yl)-
2-(1H-indazol-4-yloxy)benzamide; |

2-[(6-amino-5-chloropyridin-3-yi)oxy]-4-(4-{ [2~(4—chlorophenyl)—4,4-dim€;thylcyclohex—
l-en-1-yl]methyl}piperazin-1-yl)-N-[(4-{[(4-methoxycyclohexyl)methyl]amino }-3-
nitrophenyl)sulfonyl]benzamide;

N-({5-chloro-6-{(trans- 1—ﬂuoro—4—hydroxy—4—methylcyclohexy])me‘;hoxy] pyridin-3-
yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en- 1~y1"]ymethy1 }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)-N-
[(4-{[(trans-4-hydroxy-4-methylcyclohexyl)methylJamino}-3- nitrophenyl)sulfonyl]-2-(1H-
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; :

2-[(3-amino-1H-indazol-4-yl)oxy]-4-(4-{ [2-(4fcﬁlorophenyl)—4,4—dimethy1cyclohexm 1-
en-1-yljmethyl } piperazin-1-yl)-N-[(4-{ [(trans—4-mQtf/iyoxycyclohexyl)methyl] amino}-3-
nitrophenyl)sulfonyl]benzamide;

4-(4-{[2- (4—ch],orophenyl)«4,4-dimethyléyclohex~ 1-en-1-yl]lmethyl}piperazin-1-y1)-N-
({3-nitro-4-[(2-oxaspiro[3;5 ]non—7—ylmeth’yﬁamino] phenyl }sulfonyl)-2-(1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide;

7

4-(4-{[2- (4—chioropheny1)—474fdi methylcyclohex-1-en-1-yijmethyl }piperazin-1-yl)-N-
({5-cyano-6-[(trans —4-hydroxy~471ﬁethylcyclohexyl)methoxy] pyridin-3-yl }sulfonyl)-2-(1H-

indazol-4-yloxy)benzamide; -

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

N-({5 ~ch10rb~6—[(trans-4—hydroxy—4—methylcyclohexyl)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)oxy]benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yljmethyl} piperazind—yl)—N#’f
[(5-cyano-6-{[4-fluoro-1-(oxetan-3-yl)piperidin-4-yl]methoxy } pyridin-3-yl)sulfonyl]-2-( lH
pyrrolo[2,3-b]pyridin-3-yloxy)benzamide; |

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2- (4—chlorophenyl)—4,4—dimethy1cyclohex—
1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-{[(4-hydroxycyclohexyl)methyl}amino } -3-

nitrophenyl)sulfonyl]benzamide;

N-({5-chloro-6-[(trans-4-hydroxy-4-meth ylcyclohexyl)methoxylpyridin-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 7y1jmethy1 }(Hg)piperazin-1-y1]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]phenyl } sulfonyl)-2-(1H-pyrrolo[2,3-
blpyridin-5-yloxy)benzamide;

N-({5-chloro-6-[(trans-1 —ﬂuoro—4—hydroxy~4~mafﬁylcyclohexyl)methoxy] pyridin-3-
yl}sulfonyl)-4-(4-{ [?.n(4—chlorophenyl.)»4,4-di1nethy;é'§clohex— 1-en-1-yljmethyl } piperazin-1-yl)-
2-(1H-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide; .

/

4-(4-{12- (4-chloropheny1)—4,4-—dimethy1”éyclohex— 1-en-1-yl]methyl}piperazin-1-y1)-N-
[(6-{ [(cis-4—hydroxy—4—methy]cyclohexyl)g{’éthyl] amino}-5-nitropyridin-3-yl)sulfonyl]-2-(1H-
pyrrolo[2,3-blpyridin-5-yloxy)benzamide;

4-(4-{{2-(4-chiorophen yi)—é‘s,é&f&imethyicyclohex— 1-en-1-yi]methyl}piperazin-1-yl)-N-
(s —nitro—()—[(tetrahydro~2H~pyrag»li~ylmethyl)amino]pyridin—3-yl}sulfonyl)—z-( 1H-pyrrolo[2,3-
b]pyridin-5-yloxy)benzamide; -

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yllmethyl } piperazin-1-y1)-N-
({6- [(trans~4—hydroxy-4—,methylcyclohexyl)methoxy] -5-(trifluoromethyl)pyridin-3-yl}sulfonyl)-
2-(1 H—indazol—4—yloxy)benzamide;

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

[(4-{ {(cis—4—ethyl—4—hydroxycyc1ohexy1)methyl] amino }-3-nitrophenyl)sulfonyl}-2-(1H-
pyrrolo[2,3—b}pyﬁdin~5-yloxy)benzamide; and
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } piperazin-1-yl)-2-~ ’

(1H-indol-5-yloxy)-N-({ 3-nitro-4-[(tetrahydro-2H-pyran-4-
ylmethyl)amino]phenyl} sulfonyl)benzamide.

4/



