WHAT IS CLAIMED IS:

1. A compound haﬁng Formula (I)
(R‘)m\/ SRz)n
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H)l\ll( o) (R3)p/ YLy

Formula (I),
or a therapeutically acceptable salt thereof, wherein

X is benzo[d]thiazolyl, thiazolo[5,4-b]pyridinyl, thiazolo[4,5-c]pyridinyl, imidazo[1,2-
a]pyridinyl, thiazolo[5,4-c]pyridinyl, thiazolo[4,5-b]pyridinyl, imidazo[1,2-a]pyrazinyl, or
imidazo[1,2-b]pyridazinyl;

Y' is pyrrolyl, pyrazolyl or triazolyl; wherein Y is optionally substituted with one, or
two substituents independently selected from the group consisting of R, CN, F, CL, Br and [;

L' is selected from the group consisting of (CR6R7)q, (CR®R");-O-(CRR7),, (CR®R),-S-
(CRR");, (CR°R")s-S(0)2-(CR°R),, (CR°R"):-NRAC(0)-(CR®R),, (CR®R7)-C(O)NR®A-
(CRR’),, (CR°R"):-NR**~(CR°R"),, and (CR°R"),-S(0),NR**-(CR®R"),;

Y? is Cg.14 cycloalkyl, or Cg.14 heterocycloalkyl; wherein Y?is optionally substituted with
one, two, or three substituents independently selected from the group consisting of R®, OR?,
SO,R®, CO(O)R®, OH, F, Cl, Brand I

Z' is selected from the group consisting of

0] ‘ NN

0 0
N N //O
”‘L(./U\OH %L)Q N’N “{U\N’S\

k
, , and g R,

R! is absent;

R?, at each occurrence, is independently deuterium or Cy.g alkyl;

R’ is absent;

R’ a£ eacil occurrence, is independently C;¢ alkyl;

R% is independently selected from the group consisting of hydrogen and Cy.¢ alkyl;

R® and R’, at each occurrence, are each independently hydrogen;
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R, at each occurrence, is independently selected
from the group consisting of Cy.¢ alkyl, heterocyclyl and cycloalkyl; wherein the R® Cy_q alkyl is
optionally substituted \;Jith one substituent independently selected from the group consisting of
R', OR', SO,R', and NHR ',

R¥, at each occurrence, is independently selected from the group consisting of C;¢ alkyl,
Cs;_7 heterocycloalkyl, Cs.7 cycloalkyl and C;_¢ haloalkyl;

R', at each occurrence, is independently selected from the group consisting of C, 4 alkyl,
phenyl, and heterocycloalkyl; wherein the R C4 alkyl is optionally substituted with one
substituent independently selected from the group COnsisting of OCH3;, OCH,CH,OCH3, and -
OCH,CH,;NHCH3;

qis 1 or2;

sisOor1;

risOorl;

wherein the sum of sand ris 0 or 1;

mis 0;

nis 0, 1, or2; and

pisO.
2. The compound or therapeutically acceptable salt of claim 1, wherein
Y' is pyrrolyl, pyrazolyl, or triazolyl.
3. The compound or therapeutically acceptable salt of claim 1, wherein
Y is pyridinyl.
4, The compound or therapeutically acceptable salt of claim 2, wherein

L' is (CR®R"),; and

Y? is selected from the group consisting of Cs.14 cycloalkyl, and
Cs.14 heterocycloalkyl; wherein h

R® and R, at each occurrence, are hydrogen; and

qis1or?2.
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5. The compound or therapeutically acceptable salt of
claim 3, wherein

L' is (CR°R),; and

Y? is selected from the group consisting of Cg.14 cycloalkyl, and Cg_14
heterocycloalkyl; wherein

R® and R’, at each occurrence, are hydrogen; and

qis1or2.

6. The compound or therapeutically acceptable salt of claim 2, wherein

L' is selected from the group consisting of (CR°R"):-S(0),~(CRR"),, (CR*R),-
C(O)NR®-(CRR"),, and (CR°R7);-S(O),NR**-(CR°R);;

Y? is selected from the group consisting of Cs.14 cycloalkyl, and Cg.14
heterocycloalkyl;

sisO;risOor I;

R is independently selected from the group consisting of hydrogen, and C; 4
alkyl; and

R® and R, at each occurrence, are hydrogen.

7. The compound or therapeutically acceptable salt of claim 3, wherein

L' is selected from the group consisting of (CR*R”)-O-(CR*R"),, (CR*R7).-S-
(CR®R),, (CR*R7)¢-S(0)2-(CR®R"),, (CR°R7)-NR*4C(0)~(CR®R"),, (CRR7),-C(O)NR®A-
(CR®R7);, (CR°R")¢-NR®A-(CR®R);, and (CR®R"),-S(0),NR**-(CR®R),;

Y? is selected from the group consisting of Cg.14 cycloalkyl, and Cg.14
heterocycloalkyl;

sis0;ris O or 1;

R® is independently selected from the group consisting of hydrogen, and C .
alkyl; and

R® and R, at each occurrence, are hydrogen.
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8. The compound or therapeutically acceptable salt of
claim 1, selected from the group consisting of
6-[8-(1 ,3-benzothiazol—é-ylcarbamoyl)—3 ,4-dihydroisoquinolin-2(1H)-yl]-3-{1-
[tricyclo[3.3.1.1*"]dec-1-ylmethyl]-1 H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[3,5-dimethyl-1-
(tricyclo[3.3.1.1 37T)dec-1-ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 5-methyl-1-
(tricyclo[3.3.1.1 37]dec-1-ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(spiro[3.5]non-7-
ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[3,5-
dimethyltricyclo[3.3.1.1 3 T\dec-1-ylJmethyl}-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-(1- {[3-
hydroxytricyclo[3.3.1.1*7]dec-1-yl]methyl}- I'H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[3-
methoxytricyclo[3.3.1.1%"]dec-1-ylJmethyl} -1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[3-(2-
methoxyethoxy)tricyclo[3.3.1.1 3’7]df:c:— 1-yllmethyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[(3,5,7-
trimethyltricyclo[3.3.1.1%"]dec-1-y)methyl]-1 H-pyrazol-4-yl}pyridine-2-carboxylic acid,;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-
(tricyclo[3.3.1.1*"]dec-2-ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[3-
bromotricyclo[3.3.1.1>"]dec-1-ylJmethyl} - 1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1- {[3-(propan-2-
yloxy)tricyclo[3.3.1.1 37T)dec-1-yljmethyl}-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6—[8—(1 ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2-
oxatricyclo[3.3.1.1%"1dec-1-ylmethyl)-1H-pyrazol-4-yl Jpyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-4,4-dimethyl-3,4-
dihydroisoquinolin-2(1H)-y1]-3-[ 5-methyl-1-(tricyclo[3.3.1.1*"]dec-1 -ylmethyl)-1H-pyrazol-
4-yllpyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1- {[3-(morpholin-4-
yDtricyclo[3.3.1.1%"]dec- 1-ylJmethyl} -1H-pyrazol-4-yl)pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[3-
methoxytricyclo[3.3.1.1%"]dec-1-ylJmethyl}-5-methyl-1 H-pyrazol-4-yl)pyridine-2-
carboxylic acid;

N-(1,3-benzothiazol-2-y1)-2- {6-[(methylsulfonyl)carbamoyl}-5-[ 5-methyl-1-
(tricyclo[3.3.1.1*7]dec-1 -ylmethyl)-1H-pyrazol-4-yl]pyridin-2-y1}-1,2,3 4-
tetrahydroisoquinoline—8—carboxamidé; \‘

N-(1,3-benzothiazol-2-yl)-2-{6-[(cyclopropylsulfonyl)carbamoyl]-5-[ 5-methyl-1-
(tricyclo[3.3.1.1%"]dec-1 -ylmethyl)-1H-pyrazol-4-yllpyridin-2-y1}-1,2,3,4-
tetrahydroisoquinoline-8-carboxamide;

N-(1,3-benzothiazol-2-yl)-2- {5-[5-methyl-1-(tricyclo[3.3.1.137}dec-1-ylmethyl)-1H-pyrazol-4-
y1]-6-(2H-tetrazol-5-yl)pyridin-2-yl}-1,2,3,4-tetrahydroisoquinoline-8-carboxamide;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 5-cyano-2-methyl-
1-(tricyclo[3.3.1.1*7]dec-1-ylmethyl)-1 H-pyrrol-3-yl]pyridine-2-carboxylic acid;

3-[5-methyl-1-(tricyclo[3.3.1.1*"Jdec-1-ylmethyl)- 1H-pyrazol-4-y1]-6-[8-([ 1,3 ]thiazolo[ 5,4-
blpyridin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-yl]pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-2'- ‘
(tricyclo[3.3.1.1%7]dec-1-ylmethoxy)-3,4'-bipyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-({3-[2-
(morpholin-4-yl)ethoxy]tricyclo[3.3.1.1 37)dec-1 -yl}methyl)-1H-pyrazol-4-yl]pyridine-2-
carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl}-3'-methyl-2'-
(tricyclo[3.3.1. 1*7]dec-1 -ylmethoxy)-3,4'-bipyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3- {S-c:yanol 1-
[tricyclo[3.3.1.1*]dec-1-ylmethyl]-1H-pyrazol-4-y1} pyridine-2-carboxylic acid;
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3-[5-methyl-1-(tricyclo[3.3.1.1*"]dec-1 -ylmethyl)-1H-
pyrazol-4-yl]-6-[8-([1,3]thiazolo[4,5-b]pyridin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-
2(1H)-yl]pyridine-2-carboxylic acid;

3-[5-methyl-1-(tricyclo[3.3.1.1*"]dec-1-ylmethyl)- 1 H-pyrazol-4-y1]-6-[8-([ 1,3 ]thiazolo[4,5-
c]pyridih-}ylcarbamoyl)-?a ,4-dihydroisoquinolin-2(1H)-yl]pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[3,5-
dimethyltricyclo[3.3.1.1>7]dec-1-ylJmethyl}-5-methyl-1H-pyrazol-4-yl)pyridine-2-
carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[3-(1,1-
dioxidothiomorpholin-4-y)tricyclo[3.3.1.1%"]dec-1-yl]methyl} -1 H-pyrazol-4-yl)pyridine-2-
carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3- {5-cyano-2-methyl-
1-[2-(tricyclo[3.3.1.1*"|dec-1-yl)ethyl]-1H-pyrrol-3 -yl} pyridine-2-carboxylic acid;

N-(1,3-benzothiazol-2-y1)-2- {5-[ 5-cyano-2-methyl-1-(tricyclo[3.3.1.1*"]dec-1-ylmethyl)-1 H-
pyrrol-3-yl]-6-[(methylsulfonyl)carbamoyl]pyridin-2-yl}-1,2,3,4-tetrahydroisoquinoline-8-
carboxamide;

N-(1,3-benzothiazol-2-y1)-2- {5-[5-cyano-2-methyl-1-(tricyclo[3.3.1.1%7]dec-1 -ylmethyl)-1H-
pyrrol-3-yl}-6-[(cyclopropylsulfonyl)carbamoyllpyridin-2-y1}-1,2,3,4-
tetrahydroisoquinoline-8-carboxamide;

N-(1,3-benzothiazol-2-yl)-2- {5-(1- {[3-methoxytricyclo[3.3.1.1*"]dec-1 -ylJmethyl}-5-methyl-
1H-pyrazol-4-yl)-6-[(methylsulfonyl)carbamoyl]pyridin-2-y1}-1,2,3,4-
tetrahydroisoquinoline-8-carboxamide;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1- {[3-methoxy-5,7-
dimethyltricyclo[3.3.1.1*"]dec-1-yljmethyl } -5-methyl-1 H-pyrazol-4-yl)pyridine-2-
carboxylic acid;

N-(1, 3-benzothiazol-2-yl)-2-{5—(1-{[3—methoxytricyclo[3.3.1.13’7}dec-l-yl]methy1}—S—methyl-
1H-pyrazol-4-yl)-6-[ (morpholin-4- ylsulfonyl)carbamoyl}pyndm 2-y1}-1,2,3,4-

tetrahydroisoquinoline-8- carboxamlde
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N-(1,3-benzothiazol-2-yl)-2-[5-(1-{[3-
methoxytricyclo[3.3.1.1*"]dec-1 -yllmethyl}-5-methyl-1H-pyrazol-4-y1)-6-
{[(trifluoromethyl)sulfonyl Jcarbamoyl } pyridin-2-y1]-1,2,3,4-tetrahydroisoquinoline-8-
carboxamide;

N-(1,3-benzothiazol-2-y1)-2- {6-[(cyclopropylsulfonyl)carbamoyl]-5-(1-{[3-
methoxytricyclo[3.3.1.1%"]dec-1-yl]methyl}-5-methyl- 1H-pyrazol-4-yl)pyridin-2-yl} -
1,2,3,4-tetrahydroisoquinoline-8-carboxamide;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-{5-chloro-1-
[tricyclo[3.3.1.1%"]dec-1-ylmethyl]-1 H-pyrazol-4-y1} pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-1-methyl-3,4-dihydroisoquinolin-2(1 H)-yl]-3-[ 5-methyl-
1-(tricyclo[3.3.1.1*"]dec-1-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)(1,1-°Hx)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3-[ 5-methyl-
1-(tricyclo[3.3.1.1*"1dec-1 -ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid,;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[3-(2-
methoxyethoxy)tricyclo[3.3.1.1 3’7]dec— 1-yllmethyl}-5-methyl-1H-pyrazol-4-yl)pyridine-2-
carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(2-
methoxyethyl)cyclooctyljmethyl} -5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;

6-[8-(imidazo[1 ,Z—a]pyridin;Z—ylcarbamoyl)—3,4-dihydroisoquinolin—2(1H)-y1]~3—[5-methy1— 1-
(tricyclo[3.3.1.1*"]dec-1-ylmethyl)-1H-pyrazol-4-yl |pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(5-methyl-1-{[3-
(tetrahydro-2H-pyran-4-ylmethoxy)tricyclo[3.3.1.1 3’7]dec—1 -ylimethyl}-1H-pyrazol-4-
yl)pyridine—Z—carSoxyIic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[2-(2-
methoxyethyl)tricyclo[3.3.1.1 3’7]de:c-?.-yl]methyl} -1H-pyrazol-4-yl)pyridine-2-carboxylic
acid; ’

6—[8—(1,3~benzothiaizbl-2-ylcarbarnoyl)-3 ,4~dihydroisoquinolin-2(1H)—y1]—3 -[5-methyl-1-
(tricyclo[3.3.1.17"]dec-1-ylmethyl)-1 H-1v,2,3-triazol-4-yl]pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-
dihydroisoquinolin-2(1H)-y1]-3-(5-cyano-1-{[ 3-methoxytricyclo[3.3.1.1*"]dec-1-yl Jmethyl} -
2-methyl-1H-pyrrol-3-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 5-methyl-1-(2-
oxatricyclo[3.3.1.1*]dec-1-ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-2'-
[cyclooctyl(methyl)amino]-3'-methyl-3,4'-bipyridine-2-carboxylic acid,;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 5-methyl-1-
(tricyclo[3.3.1.1>7]dec-2-ylmethyl)-1H-pyrazol-4-ylJpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-({3-[2-(2-
methoxyethoxy)ethoxy]tricyclo[3.3.1.1%7]dec-1 -yl}methyl)-5-methyl-1H-pyrazol-4-
yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 5-methyl-1-( {1-[2-
(methylsulfonyl)ethoxy]cyclooctyl } methyl)-1H-pyrazol-4-ylJpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl}-3-[5-methyl-1-(2-
oxatricyclo[3.3.1.1%7]dec-1-ylmethyl)-1H-1,2,3 -triazol-4-yl]pyridine-2-carboxylic acid;
3-[5-methyl-1-(2-oxatricyclo[3.3.1.1 37T}dec-1-ylmethyl)-1 H-pyrazol-4-yl]-6-[8-
([1,3]thiazolo[5,4-b]pyridin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl Jpyridine-2-
carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4—dihydroisoquin01in—2(1H)—yl]-3 '-methyl-2'-
(tricyclo[3.3.1.1*"]dec-1-ylsulfonyl)-3,4'-bipyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 5-cyano-2-methyl-
1-(2-oxatricyclo[3.3.1.1*"]dec-1-ylmethyl)-1 H-pyrrol-3-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3- {5-cyano-2-methyl-
1-[(3-methyl-2-oxatricyclo[3.3.1.1 37dec-1 -yl)methyl]-1H-pyrrol-3-yl} pyridine-2-carboxylic
acid; . V
6-[8-(imidaz§[1 ,2-a]pyrazin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-[5-methyl-1-
(tricyclo[3.3.1.1° ’7]déb-l -ylmethyl)-1H-pyrazol-4-yllpyridine-2-carboxylic ’acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3'-methyl-2'-
(tricyclo[3.3.1.1 3Tdec-1-ylsulfanyl)-3 ,4'-bipyridine-2-carboxylic acid;
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2-{6-[(methylsulfonyl)carbamoyl]-5-[S-methyl-1-
(tricyclo[3.3.1.1*"]dec- 1-ylmethyl)-1 H-pyrazol-4-yl]pyridin-2-y1}-N-([1,3]thiazolo[5,4-
b]pyridin-2-yl)-1 ,2,»:3 ,4-tetrahydroisoquinoline-8-carboxamide;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3'-methyl-2'-
(tricyclo[3.3.1.13"]dec-1 -ylamino)-3,4'-bipyridine-2-carboxylic acid;
6-[8-(imidazo[1,2-b]pyridazin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[5-methyl-1-
(tricyclo[3.3.1.1*"]dec-1 -ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
3-[5-methyl-1-(tricyclo[3.3.1.1 3’7]dec—1 -ylmethyl)-1H-pyrazol-4-y1]-6-[8-([1,3]thiazolo[ 5,4-
c]pyridin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]pyridine-2-carboxylic acid;
6-[8-(1,3 -benzothiazol-2-ylcarbamoy1)-3 ;4-dihydroisoquinolin-2(1H)-y1}-3-{1-[(5-
methoxyspiro[2.5]oct-5-yl)methyl]-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[3- {2-[2-(2-
methoxyethoxy)ethoxylethoxy} tricyclo[3.3.1.1*"]dec-1 -ylimethyl} -5-methyl-1H-pyrazol-4-
yDpyridine-2-carboxylic acid,;
6-[8-(1,3 —benzothiazdl—2—ylcarbamoyl)—3 ,4-dihydroisoquinolin-2(1H)-y1]-3-(5-methyl-1-{[3-
(methylsulfonyl)tricyclo[3.3.1.1%]dec-1 -ylJmethyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-({3,5-dimethyl-7-
[2-(methylamino)ethoxy]tricyclo[3.3.1.1*"|dec-1-y1} methyl)-5-methyl-1H-pyrazol-4-
yllpyridine-2-carboxylic acid,
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(5-methyl-1- {[3-(2-
{2-[2-(methylamino)ethoxy]ethoxy}ethoxy)tricyclo[3.3.1.1*"]dec-1 -ylimethyl}-1H-pyrazol-
4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-({8-
[(benzyloxy)carbonyl]-8-azabicyclo[3.2.1]oct-3-yl }methyl)-1 H-pyrazol-4-yl]pyridine-2-
carboxylic acid; and A
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-(1-{[3,5-dimethyl-7-
(i— {2-[2-(methyl£min0)ethoxy] ethoxy} ethoxy)tricyclo[3.3.1.1>"]dec-1 -yllmethyl}-5-methyl-
1H-pyrazol-4-yl)pyridine-2-carboxylic acid.
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9. A compound or a therapeutically acceptable salt
thereof, wherein the compound is selected from the group consisting of
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {2-methyl-4-
[ y y y q y y
[tricyclo[3.3.1.137]dec-1-ylmethoxy]phenyl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3- {2-methyl-3-
q Y Y
[tricyclo[3.3.1.1*"]dec-1-ylmethoxy]phenyl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{3-
[tricyclo[3.3.1.1 3’7}dec- 1-ylmethoxy]phenyl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {2-methyl-3-
[tricyclo[3.3.1.1*"]dec-1-yloxy]phenyl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {2-cyano-3-
[tricyclo[3.3.1.1%"]dec-1-ylamino Jphenyl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {2-cyano-3-
[tricyclo[3.3.1.1%7]dec-1-ylsulfanyl Jphenyl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl}-3-(2-methyl-3-
tricyclo[3.3.1.1%"]dec- 1-ylcarbonyl]amino } phenyl )pyridine-2-carboxylic acid;
{[tricy Y y phenyl)pyr y.
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3- {2-methyl-3-
[tricyclo[3.3.1.17"]dec-1-ylsulfamoyl|phenyl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]}-3-(2-methyl-3-
{methyl[tricyclo[3.3.1.1%7]dec-1-ylcarbonylJamino jphenyl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3- {2-methyl-3-
[tricyclo[3.3.1.1%7

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-(2-methyl-3-
137

]dec-1-ylcarbamoyl]phenyl} pyridine-2-carboxylic acid;

{methyl[tricyclo[3.3.1.
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[2-cyano-3-

]Jdec-1-ylmethyl]jamino } phenyl)pyridine-2-carboxylic acid;

(tricyclo[3.3.1.1%7}dec-1-ylsulfonyl)phenyl [pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(2-methyl-3-

13’7]dec—2—y1]carbamoyl}phenyl)pyridine:2-carboxylic acid;

{methyl[(tricyclo[3.3.1.
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{2-methyl-3-

[methyl(2-oxatricyclo[3.3.1.1 3T dec-1 -ylcarbonyl)amino Jphenyl} pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-
dihydroisoquinolin-2(1H)-yl]-3-(2-methyl-3- {methyl[tricyclo[3.3.1.1*7]dec-2-
yl]sulfamoyl} phenyl)pyridine-2-carboxylic acid; and

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-6'-oxo-1'-
(tricyclo[3.3.1.1%"1dec-1-ylmethyl)-1',6'-dihydro-3 3-bipyridine-2-carboxylic acid.

10. 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 5-methyl-1-
(tricyclo[3.3.1.1>"]dec-1 -ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid or a
therapeutically acceptable salt thereof.

11. A composition for treating bladder cancer, brain cancer, breast cancer, bone marrow
cancer, cervical cancer, chronic lymphocytic leukemia, colorectal cancer, esophageal cancer,
hepatocellular cancer, lymphoblastic leukemia, follicular lymphoma, a lymphoid malignancy of
T-cell or B-cell origin, melanoma, myelogenous leukemia, myeloma, oral cancer, ovarian cancer,
non-small cell lung cancer, prostate cancer, small cell lung cancer or spleen cancer, said
composition comprising an excipient and a therapeutically effective amount of the compound or

- therapeutically acceptable salt of any one of claims 1-10.

12. Use of a therapeutically effective amount of the compound or therapeutically acceptable
salt of any one of claims 1-10 in the manufacture of a medicament for treating bladder cancer,
brain cancer, breast cancer, bone marrow cancer, cervical cancer, chronic lymphocytic leukemia,
colorectal cancer, esophageal cancer, hepatocellular cancer, lymphoblastic leukemia, follicular
lymphoma, a lymphoid malignancy of T-cell or B-cell origin, melanoma, myelogenous
leukemia, myeloma, oral cancer, ovarian cancer, non-small cell lung cancer prostate cancer,

small cell lung cancer or spleen cancer in a patient.

13. Use of a therapeutically effective amount of the compound or therapeutically acceptable
salt of any one of claims 1-10 and a therapéutically effective amount of one additional
therapeutic agent or more than one additional therapeutic agent, in the manufacture of a

medicament for treating bladder cancer, brain cancer, breast cancer, bone marrow cancer,
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cervical cancer, chronic lymphocytic leukemia, colorectal

cancer, esophageal cancer, hepatocellular cancer, lymphoblastic leukemia, follicular lymphoma,
a lymphoid malignancy of T-cell or B-cell origin, melanoma, myelogenous leukemia, myeloma,
oral cancer, ovarian cancer, non-small cell lung cancer, prostate cancer, small cell lung cancer or

spleen cancer in a patient.
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WHAT IS CLAIMED IS:
1. A compound having Formula (I)
(R R2
m\/ ;W )n
N | N\[N\ Z!
B

HN SOy /2 YL hy2

5 R3)y

Formula (I),
or a therapeutically acceptable salt thereof, wherein

X is heteroaryl; wherein the heteroaryl represented by X is optiongfly substituted with
one, two, three, or four R”;

Y' is phenylene or Cs.¢ heteroarylene; optionally fused to ong/or two rings selected
from the group consisting of Cs.g cycloalkane, Cs_g cycloalkene, befizene, Cs.¢heteroarene, Cs.
gheterocycloalkane, and Cs.g heterocycloalkene; wherein Y'is tionally substituted with one,
two, three, or four substituents independently selected from the group consisting of R, OR?,
SR?, S(O)R?, SO,R’, C(O)R’, CO(O)R’, OC(O)R®, OC(QJOR’, NH,, NHR®, N(R"),,
NHC(O)R?, NR’C(O)R’, NHS(0),R®, NR’S(0),R’, NAC(O)OR®, NR’C(O)OR?,
NHC(O)NH,, NHC(O)NHR’, NHC(O)N(R?),, NRIC(O)NHR?, NR*C(O)N(R?),, C(O)NH,,
C(O)NHR’, C(O)N(R’),, C(O)NHOH, C(O)NHOR’, C(O)NHSO,R, C(O)NR’SO,R”,
SO;NH,, SO,;NHR?, SO;N(R?),, CO(O)H, CfO)H, OH, CN, N5, NO,, F, Cl, Brand I;

L' is selected from the group conglsting of (CR6R7)q, (CR°R")-O-(CRR"),, (CR°R7).
C(O)-(CR R, (CRR")s-S-(CRR7);, LR R")-S(0),-(CRR),, (CR®R"),-NR**C(0)-
(CR®R™Y,, (CRR");-C(OINR-(CRIR),, (CRR")(-NR*-(CRR),, (CR°R"),-S(O),NR**-
(CRRY,, and (CRR™)-NR*S(@),-(CR°R™);

Y% is Cg.14 cycloalkyl/Cy. 4 cycloalkenyl, Cgq heterocycloalkyl, or Cs.ia

heterocycloalkenyl; optiopally fused to one or two rings selected from the group consisting of
Cs.5 cycloalkane, Cs g cycloalkene, benzene, Cs.¢ heteroarene, Cs g heterocycloalkane, and Cs.g
erein Y2 is optionally substituted with one, two, three, four, or five

substituents indeplndently selected from the group consisting of R®, OR®, SR?, S(O)R®,

heterocycloalkene;

NHC(ONHR?, NHC(O)N(RY),, NR*C(O)NHR®, NR*C(O)N(R®),, C(O)NH,, C(O)NHR®,
C(OX(R®),, C(ONHOH, C(O)NHOR®, C(O)NHSO,R?, C(O)NR®SO,RE, SO,NH,,
2NHR?, SO,N(R®),, CO(O)H, C(O)H, OH, CN, N3, NO,, F, Cl, Brand [;

7' is selected from the group consisting of C(O)OR’, C(O)NR'R", C(O)R'},
 NRIC(O)R!, NRC(OINR'R !, OC(O)NR'R'!, NRC(O)OR®, C(=NOR')NR°R"!,
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NRC(=NCNNRRY, NRS(O)NR R, S(O)R’, S(O)NRR™, N(R'))S(0),R",
NRPCENRNRIRY, C(=S)NRR", C(=NR')NR'R", halogen, NO,, and CN; or

7' is selected from the group consisting of

ple) N
N [¢] ~N ~N N
I 0 /U\ HN"'W )\
< 0.0 o 0O oH
- S k
. R
/L/)‘ OH = N”«Rk %Mo
‘111'. El H 5 5
O o} O
OH
%/lLN “‘zq_)\ NN S eSO o ”‘(u\
H - H > H
O o0 RE
7= O o |
O N //O W NO
Os¢ /@ ”'a,,/u\ N »,,_L)L SRS
/N7 N g R N
"om : ,and H ;
5 R!, at each occurrence, is independently selected from theg/group consisting of halo,

Ci¢ alkyl, Co ¢ alkenyl, Cyp¢ alkynyl, and Cy.¢ haloalkyl;
R?, at each occurrence, is independently selected frgfn the group consisting of
deuterium, halo, Ci¢ alkyl, C,.¢ alkenyl, C,.¢ alkynyl, and C, ¢ haloalkyl;
two R that are attached to the same carbon ajém, together with said carbon atom,
10 optionally form a ring selected from the group congisting of heterocycloalkyl,
heterocycloalkenyl, cycloalkyl, and cycloalken
R®, at each occurrence, is independertly selected from the group consisting of halo,
C.¢ alkyl, Cy alkenyl, Cy¢ alkynyl, and Z;.¢ haloalkyl;
R?, at each occurrence, is indggendently selected from the group consisting of
15  NR2RB, OR, CN, NO,, halogen,C(OYOR ', C(OYNR™RY, NRPZC(O)R", NR™S(O),R",
NRZS(O)RY, S(O),R", S(O)R'Yand R,
R®, at each occurrengé, is independently selected from the group consisﬁng of Cy
alkyl, Cy¢ alkenyl, Cy.s allfynyl, C,.¢ haloalkyl, Ci hydroxyalkyl, aryl, heterocyclyl,
cycloalkyl, and cycloalkenyl;

20 R is indepéndently selected from the group consisting of hydrogen, Cy.¢ alkyl, Cy

25  NHE(O)OR', NR'*C(0)OR'*, NHC(O)NH,, NHC(O)NHR ", NHC(O)N(R ),

BC(OYNHRY, NRPC(O)N(R),, C(O)NH,, C(O)NHRY, C(O)N(R'),, C(O)NHOH,

/ C(O)NHOR'*, C(O)NHSO,R", C(O)NRPSO,R™, SO,NH,, SO,NHR", SO,N(R"),,
CO(O)H, C(O)H, OH, CN, N3, NO,, F, C1, Brand I;
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R

R?, at each occurrence, is independently selected from the group consisting of Cy.
alkyl, C,.¢ alkenyl, C,.6 alkynyl, Cy.¢ haloalkyl, aryl, heterocyclyl, cycloalkyl, and
cycloalkenyl; wherein the R® C, alkyl, Cy. alkenyl, Cy.¢ alkynyl, and Cy_¢ haloalky] are
optionally substituted with one, two, three, four, five, or six substituents independently
selected from the group consisting of R'®, OR'®, SR'S, S(O)R'S, SO,R', C(O)R'¢, CO(O)R!
OC(O)R', OC(O)OR'S, NH,, NHR'S, N(RS),, NHC(O)R'S, NR'°C(O)R'®, NHS(O),R¢
NR'’S(O),R'¢, NHC(O)OR'®, NR'*C(0)OR'’, NHC(O)NH,, NHC(O)NHR'®,
NHC(O)N(R'€),, NR'C(O)NHR', NR*C(O)N(R'¢),, C(O)NH,, C(O)NHR ¢, C(OIN(R'®),,

alkynyl, Cy.¢ haloalkyl, NH,, C(O)NH,, SO,NH,, C(O)H, (O), OH, N, NO,, OCF;,
OCF,CF,,F,Cl, Brand I,
R’ is selected from the group consisting of Cy.¢ alkyl,
haloalkyl, cycloalkyl, phenyl and (CHy):4 phenyl; and
R'" and R, at each occurrence, are each indepeddently selected from the group
nyl, Cs¢ cycloalkyl, Cy¢ haloalkyl,

2.6 alkenyl, Cos alkynyl, C].6

consisting of hydrogen, Cy alkyl, C,¢ alkenyl, C,
phenyl and (CH,),s-phenyl; or
R"%and R™, or R and R, together with the atom to which each is attached are
combined to form a heterocyclyl;
RE, at each occurrence, is indepeyfdently selected from the group consisting of Ci.¢
terocycloalkyl, Cs_; cycloalkyl and Cy¢ haloalkyl;
R and R", at each occurrghce, are each independently selected from the group
, Crg alkenyl, Coy alkynyl, Cy.4 haloalkyl and (CHz)14

x

alkyl, Cy6 alkenyl, Cy alkynyl, Cs;

consisting of hydrogen, Ci4 a

phenyl;

haloglkyl, and C;.4 hydroxyalkyl are optionally substituted with one, two, or three substituents
independently selected from the group consisting of O-(Ci alkyl), NH,, C(O)NH;, SO,NH,,
C(O)H, C(O)OH, (O), OH, CN, NO,, OCF;, OCF,CF,, F, Cl, Brand I;
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R'¢, at each occurrence, is independently selected from the group consisting of Ci4
alkyl, Cp.4 alkenyl, C,4 alkynyl, Cy.4 haloalkyl, Cy4 hydroxyalkyl, aryl, heterocycloalkyl,
heterocycloalkenyl, heteroaryl, cycloalkyl, and cycloalkenyl; wherein the R'® C, alkyl, Cp4
alkenyl, C,.4 alkynyl, C,4 haloalkyl, and C;4 hydroxyalkyl are optionally substituted with on

5 substituent independently selected from the group consisting of OCH;, OCH,CH,OCHj;, a
OCH,CH,NHCH3;

qisl,2,or3;

sis0,1,2,0r3;

ris0,1,2,0r3;

10 wherein the sum of sandris 0, 1, or 2;
mis0,1,2,o0r3;

nis 0,1, 2,3, 4,5, or 6; and

pis0, 1, or2.

15 2. The compound of claim 1, or a therapeutically’acceptable salt thereof,
wherein

Y' is pyrrolyl, pyrazolyl, or triazolyl.

3. The compound of claim 1, or a thérapeutically acceptable salt thereof,
20  wherein

Y!is pyridinyl or phenyl.
4. The compound of clazn 1, or a therapeutically acceptable salt thereof,
wherein
25 X is benzo[d}thiazolyl, thiazolo[5,4-b]pyridinyl, thiazolo[4,5-c]pyridinyl,

imidazo[1,2-a]pyridinyl, thigZolo[5,4-c]pyridinyl, thiazolo[4,5-bIpyridinyl, imidazo[1,2-
ajpyrazinyl, or imidazo[l/2-b]pyridazinyl, which are optionally substituted with one, two,

three or four R,

30 5.

wherein

e compound of claim 2, or a therapeutically acceptable salt thereof,

X is benzo[d]thiazolyl, thiazolo[5,4-b]pyridinyl, thiazolo[4,5-c]pyridinyl,
imida;
alpyrazinyl, or imidazo[1,2-b]pyridazinyl, which are optionally substituted with one, two,

1,2-a]pyridinyl, thiazolo[5,4-c]pyridinyl, thiazolo[4,5-b]pyridinyl, imidazo[1,2-

thfee or four R”,
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6. The compound of claim 3, or a therapeutically acceptable salt thereof,
wherein
X is benzo[d]thiazolyl, thiazolo[5,4-b]pyridinyl, thiazolo[4,5-c]pyridinyl,
imidazo[1,2-a]pyridinyl, thiazolo[5,4-c]pyridinyl, thiazolo[4,5-b]pyridinyl, imidazo[1,2-
5  a]pyrazinyl, or imidazo[1,2-b]pyridazinyl, which are optionally substituted with one, two,

three or four R*.

7. The compound of claim 2, or a therapeutically acceptable salt thepéof,
wherein
10 7' is selected from the group consisting of
0 AN Q@ O _o
2 A
~_ 7 N’ \
e OH’ 'm,_‘_)\N ,and.%" N RE
8. The compound of claim 3, or a therapeutically/Acceptable salt thereof,
wherein
15 7' is selected from the group consisting 4f
0] HN ’I\I\ \ O
L N P
-=_ N’ \
" “OH ”R/L N ot
9. The compound of claim 2/or a therapeutically acceptable salt thereof,
wherein
20 L'is (CR6R7)Q; and

Y% is selected frof the group consisting of Cg.14 cycloalkyl, and Cg.y4
heterocycloalkyl; wherein

RS and R, At each occurrence, are hydrogen; and

25

10. e compound of claim 3, or a therapeutically acceptable salt thereof,

wherein
L' is (CR°R"),; and
Y? s selected from the group consisting of Cg.14 cycloalkyl, and Cg.y4
30  Theterotycloalkyl; wherein
' R®and R’, at each occurrence, are hydrogen; and

qis L or 2.
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11. The compound of claim 2, or a therapeutically acceptable salt thereof,
wherein
L' is selected from the group consisting of (CR®R"),-S(0),-(CRR),,
(CR*R7)-C(O)NR*~(CR®R),, and (CRR");-S(O);NR**-(CR°R");;
5 Y% is selected from the group consisting of Cs.14 cycloalkyl, and Cg.14
heterocycloalkyl;
sisO;risOor 1;

R®™ is independently selected from the group consisting of hydrogen, and C;.¢

alkyl; and
10 R®and R’, at each occurrence, are hydrogen.
12. The compound of claim 3, or a therapeutically acceptable salt thereof,
wherein

L' is selected from the group consisting of (CR®E)-O-(CR°R"),, (CR6R7)S-S-
15 (CR°R"), (CR°R")s-S(0),-(CRRY);, (CRR7)-NR*C(0)-(CRIR),, (CR°R"),-C(O)NR-
(CR®R),, (CR®R"):-NR*-(CR®R),, and (CR°R"),-S(O),NBA-(CR°R7),;
Y?is selected from the group consisting’of Cg.14 cycloalkyl, and Cq.14

heterocycloalkyl;
sis0;risOorl;
20 R* is independently selected ffom the group consisting of hydrogen, and C.¢
alkyl; and

R®and R’, at each occuyfence, are hydrogen.

13. The compound offlaim 1, or a pharmaceutically acceptable salt thereof,
25 selected from the group consistifig of
6-[8-(1,3-benzothiaz6l-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y13-3- {1-
[tricyclo[3.3.1.1%"]dec-1+ Imethyl]-1H-pyrazol-4-y1}pyridine-2-carboxylic acid;
6-[8-(1,3-benzbthiazol-2-ylcarbamoyl)-3,4-dihydroisoquinotin-2(1H)-y1]}-3-[3,5-
dimethyl-1-(tricyclg{3.3.1.1%7]dec-1 -ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
30 6-[8-(1,¥benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-[5-
methyl-1-(tri 010[3.3.1.13’7]dec-I-ylmethyl)-1H-pyrazol-4-y1]pyridinc—2—ca,rboxylio acid;
6-18-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-
‘5non-7-ylmethyl)-1H-pyrazol-4-yllpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[3,5-

(spiro

~

fnethyltricyclo[3.3.1.1*7]dec-1-ylJmethyl}-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ;4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[3-
hydroxytricyclo[3.3.1.1*"]dec-1-yljmethyl}-1 H-pyrazol-4-y)pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[3-
methoxytricyclo[3.3.1.1%"]dec-1-y1jmethy1}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[3-(2-
methoxyethoxy)tricyclo[3.3.1. 1*"1dec-1-yljmethyl}- 1 H-pyrazol-4-yl)pyridine-2-carboxylic
5 acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-{1-
[(3,5,7-trimethyltricyclo[3.3.1. 1>"1dec-1-yDmethyl]-1 H-pyrazol-4-y1}pyridine-2-carbgkylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dilydroisoquinolin-2( 1 H)-y
10 (trcyclo[3.3.1.1*7)dec-2-ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic agfd;
)-yl]-3-(1-{[3-
arboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinofin-2(1H)-y1]-3-(1-{[3-

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydroisoquinolin-2(
bromotricyclo[3.3.1.1>"]dec-1-yl]methyl}-1H-pyrazol-4-yl)pyridine-2-

(propan-2-yloxy)tricyclo[3.3.1. 1¥"]dec-1-ylJmethyl}-1H-pyrazol A-yl)pyridine-2-carboxylic
15  acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoy!)-3,4-dihydrofsoquinolin-2 (1 H)-y1]-3-[1-(2-
oxatricyclo[3.3.1.1%"]dec-1-yImethyl)- 1 H-pyrazol-4-yl]péridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-4,4-dimethyl-3,4-dihydroisoquinolin-2(1H)-
y1]-3-[5-methyl-1-(tricyclo[3.3.1.1 37\dec-1-ylmetly§1)- 1 H-pyrazol-4-yl]pyridine-2-carboxylic
20  acid;
6-[8-(1,3-benzothiazol-2-ylcarbamayl)-3,4-dihydroisoquinolin-2( 1 H)-y1}-3-(1-{[3-
(morpholin-4-yl)tricyclo[3.3.1. 1*"dec-1,41]methyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-y}arbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-(1-{[3-
25  methoxytricyclo[3.3.1.1%"]dec- Ayl methyl}-5-methyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic
acid; N

N-(1,3-benzothiagzbl-2-y1)-2-{6-[(methylsulfonyljcarbamoyl]-5-[5-methyl-1-
(tricyclo[3.3.1.1%"]decA -ylmethyl)- 1 H-pyrazol-4-yl]pyridin-2-y1}-1,2,3,4-

30 N-(1,3-bénzothiazol-2-y1)-2-{6-[(cyclopropylsulfonyl)carbamoyl]-5-[5-methyl-1-
(tricyclo[3.3.¥/1*7]dec-1-ylmethyl)- 1 H-pyrazol-4-yl]pyridin-2-y1}-1,2,3,4-
tetrahydrojfoquinoline-8-carboxamide;
-(1,3-benzothiazol-2-y1)-2-{5-[5-methyl-1-(tricyclo[3.3.1.1*"|dec- 1 -ylmethyl)-1H-
pyraZol-4-yl]-6-(2H-tetrazol-5-yl)pyridin-2-yl}-1,2,3,4-tetrahydroisoquinoline-8-
cptboxamide;
6-[8-(1,3-benzothiazol-2-yicarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{2-
’ methyl-4-[tricyclo[3.3.1.1*"]dec-1-ylmethoxy]phenyl} pyridine-2-carboxylic acid;

- 198 -




10

15

20

25

30

35

WO 2013/055897

PCT/US2012/059720

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-{2-

methyl-3-[tricyclo[3.3.1.1 %7)dec- 1-ylmethoxy]phenyl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{3-

[tricyclo[3.3.1.1*"]dec-1-ylmethoxy Jphenyl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-[5-cya

2-methyl-1-(tricyclo [3.. 3.1.1%"dec-1-ylmethyl)- 1 H-pyrrol-3-yl]pyridine-2-carboxylic aci
3-[5-methyl-1-(tricyclo[3.3.1.1 M dec-1-ylmethyl)-1 H-pyrazol-4-yl]-6-[8-

([1,3]thiazolo[5,4-b]pyridin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]pyrighne-2-

carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H
(tricyclo[3.3.1.1%"]dec-1-ylmethoxy)-3,4'-bipyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolinZ( 1 H)-y1]-3-[1-({3-[2-
(morpholin-4-yl)ethoxyJtricyclo[3.3.1.1*"]dec-1-yl}methyl)- 1 H-pyrgzol-4-yl]pyridine-2-

carboxylic acid,;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoguinolin-2(1H)-y1]-3'-methyl-
2'-(tricyclo[3.3.1.1*"]dec-1-ylmethoxy)-3,4-bipyridine-2-cgfboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-{2-

methyl-3-[tricyclo[3.3.1.1*"|dec-1-yloxy]phenyl } pyz;

ine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-{5-cyano-

1-[tricyclo[3.3.1. 1*")dec-1-ylmethyl]-1H-py
3-[5-methyl-1-(tricyclo[3.3.1.1*7]d

1-4-yl}pyridine-2-carboxylic acid;
-1-ylmethyl)-1H-pyrazol-4-y1]-6-[8-

{[1,3]thiazolo[4,5-b]pyridin-2-ylcarbamagy1)-3,4-dihydroisoquinolin-2( 1H)-yl]pyridine-2-

carboxylic acid;

3-[5-methyl-1-(tricyclo[3.

1.1 dec-1-ylmethyl)-1H-pyrazol-4-y1]-6-[8-

([1,3]thiazolo[4,5-c]pyridin-2-y}l€arbamoyl)-3,4-dihydroisoquinolin-2(1 H)-yl]pyridine-2-

carboxylic acid;
6-[8-(1,3-benzot
dimethyltricyclo[3.3.1

acid;

#zol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-(1-{[3,5-
"dec-1-yl]methyl}-5-methyl-1H-pyrazol-4-y1)pyridine-2-carboxylic

6-[8-(1,3£benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-(1-{[3-
(1,1-dioxidotiomorpholin-4-yDtricyclo[3.3.1.1*"]dec-1-yljmethyl} -1 H-pyrazol-4-

~2-carboxylic acid;

-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-yl1]-3- {5-cyano-

2-mgfthyl-1-[2-(tricyclo[3.3.1.1%7]dec-1-ylethyl]-1H-pyrrol-3-y1} pyridine-2-carboxylic acid;

tetrahydroisoquinoline-8-carboxamide;

N-(1,3-benzothiazol-2-y1)-2-{5-[5-cyano-2-methyl-1-(tricyclo[3.3.1.1%"]dec-1-
ylmethyl)-1H-pyrrol-3-y1}-6-[(methylsulfonyl)carbamoylpyridin-2-y1}-1,2,3,4-
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N-(1,3-benzothiazol-2-y1)-2-{5-[5-cyano-2-methyl-1-(tricyclo[3.3.1.1>7]dec-1-
ylmethyl)-1H-pyrrol-3-y1]-6-[(cyclopropylsulfonyl)carbamoylipyridin-2-y1}-1,2,3,4-
tetrahydroisoquinoline-8-carboxamide;

N-(1,3-benzothiazol-2-y1)-2-{5-(1-{[3-methoxytricyclo[3.3.1.1%"]dec- 1 -ylJmethyl} -

5 5-methyl-1H-pyrazol-4-y1)-6-[(methylsulfonyl)carbamoyllpyridin-2-y1}-1,2,3,4-
tetrahydroisoquinoline-8-carboxamide;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1H)-y1]-3-(¥-{[3-
methoxy-5,7-dimethyltricyclo[3.3.1.1%7]dec-1-y1]methyl} -5-methyl-1 H-pyrazol-4
yDpyridine-2-carboxylic acid;
10 N-(1,3-benzothiazol-2-y1)-2-{5-(1-{[3-methoxytricyclo[3.3.1.1*"1def 1 -yljmethyl}-
5-methyl-1H-pyrazol-4-y1)-6-[(morpholin-4-ylsuifonyl)carbamoyl]pyridipt2-y1}-1,2,3,4-
tetrahydroisoquinoline-8-carboxamide;
N-(1,3-benzothiazol-2-y1)-2-[5-(1- {[3-methoxytricyclo[3.3.¥.1%"|dec-1-ylJmethyl}-5-
methyl-1H-pyrazol-4-y1)-6- {[ (triflucromethyl)sulfonyl]carbamoyl} pyridin-2-y1]-1,2,3,4-
15  tetrahydroisoquinoline-8-carboxamide;
N-(1,3-benzothiazol-2-y1)-2-{6-[(cyclopropylsulfopyl)carbamoyl]-5-(1-{[3-
methoxytricyclo[3.3.1.1>"]dec-1-yl]methyl}-5-methyl-1¥-pyrazol-4-yl)pyridin-2-y1}-1,2,3,4-
tetrahydroisoquinoline-8-carboxamide;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-{5-
20  chloro-1-[tricyclo[3.3.1.1*7]dec-1-ylmethyl]-1 ~pyrazol-4-yl}pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamayl)-1-methyl-3,4-dihy droisoquinolin-2( 1H)-y1]-3-
[5-methyl-1-(tricyclo[3.3.1.1%"]dec- 1 -ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcapbamoyl)(1,1-"Hy)-3,4-dihydroisoquinolin-2( 1H)-yl]-3-
[5-methyl-1-(tricyclo[3.3.1.1*")dec/] -ylmethyl)- 1 H-pyrazol-4-yl]pyridine-2-carboxylic acid;
25 6-[8-(1,3-benzothiazol-2 ylcarbamoyt)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[3-(2-
methoxyethoxy)tricyclo[3.3.)/1*"dec-1-yljmethyl}-5-methyl-1 H—pyrazol-4-y1)pyridine-2~
carboxylic acid;

6-[8-(1,3-benzpthiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1H)-y1]-3-(1-{[ 1-(2-

methoxyethyl)cyclogetylJmethyl}-5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
30 6-[8-(1,3/benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {2-cyano-
3-[tricyclo[3.3/1.1%"]dec-1-ylamino]phenyl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{2-cyano-
3-[tricyglo[3.3.1.1*"1dec-1-ylsulfanyl]phenyl} pyridine-2-carboxylic acid;
/' 6-[8-(imidazo[1,2-a]pyridin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]}-3-[5-
thyl-1-(tricyclof3.3.1.1%"]dec- 1-ylmethyl)-1H-pyrazol-4 -yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(2-

35
methyl-3- {[tricyclo[3.3.1.1%"]dec-1 -ylcarbonyl]amino} phenyl)pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3- {2~

methyl-3-[tricyclo[3.3.1.1*"]dec-1-ylsulfamoyl]phenyl} pyridine-2-carboxylic acid;
‘ 6-[8~(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]}-3-(2~
methyl-3- {methyl[tricyclo[3.3.1.1*]dec- 1-ylcarbonyl]amino } phenyl)pyridine-2-carboxylic
5  acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-(5-
methyl-1-{[3-(tetrahydro-2H-pyran-4-ylmethoxy tricyclo[3.3.1.1%")dec-1 -yl]methyl} A H-
pyrazol-4-yl)pyridine-2-carboxylic acid;

10 methyl-B-[tricyclo[3.3.l.13’7]dec-1-ylcarbamoyl]phenyl}pyridine-2-carboxyl' acid;

methyl-3- {methyl[tricyclo[3.3.1.1%"]dec- 1-yImethyljamino } phenyl)pyAdine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquifiolin-2( 1H)-y1]-3-(1-{[2-(2-

15  methoxyethyDtricyclo[3.3.1.1*"]dec-2-y1Jmethyl} -1 H-pyrazo 4-yDpyridine-2-carboxylic

acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]}-3-[5-
methyl-1-(tricyclo[3.3.1.1%")dec-1-yImethyl)- 1H-1,2 Z-triazol-4-yl|pyridine-2-carboxylic
acid;

20 6-[8-(1,3-benzothiazol-2-ylcarbamoyl),3,4-dihydroisoquinolin-2(1 H)-y1]-3-(5-cyano-
1-{[3-methoxytricyclo[3.3.1.1%"]dec-1-y1Jmgthy1}-2-methyl-1H-pyrrol-3-y])pyridine-2-
carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcaghamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]}-3-[5-
methyl-1-(2-oxatricyclo[3.3.1.1>"1¢éc-1-ylmethy1)- 1 H-pyrazol-4-yl]pyridine-2-carboxylic

25  acid;

' 6-[8-(1,3-benzothiazgl-2-ylcarbamoyl)-3,4-dihydroisoquinotin-2(1 H)Qyi] -3-[2-cyano-
3-(tricyclo[3.3.1.1%"dec-ylsulfonyl)phenylpyridine-2-carboxylic acid;
6-[8-(1,3-benzgthiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-2'-
[cyclooctyl(methyl)@mino]-3'-methyl-3,4'-bipyridine-2-carboxylic acid;

30 6-[8-(1,3/enzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-[5-
methyl-6-[8-(},3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-[1-({3-[2-
(2-methoxyéthoxy)ethoxy]tricyclo[3.3.1.1%"]dec-1-y1}methyl)-5-methyl- 1H-pyrazol-4-
yllpyridiie-2-carboxylic acid;

/ 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3-(2-
35  mefhyl-3- {methyl[(tricyclo[3.3.1.1*"]dec-2 ~yllcarbamoyl}phenyl)pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[5-
methyl-1-({1-[2-(methylsulfonyl)ethoxy]cyclooctyl}methyl)-1H-pyrazol-4-yl]pyridine-2-

carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-[5-
methyl-1-(2-oxatricyclo[3.3.1.1%*"]dec- 1-yImethy1)- 1H-1,2,3-triazol-4-yl]pyridine-2-

carboxylic acid;

PCT/US2012/059720

3-[5-methyl-1-(2-oxatricyclo[3.3.1. 1>"1dec- 1-ylmethyl)-1H-pyrazol-4-y1]-6 8-
([1,3]thiazolo[5,4-b]pyridin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]pyridine-2-

carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]}-3-{2-

methyl-3-[methyl(2-oxatricyclo[3.3.1.1%7]dec-1 -ylcarbonyl)aminophenyf} pyridine-2-

carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinglin-2(1H)-y1]}-3-(2-

methyl-3- {methyl[tricyclo[3.3.1. 1>7]dec-2-y1]sulfamoyl} pheny)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisgquinolin-2(1H)-yl}-3'-methyl-

2'-(tricyclo[3.3.1.1%"]dec-1-ylsulfonyl)-3,4'-bipyridine-2-

rboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-[5-cyano-

2-methyl-1-(2-oxatricyclo[3.3.1.1*"]dec-1-ylmethyl)\1 H-pyrrol-3 -yl]pyridine -2-carboxylic

acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoy}
2-methyl-1-[(3-methyl-2-oxatricyclo[3.3.1

carboxylic acid,;

£3,4-dihydroisoquinolin-2(1 H)-yl]-3- {5-cyano-
"dec-1-yl)methyl]- 1H-pyrrol-3-yl} pyridine-2-

6-[8-(imidazo[1,2-a]pyrazin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[5-

methyl-1-(tricyclo[3.3.1.1>7]dec-1

Imethy1)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol,Z-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3'-methyl-

2'-(tricyclo[3.3.1.1%"]dec-1-ylsulfany1)-3,4'-bipyridine-2-carboxylic acid; - *
2-{6-[(methylsulfonyl)carbamoyl]-5-[5-methyl-1-(tricyclo[3.3.1.1%"|dec-1-ylmethyl)-

1H-pyrazol-4-yl]pyri

in-2-y1}-N-([1,3]thiazolo[5,4-b]pyridin-2-y1)-1,2,3,4-

tetrahydroisoquinojne-8-carboxamide;

6-[8-(1,
2'-(tricyclo[3

“benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3'-methyl-

.1.1%")dec-1-ylamino)-3,4'-bipyridine-2-carboxylic acid;

6-f8-(imidazo[1,2-b]pyridazin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-

[5-met

1-1-(tricyclo[3.3.1.1%7)dec-1-ylmethyl)-1H-pyrazol-4-yl pyridine-2-carboxylic acid;
3-[5-methyl-1-(tricyclo[3.3.1. 1*7]dec-1-ylmethyl)- 1 H-pyrazol-4-y1]-6-[8-

(1, 3]thiazolo[5,4-c]pyridin-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-yl]pyridine-2-

carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {1-[(5-
methoxyspiro{2.5]oct-5-yDmethyl}-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1H)-y1]-3-(1-{[3- {2-[2-(2*
methoxyethoxy)ethoxylethoxy} tricyclo[3.3.1.1 *"dec-1-yl]methyl}-5-methyl- 1H-pyrazol-4-
yDpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(5-methyl-1- {[3-
(methylsulfonyl)tricyclo[3.3.1.13"]dec-1-ylmethyl} - 1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-341-({3,5-
dimethyl-7-[2-(methylamino)ethoxyltricyclo[3.3.1.1 37T)dec-1-y1} methyl)-5-methyl-1H-pyrazol-4-
yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( LA)-yl]-3-(5-methyl-1- {[3-
(2-{2-[2-(methylamino)ethoxy]ethoxy} ethoxy)tricyclo[3.3.1.1 3’7] dec-1-yllmethyl}-1H-pyrazol-4-
yDpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquin6lin-2(1H)-y1}-3-[1-({8-
[(benzyloxy)carbonyl]-8-azabicyclo[3.2.1]oct-3-yl}methyl)-1Hpyrazol-4-yl]pyridine-2-carboxylic
acid;
6-[8-(1,3—benzothiazol-2-ylcarbamoy1)—3,4—dihy oisoquinolin-2(1H)-yl]-6"-ox0-1'-
(tricyclo[3.3.1.1 3 ’7] dec-1-ylmethyl)-1',6'-dihydro-3,3'-bipyridine-2-carboxylic acid; and
6-[8-(1,3-benzothiazol-2-ylcarbamoy!)-3,4,dihydroisoquinolin-2( 1 H)-y1]-3-(1-{[3,5-
dimethyl-7-(2-{2-[2-(methylaminoc)ethoxy]ethoxy} ethoxy)tricyclo[3.3.1. 1*7]dec-1-yl]methyl}-5-
methyl-1H-pyrazol-4-yl)pyridine-2-carboxylj€ acid.
14. A composition for treating bladder cancer, brain cancer, breast cancer, bone marrow cancer,
cervical cancer, chronic lymphocyti¢/leukemia, colorectal cancer, esophageal cancer, hepatocellular
cancer, lymphoblastic leukemia, f6llicular lymphoma, lymphoid malignancies of :F-cell or B-cell
origin, melanoma, myelogenoys leukemia, myeloma, oral cancer, ovarian cancér, non-smali cell lung
cancer, chronic lymphocyti€ leukemia, myeloma, prostate cancer, small cell lung cancer or spleen
cancer, said compositioy comprising an excipient and a therapeutically effective amount of a

compound of claim 1/or a pharmaceutically acceptable salt thereof.

15. Use of a therapeutically effective amount of a compound of claim 1, or a pharmaceutically
acceptable sélt thereof, in the manufacture of a medicament for treating bladder cancer, brain cancer,
breast cagcer, bone marrow cancer, cervical cancer, chronic lymphocytic leukemia, colorectal cancer,
esop géal cancer, hepatocellular cancer, lymphoblastic leukemia, follicular lymphoma, lymphoid

malignancies of T-cell or B-cell origin, melanoma, myelogenous leukemia, myeloma, oral cancer,
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ovarian cancer, non-small cell lung cancer, chronic lymphocytic leukemia, myeloma, prostate cancer,

small cell lung cancer or spleen cancer in a patient.

16. Use of a therapeutically effective amount of the compound of claim 1, or a pharmaceutiCaily
acceptable salt thereof, and a therapeutically effective amount of one additional therapeutic agent or
more than one additional therapeutic agent, in the manufacture of a medicament for treatigfg bladder
cancer, brain cancer, breast cancer, bone marrow cancer, cervical cancer, chronic lympyocytic
leukemia, colorectal cancer, esophageal cancer, hepatocellular cancer, lymphoblastig’leukemia,
follicular lymphoma, lymphoid malignancies of T-cell or B-cell origin, melanomg, myelogenous

leukemia, myeloma, oral cancer, ovarian cancer, non-small cell lung cancer, cfronic lymphocytic

leukemia, myeloma, prostate cancer, small cell lung cancer or spleen cancey/in a patient.
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