
WHAT IS CLAIMED IS: 
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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; 

Y1  is pyrrolyl, pyrazolyl or triazolyl; wherein Y1  is optionally substituted with one, or 

two substituents independently selected from the group consisting of R5, CN, F, Cl, Br and I; 

L1  is selected from the group consisting of (CR6R7)q, (CR6R7),-0-(CR6R7)„ (CR6R7),-S- 

(CR6R7)„ (CR6R7),-S(0)2-(CR6R7)1, (cR6R7
)s_N-s-_tt6 A— (0)..(cR  (_.: 	6R7)r, (C R6R7),-C(0)NR6A-

(cR6R7)„ (cR6R7)s_NR6A4cR6,-.K)1. 7. and (CR6R7)5-S(0)2NR6A_(cR6R7)1; 

Y2  is C8_14 cycloalkyl, or C8-14 heterocycloalkyl; wherein Y2  is optionally substituted with 

one, two, or three substituents independently selected from the group consisting of R8, OR8, 

SO2R8, CO(0)R8, OH, F, Cl, Br and I; 

Z1  is selected from the group consisting of 

0HN-N  0

N 	

0 0 
\\ .
'
0 

..)-, 	 ..s 
\- 	°H 	''''- 	1 , and 	\ 	1-1 	Rk  ; 

R1  is absent; 

R2, at each occurrence, is independently deuterium or C1 _6  alkyl; 

R3  is absent; 

R5, at each occurrence, is independently C1.6 alkyl; 

R6A  is independently selected from the group consisting of hydrogen and C1 _6  alkyl; 

R6  and R7, at each occurrence, are each independently hydrogen; 
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R8, at each occurrence, is independently selected 

from the group consisting of C1.6  alkyl, heterocyclyl and cycloalkyl; wherein the R8  C1-6 alkyl is 

optionally substituted with one substituent independently selected from the group consisting of 

R16, OR16, SO2R16, and NHR16; 

Rk, at each occurrence, is independently selected from the group consisting of C] _6  alkyl, 

C3_7 heterocycloalkyl, C3_7 cycloalkyl and CI-6 haloalkyl; 

R16, at each occurrence, is independently selected from the group consisting of C1.4 alkyl, 

phenyl, and heterocycloalkyl; wherein the R16  C1_4 alkyl is optionally substituted with one 

substituent independently selected from the group consisting of OCH3, OCH2CH2OCH3, and 

OCH2CH2NHCH3; 

q is 1 or 2; 

s is 0 or 1; 

r is 0 or 1; 

wherein the sum of s and r is 0 or 1; 

m is 0; 

n is 0, 1, or 2; and 

p is 0. 

2. 	The compound or therapeutically acceptable salt of claim 1, wherein 

Y1  is pyn-olyl, 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 

L1  is (CR6R7)q; and 

Y2  is selected from the group consisting of C8_14 cycloalkyl, and 

C8_14 heterocycloalkyl; wherein 

R6  and R7, at each occurrence, are hydrogen; and 

q is 1 or 2. 
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5. The compound or therapeutically acceptable salt of 

claim 3, wherein 

Ll  is (CR6R7)q; and 

Y2  is selected from the group consisting of C8-14 cycloalkyl, and C8-14 

heterocycloalkyl; wherein 

R6  and R7, at each occurrence, are hydrogen; and 

q is 1 or 2. 

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

LI  is selected from the group consisting of (CR6R7),-S(0)2-(CR6R7),, (CR6R7),- 

C(0)NR6A-(CR6R7)r, and (CR6R7),-S(0)2NR6A-(CR6R7),; 

Y2  is selected from the group consisting of C8-14 cycloalkyl, and C8-14 

heterocycloalkyl; 

s is 0; r is 0 or 1; 

R6A  is independently selected from the group consisting of hydrogen, and C1-6 

alkyl; and 

R6  and R7, at each occurrence, are hydrogen. 

7. The compound or therapeutically acceptable salt of claim 3, wherein 
7- 	---- L' is selected from the group consisting of (CR6  R ),-0-(CR6R7)r, (CR6R7),-S- 

--, (CR6R7)r, (CR6R7  )s- S (0)2 - (CR6R7)r, 
(cR6R7)s.:NR6A  L (0)- (C R6  R7)„ (CR6R7)s-C(0)NR6A- 

(CR6R)„ (CR6R7 	6A 	and (CR6R7)s-S(0)2NR6A-(CR6R)r; )s_NR4cR67)R  \ , 
r  

Y2  is selected from the group consisting of C844  cycloalkyl, and C8-14 

heterocycloalkyl; 

s is 0; r is 0 or 1; 

R6A  is independently selected from the group consisting of hydrogen, and C1-6 

alkyl; and 

R6  and R7, 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 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3 - [1 - 

[tricycl o[3.3.1.13•7]dec-1-ylmethyl]-1H-pyrazol-4-yllpyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[3,5-dimethy1-1-

(tricyclo[3.3.1.13'7]dec-1-ylmethyl)-1H-pyrazol-4-ylpyridine-2-carboxylic acid; 

6-[8-( 1,3 -benzothiazol-2-ylcarb amoy1)-3 ,4-dihydroisoquinolin-2( 1H)-y1]-3 45-methyl- 1 - 

(tricyclo[3 .3.1.1 3  '7] dec-1 -ylmethyl)- 1H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(spiro[3.5]non-7-

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

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquirtolin-2(1H)-y1]-3-(1-1[3,5-

dimethyltricyclo[3.3.1.13'7]dec-1-yl]methy1}-1H-pyrazol-4-y1)pyridine-2-carboxylic acid; 

6-[8-( 1,3 -b enzothiazol-2-ylcarb amoy1)-3 ,4-dihydroisoquinolin-2( 1H)-y1]-3 -(1- { [3 - 

hydroxytricyclo[3.3.1.13'7]dec-1-yl]methy1}-1E-pyrazol-4-yppyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- 1[3-

methoxytricyclo[3.3.1.13'7]dec-1-yl]methy1}-1H-pyrazol-4-y1)pyridine-2-carboxylic acid; 

64841,3 -benzothiazol-2-ylcarb amoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 -(1- 1[3 -(2- 

methoxyethoxy)tricyclo[3.3.1.13'7]dec-1-yl]methy1}-1H-pyrazol-4-yppyridine-2-carboxylic 

acid; 

64841,3 -benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 - { 1 -[(3 ,5,7-

trimethyltricyclo[3 .3.1 .13'7]dec-1-yl)methy1]-1H-pyrazol-4-yllpyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-

(tricyclo[3.3.1.13'7]dec-2-ylmethyl)-1H-pyrazol-4-yllpyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3 -(1 - 1[3 - 

bromotricyclo[3.3.1.13.7]dec-1-yl]methyl}-111-pyrazol-4-yppyridine-2-carboxylic acid; 

6-[8-( 1 ,3-b enzothiazol-2-ylc arb amoy1)-3 ,4-dihydroisoquinolin-2( 1H)-y1]-3 -(1 - 1[3 -(prop an-2- 

yloxy)tricyclo[3.3.1.13'7]dec-1-yl]methyl} -1H-pyrazol-4-yppyridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamOy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2-

oxatricyclo[3.3.1.13'7]dec-1-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

-195- 



6-[8-( 1,3 -benzothiazol -2-ylcarbamoy1)-4,4-dim eth y1-3 ,4- 

dihydroisoquinolin-2(1 H)-yl] -3 - [5-methyl-1 -(tric yclo [3 .3.1 .13'7]dec-1-ylmethyl)-111-pyrazol- 

4-yl]pyridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 -(1- { [3 -(morpholin-4-

yl)tric ycl o[3 .3 .1 .13'7]dec- 1 -yl]methyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylearbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3-(1- 1[3 - 

methoxytricyclo [3 .3.1 .13'7]dec-1-ylimethyll - 5-methyl- 111-pyrazol-4-yppyridine-2-

carboxylic acid; 

N-(1 ,3-benzothiazol-2-y1)-2- {64(rnethylsulfonyl)carbamoy1]-545-methyl- 1 - 

(tricyclo [3 .3 .1 .13'7]dec-1-ylm ethyl)-1H-pyrazol-4-yllp yridin-2-y1} -1 ,2,3 ,4-

tetrahydroisoquinoline-8-carboxamide; 

N-(1 ,3 -benzothiazol-2-y1)-2- { 64(cyclopropylsulfony1)carbamoy11-545-methy1-1 - 

(tricyclo [3 .3 .1.1 3'7]dec- 1 -ylmethyl)-1 H-pyrazol-4-yl]pyridin-2-yl} -1,2,3 ,4-

tetrahydroisoquinoline-8-carboxamide; 

N-(1,3 -benzothiazol-2-yl)-2- {545-methyl-I -(tricyclo [3 .3.1 .13'7]dec- 1 -ylmethyl)-1H-pyrazol-4-

y1]-6-(2H-tetrazol-5-yppyridin-2-y1} -1 ,2,3,4-tetrahydroisoquinoline-8-carboxamide; 

6-[8-(1,3 -benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 45-cyano-2-methyl-

1 -(tricyclo[3 .3 . 1 .13'7]dec- 1 -ylmethy1)-1 H-p yrrol-3-yl]p yridine-2-carboxylic acid; 

3 45-methyl-1 -(tricyclo[3 .3 .1 .13'7]dec-1 -ylmethyl)- 1 H-pyrazol-4-y1]-64841 ,3 ]thiazolo [5,4-

b]pyridin-2-y1carb amoy1)-3 ,4-dihydroisoquinolin-2 (1H)-yllp yridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y11-2'-

(tricyclo[3 .3 .1 .13  '7]dec-1 -ylmethoxy)-3 ,4'-bipyridine-2-carboxylic acid; 

6-[8-(1,3 -benzothiazol-2-ylearbamo y1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 -[ 1 -( {3 42-

(morpholin-4-y1)ethoxy]tricyclo [3 .3 .1 .13'7]dee- 1 -yll methyl)-1 H-pyrazol-4-ylipyridine-2-

carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-3 '-methyl-T-

(tricyclo [3 .3 .1.1 3  '7  ] dec-1 -ylmethoxy)-3 ,4'-bipyridine-2-carboxylic acid; 

64841 ,3 -b enzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 - {5 -cyano-1 - 

[tricyclo [3 .3 .1 .13'7]dec-1-ylmethy1]-1H-pyrazol-4-yllpyridine-2-carboxylic acid; 
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3 45-meth y1- 1 -(tricyclo[3 .3 .1 . 13'7]dec- 1 -ylmethyl)- 1 H- 

pyrazol-4-yl]-6-[8-([ 1,3 ]thiazolo [4,5 -b]pyridin-2-ylc arb amoy1)-3 ,4-dihydroisoquinolin- 

2( 1H)-ylipyridine-2-carboxylic acid; 

3-[5-methyl-1 -(tricyclo[3 .3 .1.1 3'7]dec-1-ylmethyl)-1H-pyrazol-4-y1]-648-([1,3 ]thiazolo[4,5-

c]pyridin-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2( 1 H)-yl]pyridine-2-carboxylic acid; 

6-[8-( 1,3 -b enzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2( 1H)-y1]-3 -(1- { [3 ,5 - 

dimethyltricyclo[3 .3 .1 . 1 3'7]dec-1 -yllmethyl } -5 -m ethyl- 1H-pyrazol-4-yl)pyridine-2-

carboxylic acid; 

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

di oxidothiomorpholin-4-yl)tri cyclo [3.3 .1 . 1 3'7]dec- 1 -yl]methyl } -1 H-p yrazol-4-yl)p yridine-2- 

carboxylic acid; 

6-[8-( 1,3 -b enzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 - { 5-cyano-2-methyl-

1 -[2-(tricyclo[3 .3 . 1 .1 3'7]dec- 1 -ypethyl]-1H-pyrrol-3 -y1} pyridine-2-carboxylic acid; 

N-(1 ,3 -benzothiazol-2-y1)-2- 15[5-cyano-2-methy1-1 -(tricyclo[3.3 .1.1 ''']dec- 1 -ylmethyl)- 1H-

pyrrol-3 -y1]-6-Rmethylsulfonyl)carbamoyl]pyridin-2-y11 - 1 ,2,3 ,4-tetrahydroisoquinoline-8-

carboxamide; 

N-(1,3 -henzothiazol-2-y1)-2- {5- [5-cyano-2-methyl- 1 -(tricyclo[3 .3 .1 .1 3'7] dec-1 -ylmethyl)- 1H-

pyrrol-3-y1]-6-[(cyclopropylsulfonypcarbamoyl]pyridin-2-y11 - 1,2,3,4-

tetrahydroisoquinoline-8-carboxamide; 

N-(1 ,3-benzothiazol-2-y1)-2- {541- { [3-methoxytricyclo [3 .3 .1 .13  '7]dec- 1 -ylimethyl } -5-methyl-

1 H-pyrazol-4-y1)-6-[(methylsulfonyl)carbarnoyl]pyridin-2-yll - 1,2,3,4-

tetrahydroisoquino1ine-8-carboxamide; 

64841,3 -benzothiazol-2-ylcarbamoy1)-3 ,4-dih ydroisoquinolin-2(1H)-y1]-3 -(1- 1[3 -methoxy-5 ,7-

dimethyltricyclo [3 .3 .1 .1 3'7]dec-1 -yl]methyll -5-methyl- 1H-pyrazol-4-yepyridine-2-

carboxylic acid; 

N-(1 ,3-benzothiazol-2-y1)-2-15-(1- { [3-methoxytricyclo[3 .3 .1 .1 3'7]dec- 1 -yl]methyl} -5-methyl-

1 H-pyrazol-4-y1)-6-[(morpholin-4-ylsulfonyl)carb amoyl]pyridin-2-yll - 1 ,2,3 ,4-

tetrahydroisoquinoline-8-carb oxamide; 
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N-(1,3 -benzothiazol-2-y1)-245 -(1 - {[3 - 

methoxytricyclo [3 .3 .1 .13  '7]dec- 1 -ylim ethyl} -5 -methyl- 1H-pyrazol-4-y1)-6- 

{ Rtrifluoromethyl)sulfonylic arbamoy1} pyridin-2-y1]- 1,2,3,4-tetrahydroisoquinoline-8- 

carboxamide; 

N-(1 ,3 -benzothiazol-2-y1)-2- {6- [(cyclopropylsulfonyl)carb amo yl] -5-( 1 - { [3 - 

methoxytricyclo [3 .3 .1 .13'7]dec- 1 -yl]methyll -5 -methyl- 1H-pyrazol-4-yl)pyridin-2-y1} - 

1,2,3,4-tetrahydroisoquinoline-8-carboxamide; 

6-[8-( 1,3 -b enzothiazol-2-ylc arb am oy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3- 15-chloro- 1 - 

[tricyclo[3 .3 .1 .13  '7]dec- 1 -ylmethy1]-1H-pyrazol-4-y1} pyridine-2 -carb oxylic acid; 

6-[8-( 1,3-benzothiazol -2-ylc arb amoy1)- 1 -methy1-3 ,4-dihydroisoquinolin-2(1 H)-yl] -3 45 -methyl-

1 -(tricyclo[3 .3.1 . 13'7]dec- 1 -y1methyl)- 1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

64841,3 -b enzothiazol-2-ylcarb amoy1)( 1 ,1 -2H2)-3 ,4-dihydroisoquinolin-2( 1H)-y1]-3 45-methyl-

1-(tricyclo[3 .3 . 1 .13'7]dec- 1 -ylmethyl)- 1H-p yrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-( 1,3 -b enzothiazol-2-ylcarb amoy1)-3 ,4-dihydroisoquinolin-2(1 H)-y1]-3 -(1- .1[3 -(2- 

methox yethoxy)tri cyclo[3 .3 .1 .1 3'7]dec- 1 -Amethyll -5-methyl-1 H-pyrazol-4-yppyri dine-2- 

carboxylic acid; 

6-[8-(1,3-benzothiazo1-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- fr1 -(2-

methoxyethypcyclooctylimethyll -5-methyl-1 H-pyrazol-4-yppyridine-2-carboxylic acid; 

6-[8-(imidazo [ 1 ,2-a]pyridin-2-ylcarb amoy1)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3 45-methyl- 1 - 

(tric yclo[3 .3 .1. 1 3  '7] dec-1 -ylmethyl)- 1 H-p yrazol-4-yl]p yridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(5-methyl-1- { [3-

(tetrahydro-2H-pyran-4-ylm ethoxy)tricyclo[3 .3 .1 . 1 ''']dec-1 -yl]methyl } -1H-pyrazol-4-

yl)pyridine-2-carboxylic acid; 

6-[ 8-( 1,3 -b enzothiazol-2-ylc arb amoy1)-3 ,4-dihydroisoquinolin-2 (1H)-y1]-3 -(1- { [2-(2- 

metho xyethyptricyclo [3 .3.1 .1 3  '7]dec-2-yl]meth yl } -1H-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

6-[8-( l ,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-3 45-methy1-1 - 

(tricyclo[3 .3 .1 .13'7]dec-1 -ylm eth y1)- 1 H-1 ,2,3 -triazol-4-yl]pyridine-2-carb o xylic acid; 
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648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4- 

dihydroisoquinolin-2(1H)-y1]-3-(5-cyano-1-{[3-methoxytricyclo[3.3.1.13'7]dec-1-yllmethyll-

2-methyl-1H-pyrrol-3-y1)pyridine-2-carboxylic acid; 

648-(1,3-benzothiazo1-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3 45-methyl-I -(2-

oxatricyclo[3.3.1.13'7]dec-1-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-2'-

{cyclooctyl(methypamino]-3'-methyl-3,4'-bipyridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-345-methy1-1-

(tricyclo[3.3.1.133]dec-2-ylmethyl)-1H-pyrazol-4-yl]pridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-3-[1-({342-(2-

methoxyethoxy)ethoxy]tricyclo [3 .3 .1 .1 3  '7]dec- 1 -y1} methyl)-5-methyl- 1 H-pyrazol-4-

yl]pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-345-methyl-1-( {142-

(methylsulfonypethoxy]cycloocty1Imethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

648 -(1 ,3 -b enzothiazol-2-ylc arb amoy1)-3 ,4-d ihydroisoquinolin-2(1H)-y1]-3 45-methyl-I -(2-

oxatricyclo[3.3.1.13'7]dec-1-ylmethyl)-1H-1,2,3-triazol-4-yl]pyridine-2-carboxylic acid; 

345-methy1-1-(2-oxatricyclo[3.3.1.13'7]dec-1-ylmethyl)-1H-pyrazol-4-y1]-648- 

([1 ,3]thiazolo[5,4-b]pyridin-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-ylipyridine-2- 

carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3'-methy1-2'-

(tricyclo[3.3.1.132]dec-1-ylsulfony1)-3,4'-bipyridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-345-cyano-2-methyl-

1-(2-oxatricyclo[3.3.1.13'7]dec-1-ylmethyl)-1H-pyrrol-3-yl]pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {5-cyano-2-methyl-

1 4(3-m ethy1-2 -oxatricyclo [3 .3 .1 . 1 3'7] dec- 1 -yl)methy1]- 1 H-pyrrol-3 -y1 I pyri dine-2-carboxylic 

acid;  

64 8-(imidazo [1 ,2-a]pyrazin-2-ylcarb amoy1)-3 ,4-dihydroiso quinolin-2(1 H)-y1]-3 45-methyl- 1 - 

(tricyclo[3.3.1.13'7]dec-1-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbarnoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3'-methy1-2'-

(tricyclo[3.3.1.13'7]dec-1-ylsulfany1)-3,4'-bipyridine-2-carboxylic acid; 
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2- 164(methylsulfonyl)carb amo y1]-5 45-methyl- 1 - 

(tricyclo[3 .3 . 1.13'7]dec- 1 -ylmethyl)-1H-pyrazol-4-yl]pyridin-2-yll -N-([1 ,3 ]thiazolo [5 ,4- 

b]pyridin-2-y1)- 1 ,2,3 ,4-tetrahydroisoquinoline-8-carboxamide; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3'-methy1-2'-

(tricyclo[3 .3 .1.13'7]dec- 1 -ylamino)-3,4'-bipyridine-2-carboxylic acid; 

64 8-(imidazo [1 ,2-b]pyridazin-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 45 -methyl-1 - 

(tricyclo[3 .3 .1.13'7]dec-1-ylmethyl)-1H-pyrazol-4-yllpyridine-2-carboxylic acid; 

345-methyl-1 -(tricyclo [3 .3 .1 .13'7]dec-1 -ylinethyl)-1H-p yrazol-4-y1]-648-([ 1 ,3]thiazolo[5,4-

c]pyridin-2-ylcarbamo y1)-3 ,4-dihydroi soquinolin-2(1 H)-yllp yridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3- { 1 4(5 - 

methoxyspiro [2 .5]oct-5-yl)methy11-5-methyl- 1 H-pyrazol-4-3/11 pyridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-3 -(1-1[3- {2-[2-(2-

methoxyethoxy)ethoxy]ethoxy} tricyclo [3.3 .1 .13'7]dec- 1 -Amethyll -5-methy1-111-pyrazol-4-

yl)pyridine-2-carboxylic acid; 

648(1,3 -benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3 -(5-methyl-I - 1[3 - 

(methylsulfonyl)tricyclo [3 .3 .1 .13'7]dec-1 -yl]methyl } -1 H-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

6-[ 8-(1,3 -benzothi azol-2-ylcarbamoy1)-3 ,4-dihydroisoquino1in-2 (1 H)-y1]-3 41 -( 13 ,5-dimethy1-7- 

[2-(methylamino)ethox y]tricyclo [3 .3.1.13'7]dec- 1 -y1} methyl)-5 -methyl- 1 H-pyrazol-4- 

yl ]pyridine-2-carboxylic acid; 

64841,3 -benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 -(5-methyl- 1 - 1[3 -(2-

1242-(methylamino)ethoxy] ethoxy} ethoxy)tricyclo [3 .3 .1 .13'7]dec-1 -ylimethyll - 1H-pyrazol-

4-y1)pyridine-2-carboxylic acid; 

64841,3 -benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3 41 -(18-

[(benzyloxy)carbony1]-8-azabicyclo[3 .2.1 ]oct-3 -y1} methyl)- 1 H-pyrazol-4-yl]pyridine-2-

carboxylic acid; and 

6-[8 -(1,3-benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1 H)-y1]-3 -(1- 1[3 ,5 -dimethy1-7-

(2- 12[2-(methylamino)ethoxy]ethoxy } ethoxy)tricyclo [3 .3 .1 .13'7]dec- 1 -yl]methyl ] -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 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-3-{2-methy1-4-

[tricyclo[3 .3 .1.13 :7  ] dec-1 -ylmethoxy]phenyl} pyridine-2-c arboxyli c acid; 

6- [8 -(1 ,3 -b enzothiazol -2-ylc arb amoy1)- 3 ,4-dihydroi soquino lin-2(1 H)-y1]-3 - {2-methy1-3 - 

[tricyclo [3 .3 .1 .13'7] dec- 1 -ylmethoxy]phenyll pyridine-2-c arboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {3-

[tricyclo [3 .3 . 1 . 1 3 .7] dec- 1 -ylmethoxy]pheny11 pyridine-2 -c arboxylic acid; 

6-[ 8-( 1 ,3-benzothiazol-2-ylcarbamoy1)-3 ,4-dihydro i soquinolin-2( 1 H)-yl] -3 - {2-methy1-3 - 

[tricyclo [3 .3 .1. 13'7]dec-1 -yloxy]phenyl}pyridine-2-carboxylic acid; 

6-[ 8-( 1 , 3-b enzothiazol-2-ylcarb amoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 - {2-cyano-3 - 

[tricyclo [3 .3 . 1 .13'7]dec-1 -ylarnino]phenyl} pyridine-2-carboxylic acid; 

6-[8-(1,3 -benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 - {2-cyano-3 - 

[tricyclo [3 .3 .1 .13'7]dec-1 -ylsulfanyl]phenyll pyridine-2-c arboxylic acid; 

6-[8-(1 ,3 -b enzothiazol-2-ylcarb amoy1)-3 ,4-dihydroisoquinol in-2( 1 H)-y1]-3 -(2-methy1-3 - 

{ [tricyclo [3 .3 .1 . 13'7]dec- 1 -ylcarbonyl] amino } phenyl)pyridine-2-carboxylic acid; 

6-{8 -(1 ,3-benzothiazol-2-ylc arb amoy1)-3 ,4-dihydroisoquinolin-2( 1 H)-yl] -3 - 12-methy1-3 - 

[tricyclo[3.3.1.13'7]dec-1-ylsulfamoyl]phenyl}pyridine-2-carboxylic acid; 

6-[ 8-( 1 ,3 -b enzothiazol-2-ylc arb amoy1)-3 ,4-dihydroisoquinolin-2(1 H)-y1]-3 -(2-methyl-3 - 

{methyl[tricyclo [3 .3 .1 . 13'7] dec- 1 -ylc arbonyl] amino 1 phenyl)pyridine-2-carboxylic acid; 

6-[ 8-(1 ,3-b enzothiazol-2-ylcayb amoy1)-3 ,4-dihydroi soquinolin-2(1 H)-y1]-3 - P.-methyl-3 - 

[tricycl o [3 .3 . 1 .13'7] dec-1 -ylcarbamoyl]phenyll pyridine-2-carboxylic acid; 

64841 ,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3 -(2-methy1-3-

{methyl[tricyclo [3 .3 .1 . 13'7] dec- 1 -ylmethyl]amino }phenyl)pyridine-2-carboxylic acid; 

6- [8 -(1 ,3 -b enzothiazol-2-ylc arb amoy1)-3 ,4-dihydro isoquinolin-2(1 H)-yI]-3 -[2-cyano-3 - 

(tricycl o [3 .3 . 1 . 13'7] dec- 1 -ylsulfonyl)phenyl]pyridine-2-carboxylic acid; 

6-1841 ,3-benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3 -(2-methy1-3 - 

{methyl[(tricyclo [3 .3 .1 . 13'7] dec-2-yl] carb amoyl } phenyl)pyridine-2-carboxylic acid; 

64841 ,3 -b enzothiazol-2-ylcarb amoy1)- 3 ,4-dihydroiso quiriolin-2(1 H)-y1]-3 - {2-methyl-3- 

[methyl(2 -oxatricycl o [3 .3 .1 .13'7] dec- 1 -ylcarbonyl)amino]phenyl} pyridine-2-carboxylic acid; 
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648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4- 

dihydroisoquinolin-2(1H)-y1]-3-(2-methy1-3- Imethyl[ticyclo[3.3.1.133]dec-2-

yl]sulfamoyllphenyl)pyridine-2-carboxylic acid; and 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-6'-oxo-1'-

(tricyclo [3.3 .1.1 3 '7] dec-1-ylmethyl)-1 ', 6'-dihydro-3 ,3 l-bipyridine-2-carboxylic acid. 

10. 64 841,3 -benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1F1)-y11-3 45-methy1-1- 

(tricyclo[3.3.1.13'7]dec-1-ylmethyl)-111-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 therapeutically 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 lyrnphocytic 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: 

I. 	A compound having Fos 	i rula (I) 

(R1), 	(R2)n 
AI  

N 

I 	, 
HN 	'7 -- 	yl_Ll_y2 

I 	 (R3  )p 

X 

5 Formula (I), 

or a therapeutically acceptable salt thereof, wherein 

X is heteroaryl; wherein the heteroaryl represented by X is option 	y substituted with 

one, two, three, or four R4; 

Yi  is phenylene or C5_6 heteroarylene; optionally fused to on' or two rings selected 

10 

15 

from the group consisting of C3 _8  cycloalkane, C3_8  cycloalkene, be zone, C5_6 neteroarene, C3. 

g heteroeyeloalkane, and C3 _g  heterocycloalkene; wherein Y1  is o stionally substituted with one, 

two, three, or four substituents independently selected from 	e group consisting of R5, OR5, 

SR5, S(0)R5, SO2R5, C(0)R5, CO(0)R5, OC(0)R5, OC(• OR5, NH2, NHR5, N(R5)2, 

NHC(0)R5, NR5C(0)R5, NHS(0)2R5, NR5S(0)2R5, 	'C(0)0R5, NR5C(0)0R5, 

NHC(0)NH2, NHC(0)NHR5, NHC(0)N(R5)2, N'' (0)NHR5, NR5C(0)N(R5)2, C(0)N112, 

C(0)NHR5, C(0)N(R5)2, C(0)NHOH, C(0)N 0R', C(0)NHSO2R5, C(0)NR5SO2R5, 

SO2NH2, SO2NHR5, SO2N(R5)2, CO(0)H, C 0)H, OH, CN, N5, NO2, F, Cl, Br and I; 

L1  is selected from the group con sting of (CR6R7)q, (CR6R7),-0-(CR6R7)„ (CR6R7), 

C(0)-(CR6R7)r, (CR6R7)s-S-(CR6R7)„ 	R5R7)3S(0)2-(CR6R7)„ (CR6R7),-NR6'C(0)- 

20 (CR6R7)„ (CR6R.7),-C(0)NR6A-(C 	)„ (CR6R7),-NR6A-(CR6R7)„ (CR6R7),-S(0)2NR6A- 

(CR6R7)„ and (CR6R7),-NR6A-S( 	2-(CR610r; 

Y2  is 414 cycloalkyl C8.14  cycloalkenyl, 414 heterocycloalkyl, or C8-14 

heterocycloalkenyl; optio 	ly fused to one or two rings selected from the group consisting of 

C3.8  cycloalkane, CA_g C cloalkene, benzene, C5_6 beteroarene, Cm heterocycloalkane, and C3_8 

25 

30 

heterocycloalkene; 	erein Y2  is optionally substituted with one, two, three, four, or five 

substituents ind 	endently selected from the group consisting of R8, ORB, SR8, S(0)R8, 

SO2R8, C(0)' , CO(0)R8, OC(0)R8, OC(0)OR8, NH2, NHR8, N(R8)2, NHC(0)R8, 

NR8C(0) 	, NHS(0)2R8, NR8S(0)2R8, NHC(0)0R8, NR8C(0)OR8, NHC(0)NH2, 

NHC(O 	HR8, NHC(0)N(R8)2, NR8C(0)NHR8, NR8C(0)N(R8)2, C(0)NH2, C(0)NHR8, 

C(0 	(R8)2, C(0)NHOH, C(0)NHOR8, C(0)NHSO2R8, C(0)NR8SO2R8, SO2NH2, 

S' NHR8, SO2N(R8)2, CO(0)H, C(0)H, OH, CN, N3, NO2, F, Cl, Br and I; 

Z1  is selected from the group consisting of C(0)0R9, C(0)NR10R11, C(0)R11, 

NR10C(0)R11, NR1°C(0)NR1°R11, OC(0)NR10R11, NR1°C(0)0R9, C(=NOR1°)NR1°R.11  
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NR1°C(=NCN)NR1oRn,,,,-.10 INK S(0)2NR10K- 11, S(0)2R9, S(0)2NR10R1 I , N(R10)S(0)2R1 1, 

u( S)NR1oRi 1, 
 ,--= 	1 o NRioRii

, 
 - z=  c( NR11) NR  1 0 - ___ Lt NR )NRI6R11, halogen, NO2, and CN; or 

Z1  is selected from the group consisting of 

0 	 0 	 r - 
) 	0 	 HN N  ,s 	 0,-N 

OH ,N -... 	• 

NH \- 	 'ILL 	N \ 1., 	OH 	 .7,,,.. 	-"N 	 ll. , 	H 

H 	 0 	0 0, 0 0 	 0 	OH 	 0 
'N 	,\ S„/ 	 ,J• -H,7'L

o
, Rk 	A A - 	„ 

, 	, 	OH 	'Lt. 	N 	 '11, 	✓ ''11, 	N 	RI' 	%---r OH 

H 	 H  

0 	 0 	 0 	 0 
.-OH 	 0 NI, 	N 	

,,,
zt. 
	N..--..,..„,,OH 	,,

it
,,,IL

N
,,---..„.0,,,,,cia 
	\ 	, 	k 

H 	, 	H 	 H 

Rk  0 	0 	,,, 	0 	0  
O 	0 	. '''i 	\\ --L) 
._,.. 4, 	I 	.- S ' 	 \\ - N., 	k  

S 	R ., 	,---,:-. 	...- 	\t, 	N 	'Rk 	'''2., 	1\1' \‘0  ..ti(t. 
	N

H 
	N 	

, 
	H 	,and H 

5 R1, at each occurrence, is independently selected from 11. group consisting of halo, 

C1_6 alkyl, C2_6  alkenyl, C2_6  alkynyl, and C1_6 haloalkyl; 

10 

R2, at each occurrence, is independently selected fro 	the group consisting of 

deuterium, halo, C1-6 alkyl, C2_6 alkenyl, C2-6 alkynyl, ant C;_6 haloalkyl; 

two R2  that are attached to the same carbon a om, together with said carbon atom, 

optionally form a ring selected from the group cm :isting of heterocycloalkyl, 

heterocycloalkenyl, cycloalkyl, and cycloalken 	; 

R3, at each occurrence, is independe tly selected from the group consisting of halo, 

Ci_6 alkyl, C2_6  alkenyl, C2,6 alkynyl, and r 1.6  haloalkyl; 

R4, at each occurrence, is ind 	endently selected from the group consisting of 

15  12R  13, OR12, F 	r(0)NR12R13, NRI2r(0)R13, NR12s(0)2R14, CN, NO2, halogen, ...(0).0-11.25 

NR12S(0)R14, S(0)2R14, 
S(0)R14  and R14; 

R5, at each occurren -, is independently selected from the group consisting of C1-6 

alkyl, C2_6 alkenyl, C2_6 al 	nyl, CI  6 haloalkyl, C1-6 hydroxyalkyl, aryl, heterocyclyl, 

cycloalkyl, and cycloa 	enyl; 

20 RSA  is  independently selected from the group consisting of hydrogen, C1.6 alkyl, C2-6 

alkenyl, C2_6 al 	yl, and C1_6 haloalkyl; 

25 

R6  a t R7, at each occurrence, are each independently selected from the group 

consisting • f hydrogen, R15, OR15, SR15, S(0)R15, SO2R15, C(0)R15, CO(0)R15, OC(0)R15, 

OC(0)4R15, NH2, NHR15, N(R15)2, NHC(0)R15, NR15C(0)R15,  NHS(0)2R15, NR15S(0)2R15, 

NH l'(0)0R15, NR15C(0)0R15, NHC(0)NH2, NHC(0)NHR15, NHC(0)N(R15)2, 

9 5C(0)NHR15, NRI5C(0)N(R15)2, C(0)NH2, C(0)NHR15, C(0)N(R15)2, C(0)NHOH, 

C(0)NHOR15, C(0)NHSO2R15, C(0)NRI5s02R15,  SO2NH2, SO2NHR15, SO2N(R15)2, 

CO(0)H, C(0)H, OH, CN, N3, NO2, F, Cl, Br and I; 
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R8, at each occurrence, is independently selected from the group consisting of C1.6 

alkyl, C2_6  alkenyl, C2_6 alkynyl, Ci_6  haloalkyl, aryl, heterocyclyl, cycloalkyl, and 

cycloalkenyl; wherein the R8  Ci_6  alkyl, C2_6 alkenyl, Cz 6  alkynyl, and C1 _6  haloalkyl are 

optionally substituted with one, two, three, four, five, or six substituents independently 

5 selected from the group consisting of R16, OR16, SR16, S(0)R16, SO2R16, C(0)R16, CO(0)R1  ' 

OC(0)R16, OC(0)0R16, NH2, NHR16, N(R16)2, NHC(0)R16, NRi6c(0)K.- 16, NHS(0)2R16  

NR16S(0)2R16, NHC(0)0R16, NR16C(0)0R16, NHC(0)NH2, NHC(0)NHR16, 

NHC(0)N(R16)2,1,4-K16,-, (..;(0)NHR16, NR16c(0)N(R16)2, C(0)NH2, C(0)NHR16, C(I1 N(R16)2, 

C(0)NHOH, C(0)NHOR16, C(0)NHSO2R16, C(0)NR16S02R16, SO2NH2, SO2 	
R16 

10 SO2N(R16)2, CO(0)H, C(0)H, OH, CN, N3, NO2, F, Cl, Br and I; wherein th' R8  aryl, 

heterocyclyl, cycloalkyl, and cycloalkenyl are optionally substituted with 	ne, two, or three 

substituents independently selected from the group consisting of Ci_6  a 	1, C2_6  alkenyl, C2-6 

alkynyl, Ci.6  haloalkyl, NH2, C(0)NH2, SO2Nkl2, C(0)H, (0), OH, ( N, NO2, OCF3, 

OCF2CF3, F, Cl, Br and I; 

15 R9   is selected from the group consisting of C1,6  alkyl, ' 2_6 alkenyl, 02_6  alkynyl, C1-6 

haloalkyl, cycloalkyl, phenyl and (CH2)1-4  phenyl; and 

12_1°  and R11, at each occurrence, are each indep 	dently selected from the group 

consisting of hydrogen, C1 _6  alkyl, C2_6  alkenyl, C2_6 	nyl, C34 cycloalkyl, C1 _6  haloalkyl, 

phenyl and (CH2)1-4-phenyl;  or 

20 R1°  and R11, or R.")  and R9, together wi 	the atom to which each is attached are 

combined to form a heterocyclyl; 

Rk, at each occurrence, is indepe , dently selected from the group consisting of C1-6 

alkyl, C2 _6  alkenyl, C2_6  alkynyl, C3 	terocycloalkyl, C3.7  cycloalkyl and C1 _6  haloalkyl; 

R12  and R13, at each occurr nce, are each independently selected from the group 

25 consisting of hydrogen, Ci_4 a 	C24 alkenyl, C24  alkynyl, C14  haloalkyl and (CH2)1-4 

phenyl; 	 -. 

R14, at each own ence, is independently selected from the group consisting of C14  

alkyl, C24  alkenyl, 02 	alkynyl and C14 haloalkyl; 

R12  and R13  or R12  and R14, at each occurrence, together with the atom to which each 

30 is attached, are • •tionally combined to foi 	in a heterocyclyl; 

R15, each occurrence, is independently selected from the group consisting of C14 

alkyl, Cz_ 	enyl, C24  alkynyl, C14  haloalkyl, C14  hydroxyalkyl, aryl, heterocyclyl, 

cycloa • 1, and cycloalkenyl; wherein the R15  C14  alkyl, C24  alkenyl, C2.4 alkynyl, C14  

halo kyl, and C14  hydroxyalkyl are optionally substituted with one, two, or three substituents 

35 ii 4 ependently selected from the group consisting of 0-(C14  alkyl), NH2, C(0)NH2, SO2NH2, 

C(0)H, C(0)OH, (0), OH, CN, NO2, OCF3, OCF2CF3, F, Cl, Br and I; 
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R16, at each occurrence, is independently selected from the group consisting of CI4 

alkyl, C24  alkenyl, C24  alkynyl, C14  haloalkyl, C14  hydroxyalkyl, aryl, heterocycloallcyl, 

heterocycloalkenyl, heteroaryl, cycloalkyl, and cycloalkenyl; wherein the R16  C14  alkyl, C24  

alkenyl, C24  alkynyl, CI _E, haloalkyl, and Ci _4 hydroxyalkyl are optionally substituted with or 

5 substituent independently selected from the group consisting of OCH3, OCH2CH2OCH3, a 

OCH2CH2NHCH3; 

q is 1, 2, or 3; 

s is 0, 1, 2, or 3; 

r is 0, 1, 2, or 3; 

10 wherein the sum of s and r is 0, 1, or 2; 

m is 0, 1, 2, or 3; 

n is 0, 1, 2, 3, 4, 5, or 6; and 

p is 0, 1, or 2. 

15 2. The compound of claim 1, or a therapeuticall, acceptable salt thereof, 

wherein 

Y1  is pyrrolyl, pyrazolyl, or triazolyl. 

20 

3. The compound of claim 1, or a t1 rapeutically acceptable salt thereof, 

wherein 

y1  is pyridinyl or phenyl. 

4. The compound of cl . 	1, or a therapeutically acceptable salt thereof, 

wherein 

25 X is benzo[d]t 	azolyl, thiazolo[5,4-b]pyridinyl, thiazolo[4,5-c]pyridinyl, 

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

a]pyrazinyl, or imidazo[1 	-b]pyridazinyl, which are optionally substituted with one, two, 

three or four R4. 

30 5. he compound of claim 2, or a therapeutically acceptable salt thereof, 

wherein 

3 5 

X is benzo[d]thiazolyl, thiazolo[5,4-b]pyridinyl, thiazolo[4,5-c]pyridinyl, 

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

a]py azinyl, or inaidazo[1,2-b]pyridazinyl, which are optionally substituted with one, two, 

tl ee or four R4. 
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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 R4. 

7. The compound of claim 2, or a therapeutically acceptable salt the -of,  

wherein 

10 Z1   is selected from the group consisting of 

0 	 — HN N  ,, 	0 	0 	,.„, 
\\ .e 

..... 	, 
"Lt,-A01-1 	 N

, S". 
Rk

lJ 

N   and 	H 

8. The compound of claim 3, or a therapeutically . cceptable salt thereof, 

wherein 

15 Z1  is selected from the group consisting 	f 

0 	HN  —N
sN 	

0 0 
.N\ --0 

L
N S' 

'11.(1LOH 	N 	 Rk 
and 	H 

9. The compound of claim 	or a therapeutically acceptable salt thereof, 

wherein 

20 L1  is (CR6R)g; and 

Y2  is selected fr 	the group consisting of Cs-14  cycloalkyl, and C844 

heterocycloalkyl; wherein 

R6  and R7, t each occurrence, are hydrogen; and 

q is 1 o 	. 

25 

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

wherein 

L1  is (CR6R7)Q; and 

Y2  is selected from the group consisting of CS_14 cycloalkyl, and CS-14 

30 heterr vc oalkyl; wherein 

R6  and R7, at each occurrence, are hydrogen; and 

q is 1 or 2. 
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11. The compound of claim 2, or a therapeutically acceptable salt thereof, 

wherein 

L1  is selected from the group consisting of (CR6R7) -S(0)2-(CR6R7)„ 

(CR6R7)s-C(0)NR6A-(CR6R7)„ and (CR6R7),-S(0)2NR6A-(CR6R)r; 

5 	 Y2  is selected from the group consisting of C8_14 cycloalkyl, and C8_14 

heterocycloalkyl; 

s is 0; r is 0 or 1; 

R6A  is independently selected from the group consisting of hydrogen, and C1-6 

alkyl; and 

10 	 R6  and R7, at each occurrence, are hydrogen. 

12. The compound of claim 3, or a therapeutically accep 	•le salt thereof, 

wherein 

L1  is selected from the group consisting of (CR6 " )s-0-(CR6R7)„ (CR6R7),-S- 

15 	(CR6R7)„ (CR6R7),-S(0)2-(CR6R7)„ (CR6R7),-NR6AC(0)-(C ' ' ' 7),, (CR6R7),-C(0)NR6A- 

(CR6R7)„ (CR6R7),-NR6A-(CR6R7)„ and (CR6R7),-S(0)2N 	-(CR6R7)r; 

Y2  is selected from the group consistin:. of C8-14 cycloalkyl, and C8_14 

heterocycloalkyl; 

s is 0; r is 0 or 1; 

20 	 R6A  is independently selected 	om the group consisting of hydrogen, and C1-6 

alkyl; and 

R6  and R7, at each occur ence, are hydrogen. 

13. The compound of la m 1, or a pharmaceutically acceptable salt thereof, 

25 	selected from the group consis 	g of 

648-(1,3-benzothia .1-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)41]-3- {1- 

[tricyclo[3.3.1.13'7]dec-1- lmethyl]-1H-pyrazol-4-yllpyridine-2-carboxylic acid; 

648-(1,3-ben' •thiazol-2-ylearbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[3,5- 

dimethyl-1-(tricycl 	3.3.1.13'7]dee-1-ylmethyl)-1H-pyrazol-4-ylipyridine-2-carboxylic acid; 

30 	64841, -benzothiazol-2-ylearbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-345-

methyl-1-(th • clo [3 .3.1.13'7] d ec-1-ylmethyl)-1H-pyrazol-4-yllpyridine-2-carboxylic acid; 

6- : (1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-341-

(spiro["'.5]non-7-ylmethyl)-1H-pyrazol-4-ylbyridine-2-carboxylic acid; 

64841,3 -b enzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinol in-2(1H)-y1]-3-(1- ([3,5- 

35 	• 	ethyltricyclo[3.3.1.13'7]dec-1-ylimethy1}-1H-pyrazol-4-y1)pyridine-2-carboxylic acid; 

6484 l ,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- { [3-

hydroxytricyclo[3.3.1.13'7]dec-1-ylimethyl}-1H-pyrazol-4-y1)pyridine-2-carboxylic acid; 
/ 
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6- [841 ,3-benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[3-

m ethoxytricyclo [3.3.1.13'7] dec-1-yl]methyl } -1H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6- [8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dilaydroisoquinolin-2(1H)-y1]-3-(1- { [3-(2 - 

methoxyethoxy)tricyclo [3 .3.1.13'7]dec-1-yl]methyl} -1H-pyrazo1-4-yl)pyridine-2-carboxylic 

5 acid; 

64841 ,3-b enzothiazol-2 -ylcarb amoy1)-3 ,4-dihydro isoquinolin-2(1H)-y1]-3 - {1 - 

[(3,5,7-trimethyltricyclo[3.3.1 .13'7]d ec-1-yHmethyl] - 1H-pyrazol-4-yll pyridi n e-2-carb t ylic 

acid-, 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y 	' - 	- 

10 (tricyclo [3 .3.1.13.7]dec-2-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic a -d; 

648-41 ,3-b enzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2( 	)-y1]-3-(1- {[3-

bromotricyclo [3.3.1.13'7]dec-1 -yl]methyl } -1H-pyrazol-4-yl)pyri din e-2- , arboxylic acid; 

64841 ,3-benzothiazol-2-3dcarbamoy1)-3 ,4-dihydroisoquin o n-2(1H)-y1]-3-(1- { [3- 

(propan-2-yloxy)tricyclo [3.3.1 .13'7] dec-1-yl]methyl }-1H-pyrazol ' -yl)pyridine-2-carboxylic 

15 acid; 

6- [8-(1 ,3-b enzothiazol-2-ylearbamoy1)-3 ,4-d ihydr • soquinolin-2(1 H)-y1]-3- [142 - 

oxatricyclo [3.3.1.13'7]dec-1-y lmethyl)-1H-pyrazol-4-y 	idine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylearbamoy1)-4,4-d. ethy1-3,4-dihydroisoquinolin-2(1H)- 

y1]-345-methy1-1-(tricyclo[3.3.1.13 Idec-1-ylme 	1)-1H-pyrazol-4-yllpyridine-2-carboxylic 

20 acid; 

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

(morpholin-4-yl)tri cyclo [3 .3.1.13'7]d ee-1 	limethyll -1H-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

6- [8-(1,3-b enzothiazol-2-y 	arbam oy1)-3,4-dihydroisoquinolin -2(1H)-yl] -341 - { [3- 

25 methoxytricyclo [3.3.1.131 dec- 	vl]methy11-5-methy1-1H-pyrazol-4-y1)pyridine-2-carboxylic 

acid;  

N-(1,3-benzothia . 61-2-y1)-2- {6-[(methylsulfonyl)carbamoy1]-545-methy1-1- 

(tricyclo [3.3.1.13'7]dec 	-ylmethyl)-1H-pyrazol-4-ylipyridin-2-y11-1,2,3,4- 

tetrabydroisoquino 	e-8-carboxamide; 

30 N-(1,3-• rizothiazol-2-y1)-2-16-[(cyclopropylsulfonyl)carbamoyl]-545-methyl-1- 

(tricyclo [3.3. 	1 'Id ec-1-ylmethyl)-1H-pyrazol-4-yl]pyridin-2-y1} -1,2,3,4- 

tetrahydro oquinoline-8-carboxamide; 

1-(1,3-benzothiazol-2-y1)-2-15-[5-methy1-1-(tricyclo[3.3.1.13'7]dec-1-ylmethyl)-1H- 

PY • 01-4-y1]-6-(2H-tetrazol-5-yl)pyri din -2-y1 1 -1,2,3,4-tetrahydro isoquinoline-8- 

35 boxamide; 

618-(1,3-benzothiazol-2-ylearbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3- 2- 

/ methy1-4- [tricyclo [3 .3.1. i3'7]dec-1-ylmethoxy]phenyllpyridine-2-carboxylie acid; 
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648.4 1 ,3-b enzothiazol-2 -ylcarb amoy1)-3,4-dihydroisoquinolin-2( 1H)-yl] -3- {2 - 

methy1-3-[tricyclo [3.3.1 .13'7] dec- 1 -ylmethoxy]phenyl }pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2( 1H)-y1]-3 - 1, 3 - 

[fricyclo [3 .3.1.13'7]dec- 1 -ylmethoxy]phenyl } pyridine-2-carboxylic acid; 

5 648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[5 -cya , 

2-methyl- 1 -(tricyclo [3 .3 .1.1 3'7]dec- 1 -ylmethyl)- 1H-pyrrol-3 -yl]pyridine-2-carboxylic ac 

3- [5-methyl- 1 -(tri cyclo [3 .3. 1. 13'7] dec- 1 -y lmethyl)- 1H-pyrazol-4-y1]-6-[8 - 

([1 ,3]thi azolo [5,4-b]pyridin-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-yllpyn • te-2 - 

carboxylic acid; 

10 6- [8-( 1 ,3 -b enzothiazol-2 -ylcarbamoy1)-3,4-dihydroisoquinolin-2( 1H yl] -T- 

(tricyclo [3 .3 . 1. 13'7]dec-1 -ylmethoxy)-3 ,4'-bipyridine-2-carboxylic acid; 

6- [8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin 	(1H)-y1]-3 -[1 -( f 3 -[2- 

(morpho lin-4-yl)ethoxy]tri cyclo [3 .3. 1.13'7]dec-1 -y1} methyl)- 1H-pyr zol-4-yl]pyridine-2-

carboxyl ic acid; 

15 6484 1 ,3-b enzothiazol-2-ylcarbamoy1)-3,4-dihydroiso ,:uinolin-2(1H)-y1]-3'-methyl- 

T-(tricyclo [3 .3 .1.13'7]dee-1 -ylmethoxy)-3,4'-bipyridine-2-c . boxylic acid; 

64841 ,3-benzothiazol-2-ylcarbamoy1)-3,4-dihy oroisoquinolin-2(1H)-y1]-3- {2 - 

methy1-3-[tricyclo [3.3. 1 . 13'7]dee- 1 -yloxy]ph enyl } p 	ime-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylearbamoy1)-3,4 -dihydroisoquinolin-2(1H)-y1]-3- (5 -cyano- 

20 1 -[tricyclo [3 .3 . 1 . 13'7]dee-1-ylmethy1]-1H-py 	-4-yl}pyridine-2-carboxylic acid; 

345-methyl- 1 -(tricyclo[3 .3. 1. 13'7]d 	- -ylmethyl)-1H-pyrazol-4-y1]-6- [8 - 

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

carboxylic acid; 

3- [5 -methyl-1 -(tricy clo [3 .' .1. 13'7] dee- 1 -ylmethyl)- 1H-pyrazol-4-y1]-6- [8 - 

25 ([1,3 ]thiazolo [4,5 -c]pyridin-2-y 	arbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-yl]pyridine-2-

carboxylic acid;  

6-[8-( 1,3 -b enzot 	zo1-2 -y1 earbamoy1)-3 ,4-dihydroisoquinolin-2 (1H)-yl] -3 -( 1 - f [3 ,5 - 

climethyltricyclo [3 .3. 1 	']dec-1 -yl]methyll -5 -methyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

30 6-[8-( 1 , 	enzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- f [3- 

(1,1 -dioxidot , iomorpholin-4-yl)tricyclo [3 .3 . 1. 13'7]de c-1 -ylimethyll - 1H-pyrazol-4-

yl)pyridin -2-carboxylic acid; 

- [841 ,3-b enzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2( 1H)-y1]-3 - {5 -cyano- 

2-me hyl- 1 - [2-(tricyclo [3 .3 . 1. 1 3.7]dec- 1 -yl)ethy11-1H-pyrrol-3-y1) pyridine-2 -carboxylic acid; 

35 N-(1 ,3-benzothiazol-2-y1)-2-{545-cyano-2-methy1-1-(tricyclo[3.3.1.13'7]d 	1-

ylmethyD-1H-pyrrol-3-y11-6-Kmethylsulfonypcarbamoylbyridin-2-y11-1,2,3,4-

tetrahydroisoquinoline-8-carboxamide; 
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N-(1,3-benzothiazol-2-y1)-2- {545-cyano-2-methy1-1-(tricyclo[3.3.1.13'7]dec-1- 

ylmethyl)-1H-pynol-3-yll-64(cyclopropylsulfonyl)carbamoyl]pyridin-2-y1) -1,2,3,4- 

tetrahydro isoquinoline-8-carboxamide; 

N-(1,3-benzothiazol-2-y1)-2- {5-(14[3-metboxytricyclo [3.3.1.13'7] dec-l-yllmethyll - 

5 	5-methy1-1H-pyrazol-4-y1)-6-[(methyisulfonyl)carbamoyl]pyridin-2-y1}- I ,2,3,4- 

tetrahydroisoquinoline-8-carboxamide; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3- 	{ 3- 

methoxy-5,7-dimethyltricyclo [3.3.1.1 	dec-1-yIlmethy1}-5-methyl-IH-pyrazol-4 

yl)pyridine-2-carboxylic acid; 

10 N-(1,3-benzothiazol-2-y1)-2- {5-(1-{ [3-methoxytricyclo [3.3.1.13'7] de,  -1-ylimethy11- 

5-methyl-IH-pyrazol-4-y1)-6-[(morpholin-4-ylsulfonyl)carbamoyl]pyridi t -2-yll -1,2,3,4- 

tetrahydroisoquinolin e-8-carboxamicie; 

N-(1,3-benzothiazol-2-y1)-2-[5-(1- { [3-methoxytricyclo [3.3 	.1 ' ]dec-1-yilmethyll -5- 

methy1-1H-pyrazo1-4-y1)-6- {[(trifluoromethyl)sulfonyl]carbamo 	, pyridin-2-y1]-1,2,3,4- 

15 	tetrahydroisoquinoline-8-carboxamide; 

N-(1,3-benzothiazol-2-y1)-2- {6- [(cyclopropylsulfo 	)carbamoy1]-5-(1-{ [3- 

methoxytricyclo [3.3.1.1n dec-1-ylimethyl) -5-methyl-1 ' -pyrazol-4-yl)pyridin-2-yll -1,2,3,4- 

tetrahydroisoquinolin e-8-carboxamide; 

648-(1,3-b enzothiazol-2-ylcarb amoy1)-3, A -dihydroisoquinolin-2(1H)-y1]-3- {5- 

20 	chloro-1-[tricyclo[3.3.1.13'']dec-1-ylmethy1]- 	-pyrazol-4-yl}pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylearbamo ,1)-1-methy1-3,4-dihydroisoquinolin-2(1H)-y1]-3- 

[5-methy1-1-(tricyclo [3.3.1.13'7]dec-1-y1 , e hyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylca 	amoy1)(1,1-2H2)-3,4-dihydroisoquino lin-2(1H)-y1]-3- 

[5-methyl- I -(tricyclo [3.3.1.13.7]de 	-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

25 648-(1,3-benzothiazol- -ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- { [3-(2- 

methoxyethoxy)tricyclo [3.3. 	13'7]dec-1-yl]methyl} -5-methyl-1 H-pyrazol-4-yl)pyridine-2- 

carboxylic acid; 

6-[8-(1,3-benz 	hiazol-2-ylearbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[1-(2- 

methoxyethyl)cyclo ctyl]methy1}-5-methy1-1H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

30 64841,3 •enzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {2-cyano- 

3-[tricy clo [3 	1.13'7]dec-1-ylamino]phenylIpyridine-2-carboxylic acid; 

6- 	-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {2-cyano- 

3-[tricy # o[3.3.1.13'7]dec-1-ylsulfanyl]phenyll pyridine-2-carboxylic acid; 

6-[8-(imidazo [1,2-a]pyridin-2-ylcarbam oy1)-3,4-dihydroisoquinolin-2(1H)-y1]-345- 

35 hy1-1-(tricyclo [3.3.1.13'7] dec-1-yhnethyl)-1H-pyrazol-4-yl]pyricline-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(2- 

methy1-3- {[tricyclo[3.3.1.13'7]dec-1-ylearbonyl]amino} phenyl)pyridine-2-carboxylic acid; 
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648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-3- 2-, 

methy1-3- [tricyclo [3.3.1.133] dec-1-yisulfamoyl]phenyl } pyridine-2-carboxylic acid; 

6- [8-(1,3-b enzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3- (2-

methyl-3- {methyl [tricyclo [3.3.1.13'7]dec-1-ylearbonyl]aminol ph cnyl)pyridine-2-carbo xylic 

5 acid; 

648-(1,3-benzothiazol-2-ylearbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3-(5- 

rn ethyl-1- { [3-(tetrahydro-2H-pyran-4-ylmethoxy)tricyclo [3 .3.1.13'7]dec-1-yll methyl} 	H-

pyrazol-4-yl)pyri.dine-2-carboxylie acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y -3- {2- 

10 methy1-3-[tricyclo [3.3.1.13'7] dec-l-ylcarba moyl]phenyllpyridine-2-carboxyl 	acid; 

618-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihythoisoquinolin-2 	)-y1] -3- (2- 

methy1-3- {methyl [tricyclo [3.3.1.131 dec-1-ylmethyl] amino }phenyl)p 	dine-2-carboxylic 

acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoqu iolin-2(1H)-y1]-341-{[2-(2- 

15 methoxyethyl)tri cyclo [3.3.1.13''] dec-2-ylimethyll -1H-pyrazo 4-yl)pyridine-2-carboxylic 

acid; 

	

648- (1,3-b enzothiazol-2-ylearbamoy1)-3 ,4-dihy 	oisoquinolin-2(1H)-y1]-3- [5- 

	

methy1-1-(tricyclo [3.3.1.13'7]dec-1-ylmethyl)-1H-1,2 . - 	azol-4-ylipyridine-2-carboxylic 

acid; 

20 648-(1,3-benzothiazol-2-ylcarbamoyl) ' ,4-dihydroisoquinolin-2(1H)-y11-3-(5-cyano- 

1-{[3-methoxytricyclo[3.3.1.13'id 	1-yl] 	thyl}-2-methyl-1H-pyrrol-3-yl)pyridine-2- 

carboxylic acid; 

6- [8-(1,3-benzothiazol-2-ylc. • amoy1)-3,4-dihydroisoquinolin-2(1H)-Y11-345- 

methy1-1-(2-oxatri cyclo [3.3.1.133] 	-1-ylmethyl)-1H-pyrazol-4-yllpyridine-2-carboxylic 

25 acid; 

6-[8-(1,3-b enzothiaz t 	2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3 -[2-cyano- 

3 tricyclo[3.3.1.13'Idec- 	ylsulfonyl)phenyl]pyridine-2-carboxylic acid; 

6-[8-(1,3-benz 	hiazol-2-ylcarbamoy1)-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-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-345- 

methy1-6-[8- 	,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-341-( {3- [2- 

(2-methox 	thoxy)ethoxy]tricyclo [3.3.1.13'1 dee-1-y]. 1 methyl)-5-methy1-1H-pyrazol-4- 

ylipyri . 	-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylc,arbamoy1)-3 ,4-dihydroisoquinolin-2(111)-y1]-3-(2- 

35 in,  hy1-3- {methyl[(tricyclo[3.3.1.13'7]dec-2-yl]carbamoyllphenyl)pyridine-2-carboxylic acid; 
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6-(8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-clihydroisoquinolin-2(1H)-y1]-3- [5-

methy1-1-({ 1[2-(methylsulfonyl)ethoxyley clooctyl } methyl)-1H-pyrazol-4-yl]pyridine-2-

carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3- 5- 

5 methy1-1-(2-oxatricyclo [3.3.1.13'7]dec- I -ylm ethyl)-1H -1,2,3 -triazol-4-yl]pyridinc-2-

carboxylic acid; 

3[5-methy1-1 -(2-oxatricyclo [3 .3.1.13'7](1 ec-1-ylmethyl)-1H-pyrazol-4-yl] -6- 8- 

([1,3]thiazolo [5,4-b]pyridin-2-ylcarbamoy1)-3,4-dihydroi soquinolin-2(1H)-yllpyr.  dine-2-

carboxylic acid; 

10 648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1 	-y1]-3- {2- 

methyl -3 -[m ethyl(2-oxatricyclo [3.3.1.13'7]dec-1-ylcarbonyl)amino]phen 	}pyridine-2- 

carboxylic acid; 

6-[8-(1,3-b enzothiazol -2-ylcarbamoy1)-3,4-dihydroisoquin lin-2(1H)-y1]-3-(2- 

methy1-3- {methyl [tricyclo [3.3.1.131dec-2-yl]sulfamoyll pheny 	yridine-2-carboxylic acid; 

1.5 6- [8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydrois ,. quinolin-2(1H)-y1]-3 '-methyl- 

2'-(tricyclo [3 .3.1.13'7]de c-1-ylsulfony1)-3,4'-bipyridine-2- 	boxylic acid; 

6- [8-( l ,3-benzothiazol-2-ylcarbamoyl)-3,4-dih;  droisoquinolin-2(1 H)-y11-3 -15-cyano- 

2-methy1-1-(2-oxatricyclo [3 .3.1.13Idec-1-ylmethyl -1H-pyrrol-3-yllpyridine-2-carboxylic 

acid; 

20 648-(1,3-benzothiazol-2-ylcarbamoy 	3,4-dihydroisoquinolin-2(1H)-y11-3- {5-cyano- 

2-methy1-1-[(3-methyl-2-oxatricyclo [3.3. 	]dec-1-yl)rnethyl]-1H-pyrrol-3-yll pyridine-2-

carboxylic acid; 

6[8-(imidazo[1,2-a]pyrazin- -ylcarbamoy1)-3,4-dihydroisoquinolin-2(111)-yl] -345- 

methy1-1-(tricyclo [3 .3.1.13'7] dec-1 	lmethyl)-1H-pyrazol -4-yllpyri din c-2-carboxylic acid; 

25 6- [8-(1,3-benzothiazol 	-ylcarbamoy1)-3 ,4-dihydroisoquinolin-2(1H)-y1]-3'-m ethyl- 

2'-(tricy clo [3 .3.1.13'7]dec-1 - 	sulfanyl)-3,4'-bipyridine-2-carboxylic acid; 

2- {6-[(methylsul ,Inyl)carbamoy1]-545-methyl-1-(tricyclo[3.3.1.131dec-1-ylmethyl)- 

1H-pyrazol-4-yl]py 	s 	-2-y4 -N-([1,3]thiazolo[5,4-b]pyridin-2-y1)-1,2,3,4- 

tetrahydroisoquino 	ie-8-carboxamide; 

30 6-[8-(1, . -benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3'-methyl- 

T-(tricyclo [3 	.1.13'7]dec-1-ylamino)-3,4'-bipyridine-2-carboxylic acid; 

6- : (irnidazo [1,2-b]pyridazin-2-ylcarbamoy1)-3,4-dihydroisoquino lin-2 (1.1-1)-y1]-3 - 

[5-me 	-1-(tricyclo [3 .3.1.13'7]dec-1-ylmethyl)-1H-pyrazol-4-yllpyridine-2-carboxyli c acid; 

3-[5-methyl-1 -(tricy clo [3 .3.1.13'7] dec-1-ylmethy1)-111-pyrazol-4-yl] -648- 

35 ( 	,3]thiazolo [5,4-c]pyridin-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-yl]pyridine-2-

carboxylic acid; 
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6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-yl] -3- {14(5-

methoxyspiro[2.5]oct-5-yl)methy1]-5-methy1-1H-pyrazol-4-y1}pyridine-2-carboxylic acid; 

6-[8-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[3-{2-[2-

methoxyethoxy)ethoxylethoxy] tricyclo [3.3.1.13'7]d ec-1-ylimethyl 1 -5-methy1-1H-pyrazol-4-

y1)pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-y11-3-(5-m 	ly1-1- { [3-

(methylsulfonyl)tricyclo[3.3.1.133]dec-1-yl]methyl}-1H-pyrazol-4-yppyridine-2-carbo ylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1H)-yl] 3 	1-(13,5- 

ditnethy1-742-(methylamino)etboxy]tricyclo[3.3.1.133]dec-1-yllmethyl)-5-meth 	-1H-pyrazol-4-

yl]pyridine-2-carboxylic acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihydroisoquinolin-2(1 ' )-y1]-3-(5-methy1-1- { [3- 

(2- {242-(methylamino)ethoxy]ethoxyl ethoxy)tricyclo [3 .3.1.133] dec- - 	]methyll-1H-pyrazol-4-

yl)pyridine-2-carboxylic acid; 

6- [8-(1,3-benzothiazol-2-ylcarbamoy1)-3 ,4-dihydroisoqu $ olin-2(1H)-y1]-341-( {8- 

[(benzyloxy)carbony1]-8-azabicyclo[3.2.1]oct-3-yll methyl)-1H .yrazol-4-yllmicline-2-carboxylic 

acid; 

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4-dihy 	msoquinolin-2(1H)-y1]-6'-oxo-11-

(tricyclo[3.3.1.13'7]dec-1-ylmethyl)-1',6'-dihydro-3,3'- ►  pyridine-2-carboxylic acid; and 

	

648-(1,3-benzothiazol-2-ylcarbamoy1)-3,4 	ihydroisoquinolin-2(1H)-yll -341- { [3,5- 

dimethy1-7-(2- {2 42-(methylamino)ethoxy] etho , ethoxy)tricyclo[3.3.1.133]dec-1-yl]methy11-5- 

methyl-1H-pyrazol-4-yppyridine-2-carboxyl 	acid. 

14. A composition for treating bla• der cancer, brain cancer, breast cancer, bone marrow cancer, 

cervical cancer, chronic lymphocyti* leukemia, colorectal cancer, esophageal cancer, hepatocellular 

cancer, lymphoblastic leukemia, • licular lymphoma, lymphoid malignancies of T-cell or B-cell 

origin, melanoma, myelogeno 	leukemia, myeloma, oral cancer, ovarian cancer, non-small cell lung 

cancer, chronic lymphoc 	' leukemia, myeloma, prostate cancer, small cell lung cancer or spleen 

cancer, said compositio • comprising an excipient and a therapeutically effective amount of a 

compound of claim 	or a pharmaceutically acceptable salt thereof. 

15. Use of a the apeutically effective amount of a compound of claim 1, or a pharmaceutically 

acceptable alt thereof, in the manufacture of a medicament for treating bladder cancer, brain cancer, 

breast ca cer, bone marrow cancer, cervical cancer, chronic lymphocytic leukemia, colorectal cancer, 

esop 	geal cancer, hepatocellular cancer, lymphoblastic leukemia, follicular lymphoma, lymphoid 

m. gnancies 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 pharmaceu cally 

acceptable salt thereof, and a therapeutically effective amount of one additional therapeutic a ent or 

more than one additional therapeutic agent, in the manufacture of a medicament for treat',  g bladder 

cancer, brain cancer, breast cancer, bone marrow cancer, cervical cancer, chronic lymp ocytic 

leukemia, colorectal cancer, esophageal cancer, hepatocellular cancer, lymphoblasti. leukemia, 

follicular lymphoma, lymphoid malignancies of T-cell or B-cell origin, melanom , myelogenous 

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

leukemia, myeloma, prostate cancer, small cell lung cancer or spleen cance' in a patient. 
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