
certain cancer type. Such a selective compound also may confer certain advantages in the 

clinical setting, by providing, for example, the flexibility to select a dosing regimen, a reduced 

on-target toxic effect in normal cells, among others (e.g., lymphopenia has been observed in 

Bcl-2 deficient mice). See, Nakayama, K. et al. PNAS (1994) 91, 3700-3704. 

In view of the above, there is a need in the art for small molecules therapeutics that 

can selectively inhibit the activity of one type or a subset of anti-apoptotic Bcl-2 proteins, for 

example, of a Bcl-xL anti-apoptotic protein. The present invention fulfills at least this need. 

SUMMARY 
In one aspect there is provided a compound having Formula f Ml 

Formula (III), 

or a therapeutically acceptable salt thereof, wherein 

X is benzordlthiazolyl optionally substituted with one or two R4; 

Rl at each, occurrence, is independently selected from the group consisting of R'l 

CO(Q)R5. COCOffl CN. F, CI Br and I; 

I,1 is selected from the group consisting of C€R6R.% (Q\ li V-COVtCVR \, and 

('CR6R7VS(0)2-('CR6R7)r; and 

is selected from, the group consisting of €yij branched chain alkyl (X? cycloalkyl 

C4J cycloalkenyl, phenyl and Cx.i heterocyelyl; wherein the Cj,.7 cycloalkyl, C&„i cycloalkenyl, 

phenyl, and C3.7 heterocyclyl are optionally fused to one benzene ring; wh.erei.11 Y2 is 

optionally substituted with one, two, or three substituents independently selected .from, the 

group consisting 0/ R\ L OJLJCN. NO> F, CI 

Br and I; or 

L1 is a bond; and 

XL is selected from the group consisting of C3.7 cycloalkyl, phenyl, and C v? 

heterocyelyl; wherein the Cv? cycloalkyl phenyl, and C^7_heteroeyclyl represented by Y2 aire 

optionally fused to one benzene ring; wherein each Yz and each, ring fused to Y2 are 

optionally substituted, with one sa.bstito.ent independently selected, from, the group consisting 

of R8 and C(Q)NHR8: 
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Z1 is selected from the group consisting of 

i A V 
"'< 01 [ .V N Rk ^ 5 and H i 

R1 is absent; 

R\ at each occurrence, is independently Cn* alkyl; 

R' is absent: 

R4, at each, occurrence, is independently selected from, the group consisting of OR12 

and halogen; 

R5, at each occurrence, is independently selected from the group consisting of 

alkyl Cu$ haloalkyl Cu* hydroxyalkyl aryl, and cycloalkyl; 

Rfe and R7, at each occurrence, are each independently selected, from the group 

consisting of hydrogen, R'L and CO(Q)R1:); 

Ry at each occurrence, is independently selected from, the group consisting of CM? 

alkyl alkyiwl aryl heterocyelyl and cycloalkyl; wherein the R.b Cut. alkyl and 

alkyiiyl are optionally substituted, with one, two, or three substituents independently selected 

from the group consisting of R16, OR16, SQ2R16, C(0)R16, N(RI6K OH, F, CI Br and I; 

wherein, the R* aryl and heterocyelyl. are optionally substituted with one substituent 

independently selected from, the group consisting ofCi.p alkyl. 1% CI Br and I; 

R\ at each occurrence, is independently Cu* alkyl; 

R12 is CM alkyl; 

RL\ at each occurrence, is .independently selected from the group consisting of Ci.j 

alkyl and aryl; wherein the Rb Cu* alkyl is optionally substituted with one substituent 

independently selected from the group consisting Ci:fi alkoxy, and, heterocycloalkyl; 

Rib, at each occurrence, is independently selected from the group consisting of CI..J. 

alkyl aryl heterocycloalkyl and heteroaryl; 

flisL 1\ OL3; 

s is 0; 

r is 0, or 1; 

in. is 0; 

n is 0, or 1; 

o is 0, 1, or 2; and 
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p is 0. 

In one aspect, there is provided 6-[8-(13-Benzothiazol-2-ylcarbamoyl)-3,4-

dihydroisoquinoli.n-2( 1 H)-yl1 -3 -11. -[(1. -methox v-3,3 -dimethylcyclohexy Dmethyll -5 -methyl-

lH'-pyrazol-4-yl}pyridine-2~carboxylic acid or a therapeutically acceptable salt thereof, 

5 In one aspect, there is provided, a pharmaceutical composition, comprising an 

excipient and a therapeutically effective amount of the compound or therapeutically 

acceptable salt as described herein. 

In one aspect, there is provided use of a therapeutic effective amount of a compound 

as described herein, or a. pharm.aceiitica.lly acceptable salt thereof; in the manufacture of a 

10 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 

15 a patient. 

In one aspect, there is provided use of a therapeutic effective am.on.nt of a compound 

as described herein, or a pharmaceutically acceptable salt thereof, 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, 

20 hepatocellular cancer, lymphoblastic leukemia, follicular lymphoma, a lymphoid malignancy 

of T-cell or B-cell origin, melanoma, myelogenous leukemia, myeloma, oral cancer, ovarian 

cancer, no.n-sm.all cell lung cancer, prostate cancer, small cell lung cancer or spleen cancer in 

a patient. 

One embodiment of this mventiondisclosure, therefore, pertains to compounds or 

25 therapeutically acceptable salts thereof, which are useful as inhibitors of anti-apoptotic Bcl-xL 

proteins, the compounds having Formula (I) 

Formula (I) 

or a therapeutically acceptable salt thereof, wherein 

30 X is heteroaryl; wherein the heteroaryl represented by X is optionally substituted with 

one, two, three, or four R4; 

Y1 is phenylene, or C5.6 heteroarylene; optionally fused to one or two rings selected 

from the group consisting of C3.8 cvcloalkane, C3_8 cycloalkene, benzene, C5_6 heteroarene, C3_ 



g heterocycloalkane, and C3_8 heterocycloalkene; wherein Y1 is optionally substituted 

with one, two, three, or four substituents independently selected from the group consisting of 

R5, OR5, SR5, S(0)R5, S02R5, C(0)R5, C0(0)R5, 0C(0)R5, 0C(0)0R5, NH2, NHR5, N(R5)2, 

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

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

C(0)NHR5, C(0)N(R5)2, C(0)NH0H, C(0)NH0RS, C(0)NHS02R5, C(0)NR5S02R5, 

S02NH2, S02NHR5, S02N(R5)2, C0(0)H, C(0)H, OH, CN, N3, N02, F, CI, Br and I; 

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

C(0)-(CR6R7)r, (CR6R7)s-S-(CR6R7)r, (CR6R7)s-S(0)2-(CR6R7)r, (CR6R7)s-NR6AC(0)-

10 (CR6R7)r, (CR6R7)s-C(0)NR6A-(CR6R7)r, (CR6R7)s-NR6A-(CR6R7)r, (CR6R7)s-S(0)2NR6A-

(CR6R7)r, and (CR6R7)s-NR6AS(0)2-(CR6R7)r; and 

Y2 is selected from the group consisting of C3_] j branched chain alkyl, C3„7 cycloalkyl, 

C4.7 cycloalkenyl, phenyl, and C3.7 heterocyclyl; wherein the C3_7 cycloalkyl, C4_7 cycloalkenyl, 

phenyl, and C3.7 heterocyclyl are optionally fused to one or two rings selected from the group 
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WHAT IS CLAIMED IS: 

1. A compound having Formula (I) 

Y^L^Y2 

Formula (I), 

5 or a therapeutically acceptable salt thereof, or a therapeutically acceptable sa]/thereof, 

wherein 

X is heteroaryl; wherein the heteroaryl represented by X is optimally substituted with 

one, two, three, or four R4; 

Y1 is phenylene, or C5.6 heteroarylene; optionally fused to/one or two rings selected 

10 from the group consisting of C3.8 cycloalkane, C3.8 cycloalkene; benzene, Cs^heteroarene, C3. 

8heterocycloalkane, and C3.s heterocycloalkene: wherein YVIS optionally substituted with one, 

two, three, or four substituents independently selected from the group consisting of R\ OR5, 

SR5, S(0)R5, S02R5, C(0)R5, C0(0)R5, 0C(0)R5, O0(O)OR5, NH2, NHR5, N(R5)2, 

NHC(0)R5, NR5C(0)R5, NHS(0)2R5, NR5S(0)2RVNHC(0)0R5, NR5C(0)0R5, 

15 NHC(Q)NH2, NHC(0)NHR5, NHC(0)N(R5)2, J>4R5C(0)NHR5, NR5C(0)N(R5)2, C(0)NH2, 

C(0)NHR5, C(0)N(R5)2, C(0)NH0H, C(0)NH0R5, C(0)NHS02R5, C(0)NR5S02R5, 

S02NH2, SO2NHR5, S02N(R5)2, C0(0)H/C(0)H. OH, CN, N3, N02, F, CI, Br and I; 

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

C(0)-(CR6R7)r, (CR6R7)S-S-(CR6R7K (CR6R7)s-S(0)2-(CR6R7)r, (CR6R7)s-NR6AC(0)-

20 (CR6R7)r, (CR6R7)i-C(0)NR6A-(Cfl6R7)r, (CR6R7)s-NR6A-(CR6R7)r, (CR6R7)s-S(0)2NR6A-

(CR6R7)r, and (CR6R7)s-NR6AS(0)2-(CR6R7)r; and 

Y2 is selected from/me group consisting of C3_n branched chain alkyl. C3.7 cycloalkyl, 

C4.7 cycloalkenyl, phenyl and C3.7 heterocyclyl; wherein the C3_7 cycloalkyl, C4.7 cycloalkenyl, 

phenyl, and C3.7 hete^dcyclyl are optionally fused to one or two rings selected from the group 

25 consisting of C3-8 p^cloalkane, C3-s cycloalkene, benzene, C5-6 heteroarene, C3-8 

heterocycloalk^fie, and C3-8 heterocycloalkene; wherein Y2 is optionally substituted with one, 

two, three, fjztur, or five substituents independently selected from the group consisting of R8, 

OR8, SR8/S(0)R8, S02R8, C(0)R8, C0(0)R8, 0C(0)R8, 0C(0)0R8, NH2, NHR8, N(R8)2, 

NHC^)R8, NRsC(0)R8, NHS(0)2RS, NR8S(0)2R8, NHC(0)0R8, NR8C(0)0R8, 

3 0 NHC(0)NH2, NHC(0)NHR8, NHC(0)N(R8)2, NR8C(0)NHR8, NR8C(0)N(R8)2, C(0)NH2, 

?(0)NHR8, C(0)N(R8)2, C(0)NH0H, C(0)NH0R8, C(0)NHS02R8, C(0)NR8S02R8, 

S02NH2, S02NHR8, S02N(R8)2, C0(0)H, C(0)H, OH, CN, N3, NO2, F, CI, Br and I; or 

L1 is a bond; and 
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Y2 is selected from the group consisting of C3-7 cycloalkyl, C4-7 cycloalkenyl, phenyl, 

and C3.7 heterocyclyl; wherein the C3.7 cycloalkyl, C4.7 cycloalkenyl, phenyl, and C3.7 

heterocyclyl represented by Y2 are optionally fused to one or two rings selected from the 

group consisting of C3.8 cycloalkane, C3.8 cycloalkene, benzene, C5_6 heteroarene, C3.8 / 

5 heterocycloalkane, and C3.8 heterocycloalkene; wherein each Y2 and each ring fused to Y/are 

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

from the group consisting of R8, OR8, SR8, S(0)R8, S02R8, C(0)R8, C0(0)R8, OQO)R8, 

0C(0)0R8, NH2, NHR8, N(R8)2, NHC(0)R8, NR8C(0)R8, NHS(0)2R8, NR8S(Q>yi8, 

NHC(0)0R8, NR8C(0)0R8, NHC(0)NH2, NHC(0)NHR8, NHC(0)N(R8)2, ]>IR8C(0)NHR8, 

10 NR8C(0)N(R8)2, C(0)NH2, C(0)NHR8, C(0)N(RS)2, C(0)NH0H, C(0)N[lfc)R8, 

C(0)NHS02R8, C(0)NR8S02R8, S02NH2, S02NHR8, S02N(R8)2, CO(0)H, C(0)H, OH, CN, 

N3, N02, F, CI, Br and I; / 

Z1 is selected from the group consisting of C(0)0R9, C(0NRloRn, C(0)Ru, 

NR10C(O)Rn, NR10C(O)NR10Ru, OC(O)NR10Rn, NR10C(O)O&9, C(=NOR10)NR10Rn, 

15 NR10C(=NCN)NR10Rn, NR10S(O)2NR10Ru, S(0)2R9, SCO^IR'V1, N(R10)S(O)2Ru, 

NR10C(=NRn)NR10RH, C(=S)NR10Rn, C(=NR10)NR10R/, halogen, N02, and CN; or 

20 C,_6 alkj 

K", at eacn occurrence, is independently selected rrom me group consisting or 

deuterium, halo, Ci_6 alkyl, C2-6 allcenyl, C2.6 alkynyl, and Ci_6 haloalkyl; 

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

optionally form a ring selected from the group consisting of heterocycloalkyl, 

25 het&rocycloalkenyl, cycloalkyl, and cycloalkenyl; 

/ R3, at each occurrence, is independently selected from the group consisting of halo, 

/ Ci_6 alkyl, C2-6 alkenyl, C2-6 alkynyl, and Q.6 haloalkyl; 
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R4, at each occurrence, is independently selected from the group consisting of 

NR12RB, OR12, CN, N02, halogen, C(0)0R12, C(0)NR12R13, NR12C(0)R13, NR]2S(0)2R14, 

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

R'\ at each occurrence, is independently selected from the group consisting of Ci.g 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C1.6 haloalkyl, Q_6 hydroxyalkyl, aryl, heterocyclyl 

cycloalkyl, and cycloalkenyl; 

R6A is independently selected from the group consisting of hydrogen, C1.6 ^dkyl, C2.e 

alkenyl, C2-6 alkynyl, and Ci_e haloalkyl; 

R6 and R7, at each occurrence, arc each independently selected from/ne group 

consisting of hydrogen, R15, OR15, SR15, S(0)R15, S02R15, C(0)R15, CO(C;jR15,0C(0)R15, 

0C(0)0R15, NH2, NHR15, N(RI5)2, NHC(0)R15, NR15C(0)R15, NHS(<^R15, NR15S(0)2R15, 

NHC(0)0R15, NR15C(0)0R15, NHC(0)NH2, NHC(0)NHR15, NHQ6)N(R15)2, 

NR15C(0)NHR15, NR15C(0)N(R15)2, C(0)NH2, C(0)NHR15, C(0S[(R15)2, C(0)NH0H, 

C(0)NH0R15, C(0)NHS02R15, C(0)NR15S02R15, SO2NH2, SJ^NHR15, S02N(R15)2, 

C0(0)H, C(0)H, OH, CN, N3, N02, F, CI, Br and I; or 

R8, at each occurrence, is independently selected/from the group consisting of Ci.g 

alkyl, C2-6 alkenyl, C2.6 alkynyl, Ci_e haloalkyl, aryl, heterocyclyl, cycloalkyl, and 

cycloalkenyl; wherein the R8 C1-6 alkyl, C2_6 alkenyl, C2-e alkynyl, and C1.6 haloalkyl are 

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

selected from the group consisting of R16, OR'6, SR16, S(0)R16, S02R16, C(0)R16, C0(0)R 

0C(0)R16, 0C(0)0R16, NH2, NHR16, N(R^6)2, NHC(0)R16, NR16C(0)R16, NHS(0)2R16, 

NR16S(0)2R16, NHC(0)0R16, NR16C(9:)ORI6, NHC(0)NH2, NHC(0)NHR16, 

NHC(0)N(R16)2, NR16C(0)NHR16,/^R16C(0)N(R16)2, C(0)NH2, C(0)NHR16, C(0)N(R16)2, 

C(0)NH0H, C(0)NH0R16, C(C>)6HS02R16, C(0)NR16S02R16, S02NH2, S02NHR16, 

S02N(R16)2, C0(0)H, C(0)H/6H, CN, N3, NO2, F, CI, Br and I; wherein the R8 aiyl, 

heterocyclyl, cycloalkyl, ana cycloalkenyl are optionally substituted with one, two, or three 

substituents independency selected from the group consisting of Ci_6 alkyl, C2_6 alkenyl, C2~<s 
/ 

alkynyl, Ci_6 haloalkyl, NH2, C(0)NH2, S02NH2, C(0)H, (O), OH, CN, N02, OCF3, 

OCF2CF3, F, CI, B/and I; 

R9 is se)6cted from the group consisting of Ci_6 alkyl, C2_6 alkenyl, C2_6 alkynyl, Ci_6 

haloalkyl, cycloalkyl, phenyl and (CH2)I_4 phenyl; and 

and R11, at each occurrence, are each independently selected from the group 

consisting of hydrogen, Q .6 alkyl, C2.6 alkenyl, C2.6 alkynyl, C3_6 cycloalkyl, Ci„6 haloalkyl, 

phenyl and (CH2)I^-phenyl; or 

R10 and R11, or R10 and R9, together with the atom to which each is attached are 

16 

combined to form a heterocyclyl; 
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Rk, at each occurrence, is independently selected from the group consisting of Ci-6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C3.7 heterocycloalkyl, C3.7 cycloalkyl and Cue haloalkyl; 

wherein the Rk Ci_6 alkyl, C2.6 alkenyl, and C2.6 alkynyl are optionally substituted with aryl, 

heterocyclyl, cycloalkyl, or cycloalkenyl; 

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

consisting of hydrogen, CM alkyl, C2-4 alkenyl, C2_4 alkynyl, CM haloalkyl and (CH2)JA 
/ 

phenyl; 

R14, at each occurrence, is independently selected from the group consisting of C1.4 

alkyl, C2-4 alkenyl, C2-4 alkynyl and CM haloalkyl; 

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

is attached, are optionally combined to form a heterocyclyl; 

R15, at each occurrence, is independently selected from the g/oup consisting of Ci„4 

alkyl, C2-4 alkenyl, C2_4 alkynyl, CM haloalkyl, CM hydroxyalkylyaiyl, heterocyclyl, 

cycloalkyl, and cycloalkenyl; wherein the R15 CM alkyl, C2-4 ajfeenyl, C2.4 alkynyl, CM 

haloalkyl, and CM hydroxyalkyl are optionally substituted yrah one, two, or three substituents 

independently selected from the group consisting of CM^lkyl, C2-4 alkenyl, C2-4 alkynyl, CM 

haloalkyl, CM hydroxyalkyl, CM alkoxy, aryl, heterocycloalkyl, heterocycloalkenyl, 

heteroaryl, cycloalkyl, and cycloalkenyl, NH2? C(Q$NH2, SD2NH2, C(0)H, C(0)0H, (O), 

OH, CN, N02, OCF3, OCF2CF35 F, CI, Br and ly 

R16, at each occurrence, is independently selected from the group consisting of CM 

alkyl, C2-4 alkenyl, C2^ alkynyl, CM haloa^yl, CM hydroxyalkyl, aryl, heterocycloalkyl, 

heterocycloalkenyl, heteroaryl, cycloalkyl, and cycloalkenyl; wherein the R16 CM alkyl, C2.4 

alkenyl, C2-4 alkynyl, CM haloalkyl,/dnd CM hydroxyalkyl are optionally substituted with one 

substituent independently selected7from the group consisting of OCH3, OCH2CH2OCH3, and 

OCH2CH2NHCH3; 

q is 1, 2, or 3; 

s is 0, 1, 2, or 3; / 

r is 0, 1, 2, or/ 

wherein tlsum of s and r is 0, 1, or 2; 

m is 09/l{25or3; 

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

pi§ 0, 1, or 2. 
/ / 

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

35 wrier ein 

Y1 is pyrrolyl, pyrazolyl, or triazolyl. 
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3. The compound of claim 1, or a therapeutically acceptable salt thereof, 

wherein 

Y1 is pyridinyl or phenyl. 

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

X is benzo[d]thiazolyl; which is optionally substituted with one, twt), three or 

wherein 

four R 

10 5. The compound of claim 2, or a therapeutically acceptable Jalt thereof, 

wherein 

X is b enzo [d] thiazo ly 1; which is optionally substitute with one, two, three or 

four R4. 

15 6. The compound of claim 3, or a therapeutically acceptable salt thereof, 

wherein 

wherein / 
/ 

X is benzo[d]thiazolyl; which is optionally substituted with one, two, three or 

four R4. 

20 

7. The compound of claim 2/ or a therapeutically acceptable salt thereof, 

wherein / 

O 9 0, 

Z1 is 

A V° 
VA)H „r X N- ^Rk or H 

25 
wherein 

30 wherein 

The compound of claim 3, or a therapeutically acceptable salt thereof, 

0 ?i °v n 1 A V° 
V\)H VV> 5 °r H • 

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

L1 is (CR6R7)q; and 

Y is selected from the group consisting of C3.7 cycloalkyl, C4.7 cycloalkenyl, 

phenyl, C5.6 heteroaryl, and C3-7 heterocycloalkyl; wherein 
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R6 and R7, at each occurrence, are R15 or hydrogen; and 

qis 1, 2, or 3. 

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

5 wherein 

10 

L1 is (CR6R7)q; and 

Y2 is selected from the group consisting of C3-7 cycloalkyl, C4-7 cycloalkenyl, 

phenyl, C5.6 heteroaryl, and C3.7 heterocycloalkyl; wherein 

R6 and R7, at each occurrence, are R15 or hydrogen; and 

qis 1, 2, or 3. / 

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

wherein 

L1 is selected from the group consisting of (CJ*. R7)s-C(0)NR6A-(CR6R7)r, and 

15 (CR6R 7)s-S(0)2 NR6A-(CR6R7)r; 

sisO; ^ 

r is 0 or 1; / 

R6A is independently selected fron/the group consisting of hydrogen, and Ci_6 

alkyl; and 

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

12. The compound of claim 3, or a therapeutically acceptable salt thereof, 

wherein / 

L1 is selected from the grOup consisting of (CR6R7)s-NR6AC(0)-(CR6R7)r, (CR6R7)S-

25 C(0)NR6A-(CR6R7)r, (CR6R7)/6R6A<CR6R7)r, (CR6R7)s»S(0)2 NR6A -(CR6R7)r? and (CR6R7)S~ 

.. NR6AS(0)2-(CR6R7)r; 
/ 

s is 0; / 

risO^rl; 

R/A is independently selected from the group consisting of hydrogen, and Q.6 

30 alkyl; and 
/ T>6 R and R , at each occurrence, are hydrogen. 

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

oted from the group consisting of 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-

benzyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 
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6- [8-( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqirinolin-2( 1 H)-yl]-3- [ 1 -

(pyridin-4-ylmethyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

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

(pyridin-3-ylmethyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; / 

5 6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l~(4-/ 

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

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

phenylethyl)-1 H-pyrazol-4~yl]pyridine-2~carboxy lie acid; / 

6-[8-( 1,3-benzotliiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 HVyl]-3-(l-{4-[2-

10 (dimethylamino)ethoxy]benzyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic aero; 

3-( 1 -benzyl-1 H-pyrazol-4-yl)-6-{8- [(5,6-difluoro-1,3 -benzothi^ol-2-yl)carbamoyl]-

3,4-dihydroisoquinolin-2(lH)-yl}pyridine-2-carboxylic acid; / 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqum/olin-2(lH)-yl]-3-{1 -[2-(4-

fluorophenyl)ethyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acia; 

15 6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroi^quinolin-2 (1 H)-yl]-3~[l-(3-

chlorobenzyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

3-( 1. -benzyl-1 H-pyrazol-4-yl)-6-{8-[(6-fluoro/t ,3 -benzothiazol-2-yl)carbamoyl]-3,4-

dihydroisoquinolin-2( 1 H)-yl} pyridine-2-carboxy lic/acid; 

3-(l -benzyl-1 H-pyrazol-4-yl)-6-{8-[(6-methoxy-1 ? 3 -benzothiazol-2 -yl)carbamoy 1] -

20 3,4-dihydroisoquinolin-2(lH)-yl}pyridine-2-j&rboxylic acid; 

6-[8-( 1 ?3-benzothiazol-2-ylcarbam^yl)-3,4-dihydroisoqiiinolin-2( 1 H)-yl]-3-(l-

benzyl-3,5 -dimethyl-1 H-pyrazol-4-yl) pyridine-2-carboxylic acid; 

6-[8-(l?3-benzothiazol-2-ylQarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3-

methylbenzyl)-lH-pyrazol-4-yl]p./ridine-2-carboxylic acid; 

25 6-[8-(l ,3-benzothiazoj/2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(l H)-yl]-3-[l-(3-

methoxybenzyl)-1 H-pyrazal-4-yl]pyridine-2-carboxylic acid; 

6-[8-(13-benzotniazol-2-ylcarbamoyl)-3,4-dihydroisoqiiinolin-2(lH)-yl]-3-[l-(4-

chlorobenzyl)-lH-pyj^zol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-b^nzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3- {l-[3-

30 (benzyloxy)ben^yl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[87{l ?3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-[l-(3-

hydroxyb^nzyl)-1 H-pyrazol-4-y l]pyridine-2-carboxylic acid; 

/ 6-[8-( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( lH)-yl]-3 -(1 - {3- [2-

(dii^ethylamino)ethoxy]benzyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

35 / 6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydroisoquinolin-2( 1 H)-yl]-3-( 1 -

/ benzyl-3-methyl-1 H-pyrazol-4-yl)pyridine~2-carboxylic acid; 
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6-[8-( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-(l -

benzyl-5-methyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

3 -(1 -benzyl-1 H-pyrazol-4-yl)-6-{8- [(7-chloro-1 ,3-benzothiazol-2-yl)carbamoyl]-3,4-

dihydroisoquinolin-2(lH)-yl}pyridine-2-carboxylic acid; 

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

(pyrrolidin-1 -yl)pyridin-2 -yl]methyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

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

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)/yl]-3-[l-(3-

10 cyanobenzyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolm-7(lH)-yl]-3-[l-(2-

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

6-[8-( 1,3 -b enzothi azol-2 -y 1 carbamoyl)-3,4-dihydroisoqubfolin~2( 1 H)-yl]-3-[ 1 -

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

15 6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydro^oquinolin-2( 1 H)-yl]-3-( 1 -

benzyl-3-cyano-lH-pyrazol-4-yl)pyridine-2-carboxylic adid; 

6-[8-(l,3-benzoth.iazol-2-ylcarbamoyl)-3,4-diKydroisoqiiinolm-2(lH)-yl]-3-[l-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-^,4-dihydroisoquinoiin-2(lH)-yi]-3-{l-[3-(3~ 

20 methyl-1,2,4-oxadiazol-5-yl)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbanibyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-

benzyl-3-(hydroxymethyl)-5-methyl-l^f-pyrazol-4-yl]pyridine-2-carboxylic acid; 

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

(benzyloxy)benzyl]-lH-pyrazol-4/:yl}pyridine-2-carboxylic acid; 

25 6-[8-(l,3-benzothiazo/:2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(5-

methyl-1-{ [6-(pyrrolidin- l-5'l)pyridin-2-yl]methyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic 

acid; / 

6-[8-(l,3-bep^othiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-

benzyl-3-(ethoxyc^rbonyl)-5-methyl-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

30 6-[8-(l/p-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[3-

(dimethylarpino)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

(^8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolm-2(lH)-yl]-3-(l-

benzyK3-carboxy-5 -methyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

/ 6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqninolin-2(lH)-yl]-3-[l-(2-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2,3-

dihydro-1 H-inden-1 -yl)-1 H-pyrazol-4-yl]pyridine-2-carboxy lie acid; 
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6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2-

phenylethyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3?4-

dihydro-2H-chromen-4-yl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

5 6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{2 

(dimethylamino)ethoxy]benzyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l93-benzothiazol-2-ylcarbamoyl)-3,4-diliydroisoqiiinolm-2(lH)-yl]-3/tl-(2-

fluorobenzyl)-5-methyl-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3;4-dihydroisoquinolin-2( 1 H)/yl]-3-[l -

10 (cyclohexylmethyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin^2f( 1 H)-yl]-3-[l-

(cyclohexylmethyl)-5-methyl-lH-pyrazol-4-yl]pyridine-2-carboxylic/acid; 

6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3?4-dihydroisoqui?(blin-2( lH)-yl]-3-[l -(4- {[3-

(dimethylaniino)propyl]amino}-3-nitrobeiizyl)-lH-pyrazol-4-yljpyridine-2-carboxylic acid; 

15 6- [8-( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroj^quinolm-2( 1 H)-yl] -3- [ 1 -(4-

fhioro-3-nitrobenzyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-diKydroisoquinolin-2(lH)-yl]-3-(l-{2-[2-

(morpholin-4-yl)ethoxy]benzyl}-1 H-pyrazol-4-y l)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-yicarbamoyl)~3",4-diliydi-oisoquinolin-2(lH)-yi]-3-(l-{2-f3-

20 (dimethylamino)propoxy]benzy 1} -1 H-pyraz(>?-4-y l)pyridme-2-earboxy lie acid; 

6-[8-(l?3-benzothiazol-2-ylcarbar^oyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-{l-[2-

(pyridin-4-ylmethoxy)benzy 1] -1 H-pyrazol-4-yl} pyridine-2-carboxylic acid; 

6- [8-( 1,3-benzothiazol-2-yl94rbamoyl)-3 ?4-dihydroisoquinolin-2( 1 H)-yl]-3 -(1 - {2- [2-

(dimethyla^lino)ethoxy Jbenzyl } -S-methyl-1 H-pyrazol-4-yl)pyridme-2-carboxylic acid; 

25 6-[8-(l,3-benzotliiazo]/2-ylcarbamoyl)-394-dihydroisoquinolin-2(lH)-yl]-3-[l-

(tetrahydro-2H-pyran-4-ylgiethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6- [8-( 1 >3-benzo0iazol-2-ylcarbamoy l)-3 ,4-dihydroisoquinolin-2( 1 H)-yl] -3 -(1 - {2- [3 -

(dimethylamino)prop/l -yn-1 -yljbenzyl}-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l ?3-^enzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqumoliii-2( 1 H)-yl]-3-[l-(2,3 -

30 difluorobenzyiyl H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8/(l93-benzothiazol-2-ylcarbamoyl)-354-dihydroisoquinolin-2(lH)-yl]-3-[l-(395-

difluorob^nzyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 
/6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3?4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2,5-

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

35 / 6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2,6-

difluorobenzyl)-1 H-pyrazol-4-yl]pyridiiie-2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoq"uinolin-2(lH)-yl]-3-[l-

(tetrahy dro-2H-pyran~3 -ylniethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

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

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

5 6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqiiinolin-2( 1 H)-yl]-3-[l -

(biphenyl-3 -ylm ethyl)-l H-pyrazol-4-yl]pyridine-2-carboxylic acid; / 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3?4-dihydroisoquinolm-2(lH)-yl]-4^fl-(2,2-

dimethy Ipropyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; / 

6-[8-(l93-benzothiazol-2-ylcarbamoyl)-3?4-dihydroisoquinolin-2(lt^yl]-3~[l-(2-

10 cyclohexylethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; / 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqiiinolin;/2( 1 H)-yl]-3-{1 -[3-

(trifluoromethyl)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l 93-benzothiazol-2-ylcarbamoyl)-3>4-dihydroisoqiii^olin-2(lH)-yl]-3-[l-

(biphenyl-2-ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylicarcid; 

15 6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroj^oqiiinolin-2(lH)-yl]-3-[l-

(cyclopentylmethyl)-5-methyl-lH-pyrazol-4-yl]pyridine7^-carboxylic acid; 

6-[8-(l93-benzothiazol-2-ylcarbamoyl)-394-diKydroisoquinolin-2(lH)-yrj-3-[l-(3-

formylbenzyl)-1 H-pyrazQl-4-yl]pyridine-2-carboxylic acid; 

6-[8~(l93-benzothiazol-2-ylearbamoyl)-/,4-dihydroisoquinolin-2(lH)-yl]-3-0-

20 benzyl-5-phenyl-1 H-pyrazol-4-yl)pyridine-2ycarboxylic acid; 

6-[8-(l ,3-benzothiazol-2-ylcarbai^yl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-[5-

methyl-l-(tetrahydro-2H-pyran-3-ylmemyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6- [8-( 1,3-benzothiazol-2-ylo&rbamoyl)-3 ?4-dihydroisoquinolin-2 (1 H)-yl]-3-{l-[(l-

phenylcyclohexyl)methyl]-1 H-py/azol-4-yl}pyridine-2-carboxylic acid; 

25 6-[8-(l 93-benzothiazo)/2-ylcarbamoyl)-3?4-dihydroisoquinolin-2( 1 H)-yl]-3-(l - {3-

[(dimethylamino)methyl]bo^zyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzotXiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-{l-[3-

(methylsulfonyl)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-b6nzothiazol-2-ylcarbamoyl)-3?4-dihydroisoquinolin-2(lH)-yl]-3-[l-

30 (cyclohexylmetJa^l)-5-cyclopropyl-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[87fl,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3,5-

di-tert-bulylbenzyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 
/5-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydroisoquinolin~2( 1 H)-yl]-3-{l-[2-

(moz£>holin-4-ylsnlfonyl)benzyl]-lH-pyrazQl-4-yl}pyridme-2-carboxylic acid; 

35 / 6-[8-(l 93-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(l H)-yl]-3-{ 1 -[(4,4-

' difluorocyclohexyl)methyl]-5-methyl-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 
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6-[8-(l ?3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-(l-{[l-

(trifluoromethyl)cyclohexyl]methyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

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

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

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

(morpholin-4-yl)benzyl]-1 H-pyrazol-4-yl}pyridine-2-carboxylic acid; 

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

(morpholin-4-yl)~l -phenylpropyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-( 1,3-benzothiazol-2-ylcarbamoyl)-3 54-dihydroisoqinnolin-2( 1H Wl]-3-(l-{[l-

10 (tert-butoxycarbonyl)piperidin-4-yl]methyl}-lH-pyrazol-4-yl)pyridine-2-catboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydi*oisoq"umolin-^/(lH)-yl]-3-(5-

methyl-l-{2-[2-(morpholin-4-yl)ethoxy]benzyl}-lH-pyrazol-4-yl)pwidme-2-carboxylic acid; 

6-[8-( 1,3-benzothiazol-2-ylcarbamoyl)-3 ?4-dihydroisoquij^oliri-2( 1 H)-yl]-3- {1 -[2-

(dimethylamino)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylj£ acid; 

15 6-[8-( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroi^oquinolm-2( 1 H)-yl]-3-(5-

methyl-1 - {2- [3-(morpholin-4-yl)propoxy]benzyl} -1 H-py/azol-4-yl)pyridine-2-carboxylic 

acid; 

6-[8-( 1,3-benzothiazol-2-ylcarbamoyl)-3947dihydroisoquinolm-2( 1 H)-yl]-3- {5-

methyl-l-[(l-methylcyeiohexyl)methyl]-lH-pyr£zol-4-yi}pyridine-2-carboxylic acid; 

20 6- [8-(1,3-benzothiazol-2-ylcarbamo>;l^-3,4-dihydroisoquinolm-2( 1 H)-yl]-3 -(1 -{[2-(4-

chlorophenyl)-4?4-dimethylcyclohex-l-en^4-yl]methyl} -1H -pyrazol-4-y l)pyridine-2-

carboxylic acid; 

6- [8-( 193-benzothiazol~2-ylQdrbamoyl)-3 ,4-dihydroisoqiiinolin-2( 1 H)-yl]-3-[l -

(cyclohexylmethyl)-5 -ethyl-1 H-p/razol-4-yl]pyridine-2-carboxylic acid; 

25 6-[8-(l. ,3-benzothiazol4-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-( 1 -

{[(1 R,2R,5 R) - 6,6 - dimethy l#icy clo [3.1.1 ]hept-2-y l]methy 1} -5-methyl-1 H-pyrazol-4-

yl)pyridine-2 -carboxylic/^cid; 

6- [8-( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolm-2( 1 H)-yl]-3-(l -

{[(1 S,2R?5 S)-6,6-^methylbicyclo[3.1.1 ]hept-2 -yl]methyl} -5-methyl-1 H-pyrazol-4-

30 yl)pyridine-2 -carboxylic acid; 

6- [8/7{l ?3-benzothiazol-2 -ylcarbamoyl)~3 ,4-dihydroisoquinolin-2( 1 H)-yl]-3-(l-{[l-(2-

methylpropyl)cyclohexyl]methyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 
7 6- [8-( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-(l-{[l-(2-

metKbxyethyl)cyclohexyljmethyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

35 / 6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[2-(2-

methoxyethoxy)benzyl]-5-methyl-1 H-pyrazol-4-yl} pyridine-2-carboxylic acid; 
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6-[8-(l 3~benzothiazol-2-y lcarbamoy l)-3,4-dihydroisoquinohn-2(lH)-yl]-3 -(l-{[l-(2-

methoxyethyl)cyclohexyl]methyl}-5~methyl4H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6- [ 8 - (1,3 -b enzothiazol-2 -y lcarbamoy l)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3- {1 -

[(lR,2R?4R)-bicyclo[2.2.1]hept-5-en-2-ylmethyl]-5-methyl-lH-pyrazol-4-yl}pyridine-2- / 

5 carboxylic acid; / 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqiimolin-2(lH)-yl]-3-{l/f(3,3-

dimethylcy clohexy l)methyl] -1 H-pyrazol-4-yl} pyridine-2-carboxylic acid; / 

6-[8-(l93-benzothiazol-2-ylcarbamoyl)-3,4-diliydroisoqumolin-2(lH)-yl}'-3-[l-(3-

methoxy-1 -phenylpropy 1)- 1 H-pyrazol~4-yl]pyridine-2-carboxylic acid; / 

10 6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinohn-2(m)-yl]-3-[l-(4-

methoxy-1 -phenylbutyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; / 

6- [8-( 1,3-benzothiazol-2-ylcarbamoyl)-3^-dihydroisoquinotin-l (1 H)-yl] -3 - [ 1 -(2 -

methoxy-2-oxo-1 -phenylethyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6- [8-( 13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroiso0ainolin-2 (1 H)-yl]-3-[l-(2-

15 cyclohexyl-1 -phenylethyl)-1 H-pyrazol-4-yl]pyridine-2-carb0xylic acid; 

6-[8-(l 3-benzothiazol-2-ylcarbamoyl)-3 ?4-dihydroisoquinolm-2( 1 H)-yl]-3 -(l-{[l-(3-

methoxypropyl)cyclohexyl]methyl} -5-methyl-1 H-pyra6ol-4-yl)pyridine-2-carboxylie acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,47dihydroisoquinolin-2(lH)-y3]-3-(l-{2-[3-

hydroxy-2-(liydroxymethyl)-2-methylpropoxy]benzyi}-5-methyl-iH-pyrazoi-4-yl)pyridine-2-

20 carboxylic acid; / 

6-[8-(l,3-benzothiazol-2-ylcarbam6yl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{5-

methyl-1 - [2-(tetrahydro-2H-pyran-4-yhnethoxy)beiizyl] -1 H-pyrazol-4-yl} pyridine-2-

carboxylic acid; / 

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

25 (l,4-dioxan-2-ylmethoxy)ben^l]-5-methyl-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothia^ol-2-ylcarbamoyl)-3 ?4-dihydroisoquinolin-2( 1 H)-yl]-3 -(l-{[l-(2-

methoxyethoxy)cyclohexyl]methyl}-5-methyl-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benXothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(4-

phenoxyphenyl)pyjidine-2-carboxylic acid; 

30 6-[8-(l;^benzothiazol-2-ylcarbamoyl)-3?4-dihydroisoquinolin-2(lH)-yl]-3-(3-

phenoxyphepyl)pyridiiie-2-carboxylic acid; 

6/[8-(l 3 -benzothiazol-2-y lcarbamoy l)-3 ,4-dihydroisoquinolin-2( 1 H)-yl] -3-[3-(4-

nitropl>6noxy)pheiiyl]pyridine-2-carboxylic acid; 

/ 6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[3-(4-

3 5 cftlorophenoxy)phenyl]pyridine-2-carboxylic acid; 

/ 6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(3-

/ benzyIphenyl)pyridine-2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[3-

(cyclohexylmethyl)-2-methylphenyl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqiimolin-2(lH)-yl]-3-(4-

methyl-3-phenoxyphenyl)pyridine-2-carboxylic acid; 

5 6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqumolin-2(lH)-yl]-3-(2-

methy 1-5 -phenoxyphenyljpyridine-2-carboxylic acid; 

6-[8-(l,3-benzx)thiazol-2-ylcarbamoyl)-3.4-dihydroisoqirinolin-2(lH)-yl]-

methyl-3-phenoxyphenyl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzotliiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)/yl]-

10 methyl-4-plienoxyphenyl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzotliiazol-2-ylcarbamoyl)-354-dihydroisoquinoliii-<2/(lH)-yl]-

(cyclohexylmethoxy)-2-methylphenyl]pyridine-2-carboxylic acid; / 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-diliydroisoq"iiij,(/olm-2(lH)-yl]-

(cyclohexyloxy)-2-methylphenyl]pyridine-2-carboxylic acid; 

15 6- [8-( 1,3-bcnzothiazol-2-ylcarbamoyl)-3 ?4-dihydroj/oqiiiiiolin-2( 1 H)-yl]-

(cyclohexyloxy)-2-methylphenyl]pyridine-2-carboxylic acid; 

6-[8-(l.,3-benzothiazol-2-ylcarbamoyl)-3,4-di}fydroisoqiiinolin-2(lH)-yl]-

(cyclohexylmethoxy)-2-methylphenyl]pyridine-2-c6rboxylic acid; 

6- [8-( 1 ?3-bcnzothiazol-2-ylcarbamoyl)~3',4-dihydroisoquinoim-2(l H)-yl] -

20 3-(cyclohexyloxy)phenyl]pyridine-2-carboxylic acid; 

6-[8-(13-benzothiazol-2-ylcarbapfoyl)~3,4-dihydroisoquinolin-2(lH)-yl]-

3-(cyclohexyloxy)phenyl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzotliiazol-2-yl^rbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-

(cyclohexylamino)-2-methylphen^l]pyridine-2-carboxylic acid; 

25 6-[8-(l,3-benzothiazo}-2-ylcarbamoyl)-3,4-diliydroisoquinolin-2(lH)-yl]-

(cy clohcxy loxy)-2-fiuoropJreriyl]pyridine-2-carboxylic acid; 

6-[8-(l93-benzo^iazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-

(cyclohexyloxy)-2-(1^uorometliyl)phenyl]pyridine-2-carboxylic acid; 

6-[8-(l?3-Kenzothiazol-2-ylcarbamoyl)-3,4-diliydroisoqumolin-2(lH)-yl]-

30 dimethylcyclobexyl)oxy]-2-metliylplienyl}pyiidine-2-carboxylic acid; 

6-[8/(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-

benzyl- 1H~ 1 ?2?3-triazol-4-yl)pyridine-2-carboxylic acid; 

' 6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3>4-diliydroisoquinolin-2( 1 H)-yl]-

bei^yl-5-(ethoxycarbonyl)-2-metliyl-lH-pyrrol-3-yl]pyridine-2-carboxylic acid; 

35 / 6-[8-( 1,3-benzothiazol-2-ylcarbamoyl)-3?4-dihydroisoqirinoliri-2( 1 H)-yl]-

benzyl-5-carboxy-2-metliyl-lH-pyrrol-3-yl)pyridine-2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-394-dihydroisoquinolin-2(lH)-yl]-3-(l-

benzyl-1 H-pyrrol-3-yl)pyridine-2-carboxylic acid; 

6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqiiinolin-2(lH)-yl]-3-{1 -[(4-

methyIphenyl)sulfonyl]-1 H-pyrrol-3-yl}pyridine-2-carboxylic acid; 

5 6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-

benzoyl-1 H-pyrrol-3-yl)pyridine-2-carboxylie acid; 

6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3/fl-

(phenylsulfonyl)-lH-pyrrol-3-yl]pyridine-2-carboxylic acid; 

6-[8-(L3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)/yl]-3-(l-

10 benzyl-5-cyano-2-methyl-1 H-pyrrol-3-yl)pyridine-2-carboxylic acid; 

6-[ 8 - (1 ?3 ~b enzotliiazol-2-y lcarbamoy l)-3,4-dihy di*oisoquiiiolin-/( 1 H)-yl]-3 - [5-cyano-

1 -(cycloliexylmetliyl)-2-methyl-1 H-pyrrol-3 -yl] pyridin e-2 -carboxy li/acid; 

6-[8-(l 3-benzothiazol-2-ylcarbamoyl)-3J4-dihydroisoqumolin-2 (1 H)-yl]-3 -(5 -cyano-

2-methyl-1 - {[ 1 -(piperidin-1 -yl)cy clohexyl]methy 1} -1 H-pyrrol^-yl)pyridine-2-carboxylic 

15 acid; 

6?6,-bis[8-(13-benzotliiazol-2-ylcarbamoyl)-3,4-^'ihydroisoquinolin-2(lH)-yl]-33L 

bipyridine-2,2'-dicarboxylic acid; 

6-[8-( 13-benzothiazol-2-ylcarbamoyl)-3,4/dihydroisoquinolin-2( 1 H)-yl]-3-(2-

benzy 1-1,23,4-tetrahydi"oisoquinolin-6-yl)pyricMe-2-carboxylic acid; 

20 6-[8-( 13 -benzothiazol-2-ylcarbamov4-3,4-dihydroisoqiiinolin-2( 1 H)-yl]-3-(l-{[l-(2-

methoxyethyl)cycloheptyl]methyl}-5-met^yl-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-

(piperidin-4-yhnethyl)-lH-pyrazol-^yl]pyridine-2-carboxylic acid; 

6-[8-(13-benzothiazol-27^1carbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[2-

25 (pyridin-2-ylmethyl)-1.,2394-t^frahydroisoqninolin-6-yl]pyridine-2-carboxylic acid; 

6-[8-(l 3-benzothmzol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-[2-

(cyclohexylmethyl)-1 ?23,4-tetrahydroisoquinolin-6-yl]pyridine-2-carboxylic acid; 

6-[8-(13~be^othiazol-2-ylcarbamoyl)-3?4»dihydi-oisoquinolin-2(lH)-yl]-2'-

(cyclohexyloxy)-3/zmethyl-3,4'-bipyridine-2-carboxylic acid; 

30 6- [8-( I ft -b enzothiazol-2 -ylcarbamoyl)-3,4-dihydroisoqirinolin-2( 1 H)-yl]-2'-

(cyclohexyloiy)-3,4t-bipyridine-2-carboxylic acid; 

6/[8-( 13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(l H)-yl]-2'-phenoxy-
/ 

3,4'-bi|fyridine-2-carboxylic acid; 

6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-(l-

enzyl-lH-pyrrolo[23-b]pyridin-3-yl)pyridine-2-carboxylic acid; 

6-[8-( 1.3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3 '-methyl-

2'-phenoxy-3,4'-bipyridine-2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-394-diliydioisoqumolin-2(lH)-yl]-3'-metliyl-

2'- [methyl(phenyl)amino]-3,4'-bipyridine-2-carboxylic acid; 

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

(methoxymethyl)cyclohexyl]methyl}-5-methyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid;/ 

5 6-[8-(l,3 -benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(l H)-yl]-3-( 1 - {[^3 -

dimethyl-1 ~(morpholin-4-yl)cy clohexyl]methy 1} -5 -methyl-1 H-pyrazol-4-yl)pyridine-

carboxylic acid; 

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

m ethoxy ethyl)-3,3 -dimethylcy clohexyl]methyl }-5 -methyl-1 H-pyrazol-4-yl)pyridine-2 -

10 carboxylic acid; 
/ 

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

methoxypropyl)cycloheptyljmethyl} -5 -methyl-1 H-pyrazol-4-yl)pyrmne-2-carboxylic acid; 

N-( 1,3-benzothiazol-2-yl)-2-{5-( 1 - {[ 1 -(2-methoxy ethyl)^/cloheptyl]methy 1} -5-

methyl-1 H-pyrazol-4-yl)-6- [(methylsulfonyl)carbamoyl]pyridi^2-y 1 }-l,2,3,4-

15 tetrahydroisoquinoline-8-carboxamide; 

6-[8-( 1 ?3-benzothiazol-2-y lcarbamoy l)-3,4-dihydfoisoquinolin-2( 1 H)-yl]-3-[1-

(tetrahydro-2H-pyran-2-ylmethyl)-1 H-pyrazol-4-yl]pytidine-2-carboxylic acid; 

6-[8-( 1,3-benzothiazol-2 -ylcarbamoyl)-3 54/aihydroisoquinolin-2( 1 H)-yl]-3-(l -

{[(1 R,2R,3R?5 S)-2-(2-methoxy ethyl)-6,6-dime^aylbicy clo [3.1.1 ]hept-3-yl]methyl} -1H-

20 pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l ?3-benzothiazol-2-ylcarbamt)yl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-( 1 - {[ 1 -(2-

methoxyethoxy)cycloheptyl]methyl}-5:/methyl-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6- [8-(l?3-benzothiazol-2-yl9drbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-{1 -[ 1 -

cyclohexyl-3-(morpholin-4-yl)propyl]-5-methyl-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

25 6-[8-( 13 ~benzothiazo)^2-y lcarbamoy l)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-( 1 -

benzyl-lH-indazol-5-yl)pytfdine-2-carboxylic acid; 

6-[8-(13-benzo^hiazol-2-ylcarbamoyl)-3?4-dihydroisoquinolin-2(lH)-yl]-3-[5-

methyl-1 -(tetrahydro72H-pyran-2-ylmethyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(13-^nzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[5-

3 0 methyl-1 -({1 - [^(morpholin-4-yl)propoxy] cycloheptyl} methyl)-1 H-pyrazol-4-yl]pyridine-2 -

carboxylic a^id; 

648-(13-benzothiazol-2-ylcarbamoyl)-3)4-dihydroisoquinolin-2(lH)-yl]-3-{2-

methy)4-[methyl(phenyl)amino]phenyl}pyridine-2-carboxylic acid; 

6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[(l-

3 5 ethoxy-3 3 -dimethy Icy clohexy l)methyl] -5 -methyl-1 H-pyrazol-4-yl }pyridine-2 -carboxylic 

acid; 

-305 -



WO 2013/055895 PCT/US2012/059717 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-

{[(lS,2R,5S)-6,6-dimethylbicyclo[3.1 J]hept-2-yl]methyl}-5-methyl-lH-l,2,3-triazol-4-

yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{3-[(3, 

5 dimethylcyclohexyl)(methyl)amino]-2-methylphenyl}pyridine-2-carboxylic acid; 

6-[8-(l93-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(/ 

methyl-1 - {[l-(morpholin-4-yl)cyclohexyl]methyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic 

acid; / 

6-[8-(13~benzothiazol-2-ylcarbamoyl)-3?4-dihydroisoq"uiiiolm-2(lH)4rl]-2'-

10 [cyclohexyl(methyl)amino]-3Lmethyl-354?-bipyridme~2-carboxylic acid; 

N-(l ,3-benzothiazol-2-yl)-2-(5- {1 -[(l-methoxy-33-dimethylcy61ohexyl)methyl]-5-

methyl-1H -pyrazol-4-yl} -6-[(methy Isulfony l)carbamoyl]pyridin-2 -yX)-1. ,2,3,4-

tetrahydroisoqiunoline-8-carboxamide; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-l-methyl-3,4-dihydroisoquinolin-2(lH)-yl]-3-

15 {5-methyl-1 -[(1 -methylcyclohexyl)methyl]-1 H-pyrazol-4-wpyridine-2-carboxylic acid; 

6-[8-(13-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolm-2(lH)-yl]-3f-cyano-2'-

[cyclohexyl(methyl)amino]-3,4'-bipyridine-2-carboxvfic acid; 

6-[8-( 13-benzothiazol-2-ylcarbamoyl)-34/dihydroisoquinolin-2(lH)-yl]-3-{1 -[(1 -

methoxycyclohexyl)methyl]-5 -methyl-1 H-pyra^bl-4-yl} pyridine-2 -carboxylic acid; 

20 6-[8-(13-benzothiazol-2-ylcarbamoyi/)-354-dihydroisoquinolin-2(lH)-yl]-3-{l-[(l-

methoxy-3 3 ™d™ethylcy clohexy l)methylj/5-methyl-1H-1923-triazol-4-yl}pyridine-2-

carboxylic acid; 

6-[8-(l 3-benzothiazol-2-yl^arbamoyl)-3,4-dihydroisoquinolin-2( lH)-yl]-3-[l -({1 -[2-

(1,1 -dioxidothiomorpholin-4-yl)pthoxy] cyclohexyl} methy l)-5 -methyl-1 H-pyrazol-4-

25 yl]pyridine-2-carboxylic acidy 

6-[8-(l,3-benzothia«ol-2-ylcarbamoyl)~3,4-dihydroisoqiiinolin-2(lH)-yl]-3-(5-cyano-

2-methyl-1 - {[ 1 -(morphpfin-4~yl)cy clohexyljmethyl} -1 H-pyrrol-3 -yl)pyridine-2-carboxylic 
/ 

acid; / 

6-[8-( 13-Kenzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqiiinolm-2(lH)-yl]-3-( l-{[l-(2-

30 hydroxyethoxv)cyclohexyl]methy 1}-5-methyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8/( 1.3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-(l-{[l~ 

(2,3 -dimpmoxypropoxy)cycloheptyl]methyl} -5 -methyl-1 H-pyrazol-4-yl)pyridine-2-

carbo^ylic acid; 

N-( 1,3-benzothiazol-2-yl)-2-{5 - [5-cyano-1 -(cy clohexy lmethyl)-2-methyl-1 H-pyirol-

3 5 /-yl]-6-[(methylsulfonyl)carbamoyl]pyridin-2-yl}-1,2,3,4-tetrahydroisoquinoline-8-

carboxamide; 
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6-[8-(l,3-b enzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2 (1 H)-yl]-3 -(5-cyano-

1-{[1-(2-methoxy ethoxy)cycloheptyl]methyl}-2-methy 1-1 H-pyrrol-3-yl)pyridine-2-carboxy lie 

acid; 

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

5 (1,4-dioxan-2-y lmethoxy)cy clohepty l]methyl}-5-methyl-1 H-pyrazol -4-yl)pyridine-2-

carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3 ?4-dihydroisoquinolin-2( 1 H)-yl]-3/(5-

methyl-1 -({1 - [2-(morpholin-4-yl)-2-oxo ethoxy] cyclohexyl} methyl)-lH-pyrazol/4-

yl]pyridine-2-carboxylic acid; 

10 6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqumolin-2(-3-(l-{[l-

(2,3-dihydroxypropoxy)cycloheptyl]methyl}-5-methyl-lH-pyrazol-4-yppyridine-2-

carboxylic acid; 

6- [8- (193-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqiiM)lin-2( 1 H)-yl]-3-(5-cyano-

1 - {[ 1 -(dimethylamino)cyclohexyl]methyl}-2-methyl-1 H-pyrro}-3-yl)pyridine-2-carboxylic 

15 acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihyd/oisoquinolin-2(lH)-yl]-3-{3-

[(cyclohexylcarbonyl)(methyl)ammo]-2-methylphen#}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3?4/dihydroisoqumolin-2(lH)-yl]-3-[l-({3?3-

dimethyl-1 -[2-(methylsulfonyl)ethoxy ]cy clohexyl} methy l)-5-methyl-1 H-pyrazol-4-

20 yl]pyridine-2-carboxylic acid; / 

6-[8-(l,3-benzothiazol-2-ylcarbam/oyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(2-

methyl-3- {methyl[(1 -methylcyclohexyJ^carbonyl]amino}phenyl)pyridme-2-carboxylie acid; 

6-[8-(l,3-benzothiazol-2-ylpdrbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-( 1 - {[ 1 -(2-

methoxy ethoxy)-3?3 -dimethylcy clohexy 1] methyl} -5-methyl-1 H-pyrazol-4-yl)pyridme-2-

25 carboxylic acid; / 

6-[8-(l?3-benzothia^ol-2-ylcarbamoyl)-3.4-dihydroisoquinolin~2(lH)-yl]-3-{2-cyano-

3-[(cyclohexylsulfonyl)(jrfiethyl)ammo]phenyr}pyridine-2-carboxylic acid; 

6-[8-(l,3-ben/othiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(l/:/)-yl]-3-{2-cyano-
/\ 7 3-[2-(tricyclo[3.3VK1 ' ]dec-l -yl)pyrrolidin-l-yl]phenyl}pyridine-2-carboxylic acid; 

30 6-[8-(l/^-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3'-methyl-

2L(piperidin/i -yl)-3,4'-bipyridine-2-carboxylic acid; 

6y{8-( 13-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydroisoquinolin-2( 1 H)-yl] -3 -[1-(1 -

cycloh£xyl-3-methoxypropyl)-5-methyl-1 H-pyrazol-4-yl]pyridine-2-carboxylie acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-({3?3-

3 5 dimethyl-1 - [2-(methylamino)ethoxy]cy clohexy 1 } methy l)-5-methyl-1 H-pyrazol-4-yl]pyridine-

2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{5-methyl-l-[(2,6,6-

trimethyltetrahydro-2H-pyran-2-yl)methyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-( 1 -benz^K 

lH-indazol-4-yl)pyridine-2-carboxylic acid; and 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l7^enzyl-

lH-pyrrolo[2,3~c]pyridin-3~yl)pyridine-2~carboxylic acid. 

14. 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, lymphoid malignancies of 

T-cell or B-cell origin, melanoma, myelogenous leukemia, myeloma/oral cancer, ovarian cancer, 

non-small cell lung cancer, chronic lymphocytic leukemia, myeloma, prostate cancer, small cell 

lung cancer or spleen cancer, said composition 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/6ompound of claim 1, or a 

pharmaceutically acceptable salt thereof, in the manufacture of a medicament for of 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, lymphoicLmalignancies of T-cell or B-cell origin, melanoma, 

myelogenous leukemia, myeloma, oral/Cancer, 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 

pharmaceutically accep^ble salt thereof, and a therapeutically effective amount of one additional 

therapeutic agent or jilore than one additional therapeutic agent, in the manufacture of a 

medicament for treating bladder cancer, brain cancer, breast cancer, bone marrow cancer, cervical 

cancer, chronilymphocytic leukemia, colorectal cancer, esophageal cancer, hepatocellular 

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

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

lung cancer, chronic lymphocytic leukemia, myeloma, prostate cancer, small cell lung cancer or 

L cancer in a patient. 
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Claims 

1. A compound having Formula (III) 

Formula (III), 

or a therapeutically acceptable salt thereof, wherein 

X is benzo[d]thiazolyl optionally substituted with one or two R4; 

Rx, at each occurrence, is independently selected from the group consisting of R5, 

C0(0)R5, C0(0)H, CN, F, CI, Br and I; 

L1 is selected from the group consisting of (CR6R7)q, (CR6R7)s-C(0)-(CR6R7)r, and 

(CR6R7)s-S(0)2-(CR6R7)r; and 

Y is selected from the group consisting of C3.11 branched chain alkyl, C3.7 cycloalkyl, 

C4.7 cycloalkenyl, phenyl, and C3.7 heterocyclyl; wherein the C3.7 cycloalkyl, C4-7 

cycloalkenyl, phenyl, and C3.7 heterocyclyl are optionally fused to one benzene ring; wherein 

Y is optionally substituted with one, two, or three substituents independently selected from 

the group consisting of R8, OR8, S02R8, C0(0)R8, NHR8, N(R8)2, C(0)H, OH, CN, N02, F, 

CI, Br and I; or 

L1 is a bond; and 

Y is selected from the group consisting of C3.7 cycloalkyl, phenyl, and C3-7 
9 heterocyclyl; wherein the C3-7 cycloalkyl, phenyl, and C3.7 heterocyclyl represented by Y are 

2 2 optionally fused to one benzene ring; wherein each Y and each ring fused to Y are 

optionally substituted with one substituent independently selected from the group consisting 

of R8 and C(0)NHR8; 

7} is selected from the group consisting of 
0 ° <Uo 

X '.ll ~<'UM'SR ^ ,and n 

R1 is absent; 

k 
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R2, at each occurrence, is independently C|_6 alkyl; 

R is absent; 

R4, at each occurrence, is independently selected from the group consisting of OR12 

and halogen; 

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

alkyl, Ci-6 haloalkyl, Ci_6 hydroxyalkyl, aryl, and cycloalkyl; 

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

consisting of hydrogen, R15, and C0(0)R15; 

R8, at each occurrence, is independently selected from the group consisting of C]_6 
Q 

alkyl, C2-6 alkynyl, aryl, heterocyclyl, and cycloalkyl; wherein the R Ci_6 alkyl, and C2-6 

alkynyl are optionally substituted with one, two, or three substituents independently selected 

from the group consisting of R16, OR16, S02R16, C(0)R16, N(R16)2, OH, F, CI, Br and I; 
O 

wherein the R aryl and heterocyclyl are optionally substituted with one substituent 

independently selected from the group consisting of C1-6 alkyl, F, CI, Br and I; 

Rk, at each occurrence, is independently C1 _6 alkyl; 

R12 is CM alkyl; 

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

alkyl, and aryl; wherein the R15 CM alkyl is optionally substituted with one substituent 

independently selected from the group consisting CM alkoxy, and heterocycloalkyl; 

R16, at each occurrence, is independently selected from the group consisting of CM 

alkyl, aryl, heterocycloalkyl, and heteroaryl; 

q is 1, 2, or 3; 

s is 0; 

r is 0, or 1; 

m is 0; 

n is 0, or 1; 

o is 0, 1, or 2; and 

p is 0. 

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

L1 is (CR6R7)q; and 
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2 Y is selected from the group consisting of C3.7 cycloalkyl, C4-7 cycloalkenyl, phenyl, 

and C3.7 heterocycloalkyl; wherein 
6 7 15 R and R , at each occurrence, are R or hydrogen; and 

q is 1, 2, or 3. 

3. The compound or therapeutically acceptable salt of claim 1, selected from the group 

consisting of 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-benzyl-lH-

pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(pyridin-4-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(pyridin-3-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(4-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(l-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{4-[2-

(dimethylamino)ethoxy]benzyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

3-(l-benzyl-lH-pyrazol-4-yl)-6-{8-[(5,6-difluoro-l,3-benzothiazol-2-yl)carbamoyl]-3,4-

dihydroisoquinolin-2(lH)-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[2-(4-

fluorophenyl)ethyl] -1 H-pyrazol-4-yl} pyridine-2-carboxylic acid; 

6-[ 8-( 1,3 -benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( lH)-yl]-3-[ 1 -(3-

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

3-(l -benzyl-lH-pyrazol-4-yl)-6- {8-[(6-fluoro-l ,3-benzothiazol-2-yl)carbamoyl]-3,4-

dihydroisoquinolin-2(lH)-yl}pyridine-2-carboxylic acid; 

3-(1 -benzyl-1 H-pyrazol-4-yl)-6- {8-[(6-m ethoxy-1,3-benzothiazol-2-yl)carbamoyl]-3,4-

dihydroisoquinolin-2(lH)-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-benzyl-3,5-

dimethyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 
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6-[ 8-( 1,3 -benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl] -3 - [ 1 -(3 -

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(4-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[3-

(benzyloxy)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{3-[2-

(dimethylamino)ethoxy]benzyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-benzyl-3-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-benzyl-5-

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

3-(l-benzyl-lH-pyrazol-4-yl)-6-{8-[(7-chloro-l,3-benzothiazol-2-yl)carbamoyl]-3,4-

dihydroisoquinolin-2(lH)-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[6-

(pyrrolidin-l-yl)pyridin-2-yl]methyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoqumolin-2(lH)-yl]-3-(l-phenyl-lH-

pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(pyridin-2-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-benzyl-3-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(naphthalen-2-

ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[3-(3-methyl 

l,2,4-oxadiazol-5-yl)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-benzyl-3-

(hydroxymethyl)-5-methyl-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

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

(benzyloxy)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(5-methyl-l-{[6 

(pyrrolidin-1 -yl)pyridin-2-yl]methyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-benzyl-3-

(ethoxycarbonyl)-5-methyl-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[3-

(dimethylamino)benzyl]-1 H-pyrazol-4-yl }pyridine-2-carboxylic acid; 

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

carboxy-5-methyl-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2-

hydroxybenzyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2,3-dihydro-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3,4-dihydro-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{2-[2-

(dimethylamino)ethoxy]benzyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2-

fluorobenzyl)-5-methyl-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

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

(cyclohexylmethyl)-l H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-

(cyclohexylmethyl)-5-methyl-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 



6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(4-{[3-

(dimethylamino)propyl]amino}-3-nitrobenzyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic 

acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(4-fluoro-3-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{2-[2-

(morpholin-4-yl)ethoxy]benzyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{2-[3-

(dimethylamino)propoxy]benzyl}-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3- {1 -[2-(pyridin-4-

ylmethoxy)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{2-[2-

(dimethylamino)ethoxy]benzyl}-5-methyl-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(tetrahydro-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{2-[3-

(dimethylamino)prop-1 -yn-1 -yljbenzyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2,3-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3,5-

difluorobenzyl)-l H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2,5-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2,6-

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

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

2H-pyran-3-ylmethyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(biphenyl-3-

ylmethyl)-!H-pyrazol-4-yl]pyridine-2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2,2-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[3-

(trifluoromethyl)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(biphenyl-2-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-

(cyclopentylmethyl)-5-methyl-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-benzyl-5-

phenyl-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[5-methyl-l-

(tetrahydro-2H-pyran-3 -ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[(l-

phenylcyclohexyl)methyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{3-

[(dimethylamino)methyl]benzyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[3-

(methylsulfonyl)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-

(cyclohexylmethyl)-5-cyclopropyl-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3,5-di-tert-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[2-

(morpholin-4-ylsulfonyl)benzyl]-1 H-pyrazol-4-yl} pyridine-2-carboxylic acid; 

6-[8-(l,3-b enzothi azol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[(4,4-

difluorocyclohexyl)methyl]-5-methyl-1 H-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-

(trifluoromethyl)cyclohexyl]methyl} -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[2-

(morpholin-4-yl)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-ylj-3-{l-[3-

(morpholin-4-yl)-1 -phenylpropyl]-1 H-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(tert-

butoxycarbonyl)piperidin-4-yl]methyl}-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(5-methyl-l-{2-

[2-(morpholin-4-yl)ethoxy]benzyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[2-

(dimethylamino)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-ylj-3-(5-methyl-l-{2-

[3-(morpholin-4-yl)propoxy]benzyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{5-methyl-l-[(l-

methylcyclohexyl)methyl]-1 H-pyrazol-4-yl}pyridine-2-carboxylic acid; 

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

chlorophenyl)-4,4-dimethylcyclohex-1 -en-1 -yljmethyl} -1 H-pyrazol-4-yl)pyridine-2-

carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-

(cyclohexylmethyl)-5-ethyl-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

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

6,6-dimethylbicyclo[3.1.1]hept-2-yl]methyl}-5-methyl-lH-pyrazol-4-yl)pyridine-2-

carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[(lS,2R,5S)-

6,6-dimethylbicyclo[3.1.1 ]hept-2-yljmethyl} -5-methyl-1 H-pyrazol-4-yl)pyridine-2-

carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2-

methylpropyl)cyclohexyl]methyl}-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2-

methoxyethyl)cyclohexyl]incthyl}-1 H-pyrazol-4-yl)p\Tidine-2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[2-(2-

methoxyethoxy)benzyl] -5 -methyl-1 H-pyrazol-4-yl} pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2-

methoxyethyl)cyclohexyl]methyl} -5-methyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[(lR,2R,4R)-

bicyclo[2.2.1]hept-5-en-2-ylmethyl]-5-methyl-lH-pyrazol-4-yl}pyridine-2-carboxylic 

acid; 

6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3- {1 -[(3,3-

dimethylcyclohexyl)methyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(3-methoxy-l-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(4-methoxy-l-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2-methoxy-2-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(2-cyclohexyl-

1 -phenylethyl)-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(3-

methoxypropyl)cyclohexyl]methyl}-5-methyl-lH-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{2-[3-

hydroxy-2-(hydroxymethyl)-2-methylpropoxy]benzyl}-5-methyl-lH-pyrazol-4-

yl)pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{5-methyl-l-[2-

(tetrahydro-2H-pyran-4-ylmethoxy)benzyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic 

acid; 

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

dioxan-2-ylmethoxy)benzyl]-5-methyl-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2-

methoxyethoxy)cyclohexyl]methyl}-5-methyl-lH-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2-

methoxyethyl)cycloheptyl]methyl}-5-methyl-lH-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(piperidin-4-

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

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-

(methoxymethyl)cyclohexyl]methyl}-5-methyl-lH-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

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

dimethyl-1 -(morpholin-4-yl)cyclohexyl]methyl} -5-methyl-1 H-pyrazol-4-yl)pyridine-2-

carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2-

methoxyethyl)-3,3-dimethylcyclohexyl]methyl}-5-methyl-lH-pyrazol-4-yl)pyridine-2-

carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(3-

methoxypropyl)cycloheptyl]methyl}-5-methyl-l H-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

N-(l ,3-benzothiazol-2-yl)-2- {5-(l - {[ 1 -(2-methoxyethyl)cycloheptyl]methyl} -5-methyl-l H-

pyr azol-4-yl)-6-[(methylsulfonyl)carbamoyl]pyridin-2-yl}-l,2,3,4-

tetrahydroisoquinoline-8-carboxamide; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(tetrahydro-

2H-pyran-2-ylmethyl)-l H-pyrazol-4-yl]p3oidine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-

{[(lR,2R,3R,5S)-2-(2-methoxyethyl)-6,6-dimethylbicyclo[3.1.1]hept-3-yl]methyl}-lH-

pyrazol-4-yl)pyridine-2-carboxylic acid; 

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

methoxyethoxy)cycloheptyl]methyl} -5-methyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[l-cyclohexyl-

3-(morpholin-4-yl)propyl]-5-methyl-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[5-methyl-l-

(tetrahydro-2H-pyran-2-ylmethyl)-1 H-pyrazol-4-yl]pyridine-2-carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[5-methyl-l-({l-

[3-(morpholin-4-yl)propoxy]cycloheptyl}methyl)-lH-pyrazol-4-yl]pyridine-2-

carboxylic acid; 

6-[8-( 1,3 -benzothi azol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl] -3 - {1 - [(1 -methoxy-

3,3-dimethylcyclohexyl)methyl]-5-methyl-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(5-methyl-l- {[1 -

(morpholin-4-yl)cyclohexyl]methyl}-lH-pyrazol-4-yl)pyridine-2-carboxylic acid; 

N-(l ,3-benzothiazol-2-yl)-2-(5-{ 1 -[(1 -methoxy-3,3-dimethylcyclohexyl)methyl]-5-methyl-

1 H-pyrazol-4-yl} -6- [(methylsulfonyl)carbamoyl]pyridin-2-yl)-1,2,3,4-

tetrahydroisoquinoline-8-carboxamide; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-l-methyl-3,4-dihydroisoquinolin-2(lH)-yl]-3-{5-

methyl-l-[(l-methylcyclohexyl)methyl]-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[(l-

methoxycyclohexyl)m ethyl]-5-m ethyl-lH-pyrazol-4-yl}pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-({l-[2-(l,l-

dioxidothiomorpholin-4-yl) ethoxy] cyclohexyl} methyl) - 5 -methyl-1 H-pyrazol-4-

yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2-

hydroxyethoxy)cyclohexyl]methyl}-5-methyl-lH-pyrazol-4-yl)pyridine-2-carboxylic 

acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2,3-

dimethox5^propoxy)cycloheptyl]methyl} -5-methyl-1 H-pyrazol-4-yl)pyridine-2-

carboxylic acid; 

6-[8-( 1,3 -benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( lH)-yl]-3-(l-{[l-(l,4-

dioxan-2-ylmethoxy)cycloheptyl]methyl} -5-methyl-1 H-pyrazol-4-yl)pyridine-2-

carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[5-methyl-l-({l-

[2-(morpholin-4-yl)-2-oxoethoxy]cyclohexyl}methyl)-lH-pyrazol-4-yl]pyridine-2-

carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2,3-

dihydroxypropoxy)cycloheptyl]methyl} -5 -methyl-1 H-pyrazol-4-yl)pyridine-2-

carboxylic acid; 
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6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-({3,3-

dimethyl-l-[2-(methylsulfonyl)ethoxy]cyclohexyl}methyl)-5-methyl-lH-pyrazol-4-

yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothi azol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-(l-{[l-(2-

methoxyethoxy)-3,3-dimethylcyclohexyl]methyl}-5-methyl-lH-pyrazol-4-yl)pyridine-

2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-(l-cyclohexyl-

3-methoxypropyl)-5-methyl-lH-pyrazol-4-yl]pyridine-2-carboxylic acid; 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-[l-({3,3-

dimethyl-1 -[2-(methylamino)ethoxy]cyclohexyl} methyl)-5-methyl-1 H-pyrazol-4-

yl]pyridine-2-carboxylic acid; and 

6-[8-(l,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{5-methyl-l-

[(2,6,6-trimethyltetrahydro-2H-pyran-2-yl)methyl]-lH-pyrazol-4-yl}pyridine-2-

carboxylic acid. 

4. 6-[8-(l,3-Benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(lH)-yl]-3-{l-[(l-

methoxy-3,3-dimethylcyclohexyl)methyl]-5-methyl-lH-pyrazol-4-yl}pyridine-2-carboxylic 

acid or a therapeutically acceptable salt thereof. 

5. A pharmaceutical composition comprising an excipient and a therapeutically effective 

amount of the compound or therapeutically acceptable salt of any one of claims 1 -4. 

6. Use of a therapeutic effective amount of a compound of any one of claims 1-4, or a 

pharmaceutically acceptable salt thereof, 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. 

7. Use of a therapeutic effective amount of a compound of any one of claims 1 -4, or a 

pharmaceutically acceptable salt thereof, in the manufacture of a medicament for 
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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. 
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