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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. ef 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 Bel-xL. anti-apoptotic protein. The present invention fulfills at least this need.

SUMMARY OFTHE INVENTION

In one aspect, there is provided a compound havine Formula (IIDH

(R )m (Rz)n

e

R3)p

\YZ

Formula (HI),

or a therapeuticallv accentable salt thereof, wherein

X is benzoldithiazolvl optionally substituted with ope or two R

R, at each occurrence, is independently selected from the group consisting of R’
COOIR’, COOY., CNLF,. CL Brand I

L' is selected from the group consisting of (CR'RN),, (CRRN-C(O)-(CRRTY,, and
(CRRT3-S(0),-(CR°R"),; and

Y? is selected from the group consisting of Cs.)) branched chain alkyl, Cs; eveloalkyl,

Caycveloalkenyl. phenyl, and C, 5 heterocyelyl: wherein the Cs 5 eycloalkyl, Cyr cyvcloalkenyl,

. I
shenvl, and s » heterocvelvl are optionally fused to one benzene ring; wherein ¥ is

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

group consisting of RY, OR®, SO,R’, COOR®, NHR®, N(R),, C{OMH, OH, CN. NO.. F, 1,

Brand @ or

j .
L' is abond: anc

2. - . e ~ < —
Y- is selected from the group consisting of Cy; cyveloalkyl, phenyl. and Cy5

. 2
heterocvelvl; wherein the C, - - eveloalkvl. phenvl, and € 5 beterocyelyi represented by Y~ are

optionally fused to one benzene ring: wherein each Y* and each ring fused to ¥” are

optionally substituted with one substituent independently selected from the group consisting

of R® and CLOINHR®:
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and halogen;

s selected from the group consisting of

0 O Q0
e
S/
/lk ""LL)J\N k
™ "OH , and H R ;

R°. al each occurrence, is independently € alkvi:

s ab

L4 .. s - <. ~ 5 12
R at each oceurrence, is independently selected from the eroup consisting of OR/

ot

R’ ar each occurrence, is indenendently selected from the groun consisting of €

alkvl, C, 4 haloalkvl, Cy ¢ hydroxyalkyl, arvl, and cvcloalkyvl:

R® and R’ at each occurrence. are each independently selected from the group

consisting of hvdrogen, R, and CO(OR;

R®. at each occurrence, is independently selected from the group consisting of C 16

alkvl, Co alkvovl, arvl, heteroevelvl, and eyveloalkvl wherein the R C e alkvl and Co
A -4 Ty

alkvnyl are ontionallv substituted with one, two, or three substituents independently selecied

1 the sroup consisting of

,..,;

O

g

£
i

wherein the R arvl and heteroevelyl are optionally substituted with one substituent

independently selected from the group consisting of €, ¢ alkyl, F. CL Brand I;

k o . -
R", at each occurrence, is independently (.th alkvl;

(5 .. ~ s ~
R, at each occurrence. is independentlv selected from the group consisting of €

alkyl, and arvl: wherein the R C, 4 alkyl 1s optionally substituted with one substituent

independently cted from the group consisting C, 4 alkoxy, and heterocycloalkvl;

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

alkvl arvl heterocveloalkvl, and heteroarvl;

0i1s 0.1, orZ2: and
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In one aspect. there is provided 6-[8-(1.3-Benzothiazol-2-vicarbamovl)-3 . 4-

dibhvdroisoguinolin-2( 1 FD-vI1-2- 11 -[(1 -methoxv-3 3-dimethvilcevelohexvlimethvil-5-methvi-

1 H-pvrazol-4-vlipyridine-2-carboxvlic acid or a therapeutically acceptable salt thereof,

In one aspect. there is provided a pharmaceutical composition comprising an

excipient and a therapeuticallv effective amount of the compound or therapeuticallv

acceptable salt as described herein,

In one aspect. there 1s provided use of a theraneutic effective amount of a compound

i

as deseribed herein, or a pharmaceutically acceptable salt thereof, in the manufacture of a

medicament for reating bladder cancer, brain cancer, breast cancer, bone marrow ¢anc

cervical cancer, chronic lvmphoceviic leukemia. colorectal cancer. esovhaveal cancer,

henatocellular cancer, lvimphoblastic teukemua, follicular lvimphoma, a lvmphoid malienancy

of T-cell or B-cell origin. melanoma, mvelogenous leukemia. mveloma, oral cancer. ovarian

ancer. non-small cell lune cancer, prostate cancer, small cell Tune cancer or spleep cancer in

apa x]fcﬂi

In one aspect, there 18 provided use of a therapeutic effective amount of a compound

or a pharmaceutically accentable salt thereof in the manufacture of a

~

medicament for treatine bladder cancer. brain cancer, breast cancer, bone mairow Cancer,

ervical cancer, chronic lvmphocviic leukemia, colorectal cancer, esophaveal cancer,

hepatocellular cancer. tvmphoblastic leukemia, follicular lvmphoma, a Ivmphoid malienancy

of T-cell or B-cell oriuin. melanoma. mveloeenous leukemia. mveloma. oral cancer. ovarian

cancer. non-small cell lune cancer, prostate cancer. small cell lunge cancer or spleen cancer in

a patient,

One embodiment of this sventiendls ire, therefore, pertains to compounds or

therapeutically acceptable salts thereof, which are useful as inhibitors of anti-apoptotic Bel-xL.

proteins, the compounds having Formula (I)

(R )m (R—)n

Ty

3 yi-Ll-y
(R%

Formula (1)
or a therapeutically acceptable salt thereof, wherein
X is heteroaryl; wherein the heteroaryl represented by X is optionally substituted with
one, two, three, or four R*;
Y' is phenylene, or Cs.¢ heteroarylene; optionally fused to one or two rings selected

from the group consisting of Ci_s cyvcloalkane, Cag cvcloalkene, benzene, Cs ¢ heteroarene, Cs.
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s heterocycloalkane, and C,g heterocycloalkene; wherein Y'is optionally substituted
with one, two, three, or four substituents independently selected from the group consisting of
R?, OR’, SR?, S(O)R’, SO,R?, C(O)R®, CO(O)R®, OC(O)R’, OC(0)OR’, NH,, NHR’, N(R’),,
NHC(O)R?, NR’C(O)R®, NHS(O),R®, NR’S(0),R’, NHC(O)OR’, NR’C(O)OR?,
NHC(O)NH,, NHC(O)NHR’, NHC(O)N(R®),, NR’C(O)NHR®, NR’C(O)N(R’),, C(O)NH,,
C(O)NHR®, C(O)N(R?),, C(O)NHOH, C(O)NHOR’, C(O)NHSO,R®, C(O)NR’SO,R’,
SO,NH,, SO,NHR®, SO,N(R®),, CO(O)H, C(O)H, OH, CN, N;, NO,, F, Cl, Brand I;

L' is selected from the group consisting of (CR°R’),, (CR°R7);-O-(CR°R),, (CR°R"),-
C(0)-(CRR),, (CR®R);-S-(CRR"),, (CR°R"),-S(0),-(CRR),, (CR’R7)-NR**C(0)-
(CRR7),, (CR*R")-C(O)NR**-(CR°R),, (CR®R")-NR**-(CR°R"),, (CR’R"),-S(O),NR*-
(CR°R"),, and (CR®R")-NR**S(0),-(CR°R),; and

Y? is selected from the group consisting of Cs.y; branched chain alkyl, Cs.; cycloalkyl,
C47cycloalkenyl, phenyl, and Cs_; heterocyclyl; wherein the C, ; cycloalkyl, C4.; cycloalkenyl,

phenyl, and C;.; heterocyclyl are optionally fused to one or two rings selected from the group

1
I
e

1
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WHAT IS CLAIMED IS:
1. A compound having Formula (T) /
R R?

m\/ 57 )a ,

%NTN\ :
B
NS0 g A Y Lby? /

| R,

X /

Formula (1), /’

5  or atherapeutically acceptable salt thereof, or a therapeutically acceptable sa%hereof,
wherein /

X 1s heteroaryl; wherein the heteroaryl represented by X is opt/i;a’ﬁally substituted with

one, two, three, or four R*;
Y'is phenylene, or Cs.¢heteroarylene; optionally fused t% or two rings selected

10 from the group consisting of C; ¢ cycloalkane, Cs 4 cycloalken/@;' ‘i)enzene, Cs¢heteroarene, Cs.
sheterocycloalkane, and Cs ¢ heterocycloaltkene; wherein Y}is optionally substituted with one,
two, three, or four substituents independently selected frgm the group consisting of R®, OR?,
SR®, S(O)R’, SO,R®, C(O)R’, CO(O)R®, OC(O)R’, o;zé)ow, NH,, NHR®, N(R%),,
NHC(O)R®, NR®C(O)R?, NHS(O),R®, NR*S(O),R/ NHC(O)OR®, NR*C(O)OR®,

15 NHC(O)NH,, NHC(O)NHR®, NHC(O)N(R ), NR’C(O)NHR’, NR°C(O)N(R”),, C(O)NH,,
C(O)NHR®, C{OIN(R?),, C(O)NHOH, C(O)}/HORS, C(O)NHSO,R®, C(O)NRSO,R’,
SO,NH,, SO,NHR?, SO,N(R’),, CO(O)H, /é(O)H, OH, CN, N3, NO,, F, CL, Brand I;

L' is selected from the group cdtisisting of (CR°R")g, (CR*R)-O-(CR°R),, (CRR).-
C(O)-(CRRY),, (CRR)s-S-(CRR"); (CR'R")-S(0)-(CRR);, (CRR))-NRAC(O)-

20  (CR°R), (CR6R7)S—C(O)NRGA-(?R/SRBD (CRR")-NR*-(CRR"),, (CR°R"),~S(O),NR*-

(CR®R"),, and (CR®R"):-NR**$(0),-(CRR"),; and

Y?is selected fron}/&{i( group consisting of Cs.j; branched chain alkyl, Cs; cycloalkyl,
Cyrcycloalkenyl, phenﬂ,/and Cs_7 heterocyclyl; wherein the Cs5 cycloalkyl, Cyq cycloalkenyl,
phenyl, and Cs 5 hete;;déyclyl are optionally fused to one or two rings selected from the group

25 consilsting of C;.g}@léloalkane, Csg cycloalkene, benzene, C;s heteroarene, Cig
heterocycloalk/:;‘r{ ¢, and Cy ¢ heterocycloalkene; wherein Y2 is optionally substituted with one,
two, three, gdﬁr, or five substituents independently selected from the group consisting of R,
OR’, SRﬁ;’é(O)Rg, SORY, C(O)R?, CO(O)R?, OC(O)R?, OC(O)YOR®, NH,, NHR®, N(RY),,
NHC/(/@SRS, NR*C(O)R®, NHS(O),R®, NR'S(0),R®, NHC(O)OR?, NR*C(O)OR®,

30 NHC(O)NH,, NHC(O)NHR®, NHC(O)N(R ), NR'C(O)NHR?, NR*C(O)N(R");, C(O)NH,,

/EO)NHRB, C(ON(RY),, C(O)NHOH, C(O)NHOR?, C(O)NHSO,R?, C(O)NR®SO,R?,
/ SO,NH,, SO;NHR?, SO,N(R®),, CO(O)H, C(O)H, OH, CN, N3, NO,, F, Cl, Br and I; or

/ L'is a bond; and
/ -291 -
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Y?is selected from the group consisting of Cs.; cycloalkyl, Csy cycloalkenyl, phenyl,

and C;_.;heterocyclyl, wherein the Cs 5 cycloalkyl, C4; cycloalkenyl, phenyl, and Cs.;
heterocyclyl represented by Y? are optionally fused to one or two rings selected from the /
group consisting of C; 5 cycloalkane, Cy¢ cycloalkene, benzene, Cs.¢ heteroarene, Cs.g /

heterocycloalkane, and Cs.g heterocycloalkene; wherein each Y? and each ring fused to g are
optionally substituted with one, two, three, four, or five substituents independently seLe/cted
from the group consisting of R®, OR®, SR®, S(O)R®, SO,R?, C(O)R®, CO(O)R?, 09(5)118,
OC(O)OR®, NH,, NHR®, N(R?),, NHC(O)R®, NR*C(O)R®, NHS(O),R®, NRgs(QJ'gRS,
NHC(O)OR®, NR*C(O)YOR®, NHC(O)NH,, NHC(O)NHR®, NHC(O)N(R?),, /N’i{SC(O)NHRs,
NRE!C(OIN(R®),, C(O)NH,, C(O)NHR®, C(O)N(R),, C(O)NHOH, C(O)I/\}HORg,
C(O)NHSO,R?, C(O)NR*SO,R?, SO,NH,, SO,NHR®, SO,N(R);, CO@/)H, C(O)H, OH, CN,
N;, NO,, F, Cl, Brand I;

7' is selected from the group consisting of C(O)OR’, C(QjNRlORll, C(O)RY,
NRIC(ORY, NR’C(O)NR'’R', OC(O)NR''R", NRWC(O)OI@, C(=NOR')NRR",
NR°C(=NCN)NRR"", NR’S(O),NR"°R", S(O),R’, S(O)/ZNRIOR“, NR")S(0),RY,
NRC(=NR')NR'R'!, C(=S)NR'’R", C(=NR'%NR*R}, halogen, NO, and CN; or

Z! is selected from the group consisting of

-0 / ~N
N 0 N N o HNTN
| 0 Il AN N B N
N “"LL/ \OH s = ’I\ )%/ /\ N
LLH_ H , , ///"L“L N , ‘11_L , ‘17.1_ II?II
H / 0 o
0.0 o ) 0 OH o
-N N\” It
S Qe
j‘\/)‘ OH = A k / NO’Rk it N/U\Rk Fyon
'111. s H R S [ H s 0 s

/ Rk
O
Ot ~ | / A 20 /?J\ QN k
/ s
gL N / W TN g uy N’S\\ R
/ N N/ H R
" H A , and ¢ ;

R', at each 9c’éurrence, is independently selected from the group consisting of halo,
Crgalkyl, Cog a]};/ényl, Cy.6 alkynyl, and C,. haloalkyl;

R%, at{gzéch occurrence, is independently selected from the group consisting of
deuterium, ’z;/lo, Ci6 alkyl, Co6 alkenyl, Cy 6 alkynyl, and C;¢ haloalkyl;

v{oh R? that are attached to the same carbon atom, together with said carbon atom,
optionﬁlly form a ring selected from the group consisting of heterocycloalkyl,
he}érocycloalkenyl, cycloalkyl, and cycloalkenyl;

R®, at each occurrence, is independently selected from the group consisting of halo,

Cr¢ alkyl, Cy.¢ alkenyl, C,¢ alkynyl, and C¢ haloalkyl;

-292 -
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R?, at each occurrence, 1s independently selected from the group consisting of
NRRP, OR™, CN, NO,, halogen, C(O)OR', C(O)NRR", NR*“)C(O)R", NR'*S(O),R 4,
NRS(O)R™, S(O),R", S(O)R™ and R,
R® at each occurrence, is independently selected from the group consisting of Ci
5 alkyl, Gy alkenyl, Cp alkynyl, Cy¢ haloalkyl, C;¢ hydroxyalkyl, aryl, heterocyclyl,
cycloalkyl, and cycloalkenyl; S

R is independently selected from the group consisting of hydrogen, C]_6/zﬁ<yl, Cos
alkenyl, C,¢ alkynyl, and C; haloalkyl, g

R®and R’, at each occurrence, are each independently selected from/é group

10 consisting of hydrogen, R">, OR", SR”, S(O)R'®, SO,R"*, C(O)RY, CO(Q)’§<15, OC(O)R",
OC(O)OR", NH,, NHR ", N(R"),, NHC(O)R"”, NR¥*C(O)R", NHS( ﬁR”, NRS(0O),R",
NHC(O)OR'®, NRPC(O)OR'®, NHC(O)NH,, NHC(O)NHR ", NH9(07)N(R15)2,
NR'*C(O)NHR', NR *C(O)N(R"*);, C(O)NH,, C(O)NHR, C(OMN(R),, C(O)NHOH,
C(O)NHOR", C(O)NHSO,R", C(O)NR”SO,R"®, SO;NH,, ngNHR“, SON(RP),,

15 CO(OH, C(O)H, OH, CN, N3, NO,, F, Cl, Brand I; or /

R®, at each occurrence, is independently selected/from the group consisting of Cy6
alkyl, C,6 alkenyl, C,.¢ alkynyl, Cy haloalkyl, aryl, hiéterocyclyl, cycloalkyl, and
cycloalkenyl; wherein the R¥*Cis alkyl, Co alkeny{,/Cg_s alkynyl, and Cy.¢ haloalkyl are
optionally substituted with one, two, three, four ‘*""i‘/'we, or six substituents independently

20 selected from the group consisting of RS, OB({ SR'®, S(O)RIG, SO,R'®, C(O)R'®, COO)R'®,
OC(O)R'%, OC(O)OR', NH,, NHR'’, N(R'®),, NHC(O)R'®, NR'*C(O)R', NHS(O);R ™,
NR'®S(0),R'®, NHC(O)OR'®, NR‘“C(gﬁbR“, NHC(O)NH,, NHC(O)NHR ¢,
NHC(ON(R'%),, NRMC(O)NHRIG,/NR]GC(O)N(RI6)2, C(O)NH,, C(O)NHR'®, C(O)N(R),,
C(O)NHOH, C(O)NHOR'S, C(QyﬂleozR“’, C(O)NR'®SO,R'S, SO,NH,, SO,NHR'®,

25 SON(R'®),, CO(O)H, C(O)H/éH, CN, N3, NO,, F, Cl, Br and I; wherein the R® aryl,
heterocyclyl, cycloalkyl, a/r}C{cycloalkenyl are optionally substituted with one, two, or three
substituents independeqﬂg; selected from the group consisting of C,¢ alkyl, Ca.¢ alkenyl, Co
alkynyl, Ci¢ haloalk}/,f,/NHz, C(O)NH,, SO,NH,, C(O)H, (O), OH, CN, NO,, OCF;,
OCF,CFs, F, Cl, @,f'and I;

30 R’ is sgﬁébted from the group consisting of C,¢ alkyl, C,¢ alkenyl, Cy.¢ alkynyl, Ci¢
haloalkyl, cyéibalkyl, phenyl and (CHy)1.4 phenyl; and

Igw/and R'!, at each occurrence, are each independently selected from the group
consisj;iﬂg of hydrogen, C,¢ alkyl, Cp¢ alkenyl, C,¢ alkynyl, Cs cycloalkyl, Cy.¢ haloalkyl,
phe/ﬂ;l and (CHy)y.4-phenyl; or

35 ‘ R%and R", or R and R’, together with the atom to which each is attached are

combined to form a heterocyclyl;
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R¥, at each occurrence, is independently selected from the group consisting of Cr.g
alkyl, C,¢ alkenyl, Cy.6 alkynyl, Cs_7 heterocycloalkyl, Cs.; cycloalkyl and Cy¢ haloalkyl;
wherein the R¥ Cy.¢ alkyl, Co.6 alkenyl, and Cy.¢ alkynyl are optionally substituted with aryl,
heterocyclyl, cycloalkyl, or cycloalkenyl;

R' and R", at each occurrence, are each independently selected from the group /
consisting of hydrogen, C;4 alkyl, Co4 alkenyl, C,.4 alkynyl, Ci.4 haloalkyl and (CHa)yx
phenyl; ///

R, at each occurrence, is independently selected from the group consi/s,ﬁhg of Ci4
alkyl, Cy.q alkenyl, o alkynyl and Cy 4 haloalkyl; /

R"™ and R®, or R'? and R*, at each occurrence, together with the %tom to which each
is attached, are optionally combined to form a heterocyclyl; / /

RY, at each occurrence, is independently selected from the §;/o/up consisting of Cy4
alkyl, Cy4 alkenyl, C, 4 alkynyl, Cy 4 haloalkyl, C;4 hydroxyalkyl,/aryl, heterocyclyl,
cycloalkyl, and cycloalkenyl; wherein the R Cy4 alkyl, Cy4 alkenyl, Cog alkynyl, Ci4

haloalkyl, and Cy.4 hydroxyalkyl are optionally substituted with one, two, or three substituents
independently selected from the group consisting of C; 4 1/ky1, Co4 alkenyl, Cyq alkynyl, Ci4
haloalkyl, C hydroxyalkyl, C,4 alkoxy, aryl, hetero/oycloalkyl, heterocycloalkenyl,
heteroaryl, cycloalkyl, and cycloalkenyl, NH,, C(QJ{\IHZ, SO,NH,, C(O)H, C(O)OH, (0),
OH, CN, NO,, OCF;, OCF,CF;, F, C}, Brand I/;//

R'®, at each occurrence, is independe;ély selected from the group consisting of C)4
alkyl, C,4 alkenyl, C,.4 alkynyl, C,.4 haloa k/yl, Ci.4 hydroxyalkyl, aryl, heterocycloalkyl,
heterocycloalkenyl, heteroaryl, cycloa} 1, and cycloalkenyl; wherein the R C4 alkyl, Coy
alkenyl, Cy4 alkynyl, C,4 haloalkyl, 4nd C, hydroxyalkyl are optionally substituted with one
substituent independently selectfla/df’i/“rom the group consisting of OCH,, OCH,CH,OCH;, and
OCH,CH;NHCHj3; //

qis1,2,0r3; ,/

$is 0, 1,2,0r 3;///

ris0,1,2, orZ(,

wherein the/sum ofsandris 0, 1,0r2;

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

n ispf/l, 2,3,4,5,0r6; and

p/,i{O, 1, or 2.
Y
g
S22 The compound of claim 1, or a therapeutically acceptable salt thereof,

herein

Y' is pyrrolyl, pyrazolyl, or triazolyl.

2294 -
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wherein

wherein

four R,

wherein

four R*.

wherein

four R,

wherein

wherein

PCT/US2012/059717

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

Y' 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, tyfo, three or
/
/(//
5. The compound of ¢laim 2, or 2 therapeutically acceptable galt thereof,
///
7
X is benzo[d]thiazolyl; which is optionally substitu}z/d with one, two, three or
/
///
//

6. The compound of claim 3, ora thcrapeutic/a/ﬂy acceptable salt thereof,
wherein /

X 1is benzo[d]thiazolyl; which 1s (/)p‘nonally substituted with one, two, three or

."/l/
Vi
7. The compound of claim g/;’/or a therapeutically acceptable salt thereof,
/
/
/ 0
SV S
"/ ~OH N Rk
1. Vi , Or H
Z 18 S
/
;'/

8. The cor}}ﬁ/ound of claim 3, or a therapeutically acceptable salt thereof,

s . , Or
JAVART H

//
,
,
0 0

) Q20
/ P on e

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

L' is (CR°R")g; and
Y is selected from the group consisting of Cs 7 cycloalkyl, C4 cycloalkenyl,

phenyl, Cs¢heteroaryl, and C;; heterocycloalkyl; wherein
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R®and R’, at each occurrence, are R" or hydrogen; and

gis1,2,0r3.

10. The compound of claim 3, or a therapeutically acceptable salt thereof,
wherein y
L'is (CR6R7)q; and /
Y? is selected from the group consisting of Cs.7 cycloalkyl, Co7cy /lfoalkenyl
phenyl, Cs¢heleroaryl, and C; ; heterocycloalkyl; wherein /
R®and R’, at each occurrence, are R'® or hydrogen; and /
qis 1,2, or3. //
1. The compound of claim 2, or a therapeutically acce);yéble salt thereof,
wherein /’
L' is selected from the group consisting of (C/RK R7)S-C(O)NR6A—(CR6R7)I, and
(CR°R")-S(0), NR**(CRR"); yé
sis 0; / /
risOor 1; ,//
R is independently selected fron)/the group consisting of hydrogen, and C;
alkyl; and !
R®and R, at each occurren/ge/, are hydrogen.
12. The compound of clai)n 3, or a therapeutically acceptable salt thereof,
wherein /,/

L' is selected from the %péﬁp consisting of (CR®R7),-NR®AC(0)-(CRR"),, (CR®R"),-

C(O)NR*-(CRR),, (CR6R7)§£NR6A—(CR6R7)I, (CR°R"),-S(0); NR** «(CR°R),, and (CR°R),-
NR*#S(0)-(CRR);
. /
sis 0; /

alkyl; and

7
4

S
/13,
7

ris Q/r 1;
)

Rf-«*"ﬂ is independently selected from the group consisting of hydrogen, and C, .

/
/

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

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

sel;eé/fed from the group consisting of
l 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-(1-

benzyl-1H-pyrazol-4-yDpyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1}-3-[1-
(pyridin-4-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-
(pyridin-3-ylmethyl)-1H-pyrazol-4-yllpyridine-2-carboxylic acid;

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

/
/

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

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1] -%,{/1 -(1-
phenylethyl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid; /

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)/%]—Z% -(1-{4-[2-
(dimethylamino)ethoxy]benzyl} -1 H-pyrazol-4-yDpyridine-2-carboxylic agi’a;

3-(1-benzyl-1H-pyrazol-4-y1)-6-{8-[(5,6-difluoro-1,3-b enzothigfz/ol—fz—yl)carbamoyl] -
3,4-dihydroisoquinolin-2(1H)-yl} pyridine-2-carboxylic acid; /

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydroisoqui)7(0hn—2( 1H)-y1]-3-{1-[2-(4-
fluorophenylethyl]-1H-pyrazol-4-yl}pyridine-2 -carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-di hydro; @iinolin& (1H)-y1]-3-[1-(3-
chlorobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic ac/iﬂ/;

3-(1-benzyl-1H-pyrazol-4-y1)-6-{8-[(6-fluoro,1,3-benzothiazol-2-yl)carbamoyl]-3,4-
dihydroisoquinolin-2(1H)-yl}pyridine-2-carboxylic/acid;

3-(1-benzyl-1H-pyrazol-4-yl)-6-{8-[{6-miethoxy-1,3-benzothiazol-2-yl)carbamoyi]-
3,4-dihydroisoquinolin-2(1H)-yl} pyridine-2-garboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarba /yl)—3 J4-dihydroisoquinolin-2(1H)-y1]-3-(1-
benzyl-3,5-dimethyl-1 H—pyrazol-4—yl)p/rr1‘9§ine—2 -carboxylic acid;

6-[8-(1,3-b enzothiazo1—2—y1/<;é;bamoy1)—3 /4-dihydroisoquinolin-2(1H)-yi}-3-[1-(3-
methylbenzyl)-1 H—pyrazol—4—yl]/l/o/y/fidine—Z—carboxylic acid;

6-[8-(1,3-b enzothiazo)/2 -ylcarbamoyl)- 3,4 -dihydroisoquinolin-2(1H)-yl1]-3-[1-(3~
methoxybenzyl)-1 H—pyrazgﬂ{4—yl]pyridine -2-carboxylic acid,;

6-[8-(1 ,3-benzo};ldazol—?_—ylcarbamoyl)-3 J4-dihydroisoquinolin-2(1H)-y1}-3-[1-(4-
chlorobenzyl)-1 H—pypé/éol-ﬁ‘r—yl]pyridine—z -carboxylic acid;

6-[8-(1 ,B—pé;lzothiazol-Z -ylearbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {1-[3-
(benzylo xy)begzgjl] -1H-pyrazol-4-yl}pyridine-2-carboxylic acid;

6- [87( 1 ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-[1-(3-
hydroxyb nzyl)-1H-pyrazol-4-yllpyridine-2-carboxylic acid;

_//6— [8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{3-[2-
(dir/z/efhylamino) ethoxy]benzyl}-1H-pyrazol-4-y)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1}-3-(1-

benzyl-3-methyl-1H-pyrazol-4-yDpyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 4-dihydroisoquinolin-2(1 H)-y11}-3-(1-
benzyl-5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
3-(1-benzyl-1H-pyrazol-4-y1)-6-{&-[(7-chloro-1,3-benzothiazol-2-yl)carbamoyl]-3.4-
dihydroisoquinolin-2( 1H}-vl} pyridine-2-carboxylic acid; y
6-[8-(1,3-benzothiazol-2-ylcarbamoyl}-3,4-dihydroisoquinolin-2(1 H)-y1]-3-(1-{ [/61
(pyrrolidin-1-yl)pyndin-2-yl]methyl} -1 H-pyrazol-4-yDpyridine-2-carboxylic acid; //
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)—yl]-?} a(/l -
phenyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid; ,//
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 4—dihydroisoquinolin—2(lH)¢§1]—3—[1~(3—
cyanobenzyl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid; /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 4~ d1hydr01soqu1nohn Z(lH) y1]-3-[1-(2-
chlorobenzyl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid; //
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydroisoqu/iyfblin 2(1H)-y1}-3-[1-
(pyridin-2-yimethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic agﬁ;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4 —dihydro}é équinolin—2( 1H)-y1}-3-(1-
benzyl-3-cyano-1H-pyrazol-4-yl)pyridine-2-carboxylic @6/ d;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4- d}?(ydrmsoqumohn 2(1H)-y1]-3-[1-
(naphthalen-2-yimethyl)-1H-pyrazol-4-yl]pyridine- 3 carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoy!l ):ﬁﬁ-mhyarmsoqumonn-Z( 1H)-y1]-3-{1-[3-(3-
methyl-1,2,4-oxadiazol-5-ybenzyl]-1 H-pyrfaéfol-4—yl Ypyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarba f;yl)—3 A-dihydroisoquinclin-2(1H)-y1]-3-{1-
benzyl-3-(hydroxymethyl)-5-methyl-1 ﬁzyrazol-dr—yl]pyridine -2-carboxylic acid;
6-[8-(1,3-b enzothiazol—z-yl/gé;bamoyl)-B SA-dihydroisoquinolin-2(1 H)-y1}-3-{1-[2-
(benzyloxy)benzyl]-1 H—pyrazol-/#—g/l }pyridine-2-carboxylic acid;

6-[8-(1, 3~benzothiazo}"2 ylcarbamoyl!)-3,4-dihydroisoquinolin-2(1H)-y1}-3-(5-
methyl-1-{[6-(pyrTolidin- 1~y1)pyndm 2-ylimethyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid; ,

6-[8-(1,3-b epz/éthiazol—Z—ylcarbamoyl)—B 4-dihydroisoquinolin-2(1H)-yl}-3-[1-
benzyl—B—(ethoxyg,é;bonyl)-s—methyl- 1H-pyrazol-4-yl]pyridine-2-carboxylic acid;

6-[8-( I,S—b enzothiazol-2-ylcarbamoyl)-3 4-dihydroisoquinolin-2(1Hj-y1}-3- {1-[3-
(dimethylami';lo)benzyl]-lH—pyraz01—4-y1}pyridine-Z-carboxyhc acid;

§/[8—(1 ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-(1-
benzx}i/l’; -carboxy-5-methyl-1H-pyrazol-4-yDpyridine-2-carboxylic acid;

) // 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-[1-(2-
};droxybenzyl)— 1 H-pyrazol-4-yl]pyridine-2-carboxylic acid;

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

dihydro-1H-inden-1-yl)-1H-pyrazol-4-ylipyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2 (1 H)-y1}-3-[1-(2-
phenylethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-[1-(3,4-
dihydro-2H-chromen-4-y1)-1 H-pyrazol-4-yllpyridine-2-carboxylic acid;
5 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{ 2/[/2
(dimethylamino)ethoxy]benzyl} -1 H-pyrazol-4-yDpyridine-2-carboxylic acid; ,/
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-yl] 3{1 (2-

I'//
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 4-dihydr0isoquinolin-2(1H{}1§l]~3-[1—

10 (cyclohexylmethyl)-1H-pyrazol-4-ylpyridine-2-carboxylic acid; /
6-[8~(1,3-benzothiazol-2-ylcarbamoyl)-3,4- d1hydr01soqumohn 2( 1H) -y1]-3-[1-

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

{cyclohexylmethyl)-5-methyl-1H-pyrazol-4-yl]pyridine-2- carboxyh;ﬁold,
6-[8-(1 ,3—benzothiazol—Z—ylcarbamoyl)-3,4—dihydroisoqui/ﬂélin-2(1H)—yl}—3-[ 1-(4-{[3-
(dimethylamino)propyl]amino} -3-nitrobenzyl)-1 H-pyrazol—4-/¥l’jpyridine—2—carboxyhc acid;
15 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydro}§oquinolin—2(l H)-y1}-3-[1-(4-
fluoro-3-nitrobenzyl)-1H-pyrazol-4 —yl}pyridine—}carbox,'}’;{ic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4-d9a‘ydr0isoquinohn—2( 1H)-yI]-3-(1-{2-[2-
(morpholin-4-yl)ethoxy]benzyl} -1 H-pyrazol-4-yl /PS{ridineQ»carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylearbamoyl)-3,4-dihydroisoquinotin-2 (1 H)-y1j-3-(1-{2-[3-
20  (dimethylamino)propoxy lbenzyl}-1 H—pyrazg«]él—yl)pyndme—2—carboxyhc acid;
6-[8-(1,3-b enzothiazol-Z—ylca1‘ba1;;1'6/yl)-3 ,4-dihydroisoquinolin-2(1H)-y1}-3-{1-[2-
(pyridin-4-ylmethoxy)benzyl}-1 H-pyrg,z"él—dr—yl tpyridine-2-carboxylic acid;
6-[8-(1,3-b enzothiazol-2—y1p2{;bam0yl)—3 ,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{2-[2-
(dimethylamino)ethoxyJbenzyl} ﬂ{methyl- 1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
25 6-[8-(1,3- benzothlazo}‘Z -ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3
(tetrahydro-2H-pyran-4 -yhnethyl) 1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-b enzo}lﬁazol—2—ylcarbamoyl)—3 ,4-dihydroisoquinolin-2(1H)-y1}-3-(1-{2-[3-
(dimethylamino)propﬂ -yn-1-ylbenzyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3 jb’é;lzotlliazo1—2—ylcarbamoy1)—3 ,4-dihydroisoquinolin-2(1H)-y1}-3-[1-(2,3-
30  difluorcb enzyl)%{H-pyrazol—él -yl]pyridine-2-carboxylic acid;
6- [8—(1 ,3-benzothiazol-2-ylcarbamoy!)-3,4-dihydroisoquinolin-2(1H)-y1}-3-[1-(3,5-
diﬂuorolg)z’f;zyl)- 1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
) /6 [8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-[1-(2,5-
dif}}igrob enzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
35/ 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-[1-(2,6-
difluorobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;

/

/

/
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-[1-
(tetrahydro-2H-pyran-3-ylmethyl)-1H-pyrazol-4-yl}pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2-
nitrobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; /
5 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 4-dihydroisoquinolin-2( 1H)-y1]-3-[1- /
(biphenyl-3-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; / /

/
VA

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)- yl] 41-(2,2-
dimethylpropyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinotin-2( lfp—yl -[1-(2-
10 cyclohexylethyl)-1H-pyrazol-4-yllpyridine-2-carboxylic acid; /
6-[8-(1 ,3—benzothlazol-2—ylcarbamoyl)-3,4-d1hydro1soquinolin7z)( [H)-y1}-3-{1-[3~
(trifluoromethylybenzyl]- 1 H-pyrazol-4-yl} pyridine-2-carboxylic aci}i;/
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquirolin-2( 1 H)-y1}-3-[1-
(biphenyl-2-ylmethyl)-1 H—pyrazol—4—y1]pyridine—2-carboxyhc/aéd;
15 6-[8-(1,3-benzothiazol-2-yicarbamoyl)-3 ,4—dihydr0}'é6quinolin—2( 1H)-y1}-3-[1-
(cyclopentylmethyl)-5-methyl-1H-pyrazol-4-yljpyridine éi carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoy!)-3,4-dillydroisoquinolin-2(1 H)-y1]-3-[1-(3-
formylbenzyl)-1 H—pyrazol-4—yl]pyridine-2—carboxy(ch acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,o 4 dihydroisoquinolin-2(1 H)-yij-3-(1-
20  benzyl-5-phenyl-1H-pyrazol-4-y)pyridine-2 -éarboxyhc acid;

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

6-[8-(1,3-benzothiazol-2 —ylcar;?oy])—?, ,4-dihydroisoquinolin-2( 1 H)-y1}-3-[5-
6-[8-(1 ,3—benzothiazol—z—ylgfi;‘bamoyl)—3,4—dihydIois0quinolin—2(1 H)-y1]-3-{1-[(1-
phenylcyclohexyl)methyl]-1H-pyr’ézol—4-yl}pyridine—Z-carboxylic acid;
25 6-[8-(1 ,3—benzothiazg}1 2-ylearbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{3-
[(dimethylamino)methyl]b@{zyl} 1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3 benzot}{lazol 2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-{1-{3-
(methylsulfonyl)benzyl} 1 H-pyrazol-4-yl}pyridine-2-carboxylic acid;
-[8-(1,3- bénzothlazo 2-ylcarbamoyl)-3 4-dihydroisoquinolin-2( 1 H)-y1}-3-[1-
30 (Cyclohexylmeg}l’yl)o5»cyclopropyl-1H—pyrazol—4-y1]pyr1d1ne-2—carboxyhc acid;
6- [8—,(’1 ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(3,5-
di—tert-byﬁbenzyl)&H-pyrazol—4-yl]pyﬁdine-Z—carboxyhc acid;
6-18-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3- {1-[2-
(moxfa/holin-4—y1sulfonyl)benzyl]— 1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
35 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[ (4,4~
difluorocyclohexyl)methyl]-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-(1-{[1-
(trifluoromethyl)cyclohexyllmethyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-[1- /
(diphenylmethy1)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid; /
/s
5 6-[8-(1,3-benzothiazol-2-vlcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-{1 —[2//

s

(morpholin-4-ybenzyl]-1H-pyrazol-4-yl}pyridine-2-carboxylic acid; ) /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3 -1/1 -[3-
(morpholin-4-y1)-1-phenylpropyl]- 1 H-pyrazol-4-y1}pyridine-2-carboxylic acid; /,/’ /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H);}’//l] -3-(1-{[1-
10 (tert-butoxycarbonyl)piperidin-4-yljmethyl}-1H-pyrazol-4-yl)pyridine-2 —ga{g)oxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4 —dihydJ‘oisoquinolin-QZ(/l H)-y1]-3-(5-
methyl-1-{2-[2-(morpholin-4-yljethoxylbenzyl}-1H-pyrazol-4 ~y1)p}// dine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4—dihydroisoqgi}161in—2( 1H)-y1]-3-{1-[2-
(dimethylamino)benzylj-1H-pyrazol-4-yl}pyridine —2-carboxy1}6/ acid;

15 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydro}§équinolin—2( 1H)-y1}-3-(5-
methyl-1-{2-[3-(morpholin-4-yl)propoxy Jbenzyl}-1 H—p};rézol—4—y1)pyridine-2—carboxylic
acid; ///

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,{;(ﬁhydroisoquinohn -2(1H)-y1]-3-{5-
methyl-1-[(1-methylcyclohexyi)methyl]-1 H-pyx;a’éfol#—yl }pyridine-2-carboxylic acid;

20 6-[8-(1,3-benzothiazol-2 —ylca.rbamo;/{]/){?: JA-dihydroisogquinolin-2(1H)-y1}-3-(1-{[2-(4-
chloropheny!)-4,4-dimethylcyclohex-1 -en;{—yl]methyl} -1H-pyrazol-4-y)pyridine-2-
carboxylic acid; //

6-[8-(1,3-benzothiazol-2 —ylgé&bamoyl)-?a J4-dihydroisoquinolin-2(1H)-y1]-3-[1-
(cyclohexylmethyl)-5-ethyl-1 H—gy?azol-ﬂf-yl]pyridineQ—carboxylic acid;

25 6-[8-(1,3-b enzothiazovlﬁé -ylcarbamoy!)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-(1-
{[(1R,2R,5R) —6,6—dimethy1b"féy clo[3.1.1]hept-2-ylimethyl}-5-methyl-1 H-pyrazol-4-
yD)pyridine-2 —carboxylig/é/cid;

6-[8-(1,3-b el}/z’éthiazol—fz -ylcarbamoy!)-3,4-dihydroisoquinolin-2(1H)-y1}-3-(1-
{[(1S,2R,5 S)—6,6—gﬁ?ﬁethylbicyclo[3 1.1 hept-2-yljmethy1}-5-methyl-1H-pyrazol-4-

30 yhpyridine-2 —qg;fgoxylic acid;

6- [8;('i ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y11-3-(1- {[1-(2-
methylpryéyl)cy clohexyl]methyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;

‘/6- [8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1}-3-(1-{[1-(2-
me;hgxyethyl) cyclohexyl]methyl}-1H-pyrazol-4-ylpyridine-2-carboxylic acid;

35 ’ 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3- {1-[2-(2-
methoxyethoxy)benzyl]-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-(1-{[1-(2-
methoxyethyl)cyclohexyl|methyl} -5-methyl-1H-pyrazol-4-y)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-
[(IR,2R 4R)-bicyclo[2.2.1 Thept-5-en-2-ylmethy1]-5-methyl-1H-pyrazol-4-yl} pyridine-2-
5 carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2 (1 H)-y1]-3- {14 (3.3-
dimethylcyclohexylymethyl}-1H-pyrazol-4-yl} pyridine-2-carboxylic acid; ‘
6-18-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)—yl}fg— [1-(3-
methoxy-1-phenylpropyl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid; //
10 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2 (},H,)—yl] -3-[1-(4-
methoxy-1-phenylbutyl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid; f/
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4~dihydroisoquinol}'é—2 (1H)-y1]-3-[1-(2-
methoxy-2-0x0-1-phenylethyl)-1H-pyrazol-4-y1] pyridine-Z—carbo/x’}'r/ﬁc acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4 —dihydroisogﬁinohn&(l H)-y1]-3-[1-(2-
15  cyclohexyl-1-phenylethyl)-1H-pyrazol-4-yl]pyridine-2-carbgxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-(1-{[ 1-(3-
methoxypropyljcyclohexylmethyl}-5-methyl-1 H-pyl;a"zol—4 -yl)pyridine-2-carboxylic acid;
6-{8-(1,3-benzothiazol-2-ylcarbamoy!}-3 ,47(fihydroisoquin0hn—2( 1H)-y1]-3-(1-{2-[3-
hydroxy-2-(hydroxymethyl)-2-methylpropoxylbénzyl}-5-methyl- 1 H-pyrazol-4-ylpyridine-2-
20 carboxvlic acid; / /
6-[8-(1,3-benzothiazol-2 ~ylcarba1p6/yl)—3 ,4-dihydroisoguinolin-2(1H)-y1]-3-{5-
methyl-1-[2-(tetrahydro-2H-pyran-4 —yl}zéthoxy)benzyl]- 1H-pyrazol-4-yl}pyridine-2-
carboxylic acid; / ’
6-[8-(1,3-benzothiazol-2 ;y/il(,cal‘balnoyl)—B JA-dihydroisoquinolin-2(1H)-y1]-3-{1-[2-
25  (1,4-dioxan-2-ylmethoxy)b en/;y'f] -5-methyl-1H-pyrazol-4-yl}pyridine-2-carboxylic acid;
6-[8-(1 ,3‘benzothi@261—2—ylcarbamoyl)—B ,L4-dihydroisoquinelin-2(1H)-y1}-3-(1-{[1-(2-
methoxyethoxy)cy clohe;e{l]methyl} -5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-b el},z’(/)}thi azol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)~y1}-3-(4-
phenoxyphenyl)pyﬁéﬁne-Z-carboxylic acid;
30 6-[8-(1 _,3/—/b enzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-(3-
phenoxyphengjf/i)pyridine—Z—carboxylic acid;
6/«@ -(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-[3-(4-
nitrop}}énoxy)phenyl]pyridine—Z—carboxyhc acid;
) // 6-18-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-yl1]-3-[3-(4-
35 lorophenoxy)phenyllpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-(3-
benzylphenyl)pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-yIcarbamoyl)-3 4-dihydroisoquimolin-2( 1 H)-y1]-3-[3-
{cyclohexylmethyl)-2-methylphenyllpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-(4-

methyl-3-phenoxyphenyl)pyridine-2-carboxylic acid; ‘ 4
5 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 4-dihydroisoquinolin-2( 1 H)-y1]-3-(2- /
methyl-5-phenoxyphenyl)pyridine-2-carboxylic acid; //
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H}-y1]- 3/{’—
methyl-3-phenoxyphenylpyridine-2~carboxylic acid; /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4~dihydroisoquinolin- 2\1H)A{ -3-(2-
10 methyl-4-phenoxyphenylpyridine-2-carboxylic acid; ,/

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

(cyclohexylmethoxy)-2-methylphenyl]pyridine-2-carboxylic acid; /
6-[8-(1,3-benzothiazol-2-yicarbamoyl)-3 ,4-dihyd1'oisoq11}ﬁglin—2( 1H)-y11-3-[4-
(cyclohexyloxy)-2-methylphenyl]pyridine-2-carboxylic acid; //
15 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4—dihydr(y’é€)quinolin-2( 1H)-y1]-3-{3-
(cyclohexyloxy)-2-methylphenylpyridine-2-carboxylic géid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-di §droisoquinolin—2(1H)—yl]-?a—{4-
(cyclohexylmethoxy)-2-methylphenylpyridine-2- %rboxyhc acid;
6-{8-(1,3-benzothiazol-2-ylcarbamoyl)- 4 dihydroisoquinolin-2Z (1 H)-vij-3-[Z-cyano-
20 3-{(cyclohexyloxy)phenylipyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbar o/yl)-?;,4—dihydroisoquinohn~2(l H)-y1}-3-[2-chloro-
3»(cyclohexyioxy)phenyl]pyridine—Z—(?rboxylic acid;
6-[8-(1,3-benzothiazol-2 -ylgarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1}-3-[3-
(cyclohexylamino)-2-methylphend1]pyridine-2-carboxylic acid;
25 6-[8-(1 ,S—benzothiazc}lfié -ylearbamoyl)-3,4-dihydroisoquinolin-2{ 1 H)-y1]-3-[3-
(Cyclohexyloxy)-z-ﬂuoroahény]]pyridine—Z-carboxylic acid;
6-[8-(1,3-b enzo}hiazolQ—ylcarbamoyl)—E A-dihydroisoquinolin-2(1 H)-y1}-3-[3-
(cyclohexyloxy)—Z—(@i’ﬁuoromethyl)pheny]]pyridineAZ—carboxylic acid;
-[8-(1,3 bénzothiazol 2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-{3-[(3,3-
30  dimethyleyel ohéxyl)oxy] 2-methylpheny!} pyridine-2-carboxylic acid;
[8%(1 3-benzothiazol-2-ylearbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-(1-
benzyl- llﬂ{l ,2,3-triazol-4-yl)pyridine-2-carboxylic acid;
/6— [8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-{1-
ben/y‘l—S ~(ethoxycarbonyl)-2-methyl-1H-pyrrol-3-ylpyridine-2-carboxylic acid;
35 6-[8-{1,3-benzothiazol-2-ylcarbamoy!)-3,4-dihydreisoguinolin-2( 1 H)-y1}-3-(1-
benzyl-5-carboxy-2-methyl-1 H-pyrrol-3-ylpyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( L H)-y1]-3-(1-
benzyl-1H-pyrrol-3-yD)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2 (1 H)-y1}-3- {1 -[(4-
methylphenylsulfonyl]-1H-pyrrol-3-y1} pyridine-2-carboxylic acid; y
5 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-(1-  / /
benzoyl-1H-pyrrol-3-yDpyridine-2-carboxylic acid; /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1] —37[/1 -
{(phenylsulfonyl)-1H-pyrrol-3-y1]pyridine-2-carboxylic acid; //
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)/y/l] -3+(1-
10 benzyl-5-cyano-2-methyl-1H-pyrrol-3-yl)pyridine-2-carboxylic acid; 7
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin -2(/1 H)-y1]-3-[5-cyano-
1-(cyclohexylmethyl)-2-methyl-1H-pyrrol-3-yl]pyridine-2-carboxyli¢ acid;
6-[8-(1,3-b enzothiazol-Z—ylcarbamoyl)—3,4—dihydroisoqui)7f6hn—2(l H)-y1]-3~(5-cyano-
2-methyl-1-{[1-(piperidin-1-yl)cyclohexyljmethy1}-1 H—pyrrolﬁ/uyl)pyridine-Z -carboxylic
15 acid; / /
6,6'-bis[8~(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1H)-y1}-3,3"
bipyridine-2,2'-dicarboxylic acid; //
6-[8-(1,3-benzothiazol-2-ylcarbarmoyl)-3 ,Q/éhydfoisoquinolin -2(1H)-y1]-3-(2-
benzyl-1,2,3,4-tetrahydroisoquinolin-6-yl )pyrid'n/é-z -carboxylic acid;
20 6-[8-(1,3-benzothiazol-2-ylcarbamoyt)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-{[1-(2-
methoxyethyl)cycloheptyljmethyl}-5 -Inefg}a’gjl- I H-pyrazol-4-y)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2 -ylcarpé/moyl)—B ,/A-dihydroisoquinolin-2(1H)-yl]-3-{1-
(piperidin-4-ylmethyl)-1 H-py}‘azol-flff;l]pyridine—2 -carboxylic acid;
6-[8-(1,3-benzothiazol-2 /ﬁcarbamoyl)—B LA-dihydroisoquinolin-2(1H)-y1}-3-[2-
25 (pyridin-2-ylmethyl)-1,2,3,4 —};zfcrahydroisoquinoliné -yl]pyridine-2-carboxylic acid,
6-[8-(1 ,3-benzothiga,z/bl—2-ylcarbamoyl)—B JA-dihydroisoquinolin-2(1H)-y1]-3-[2-
(cyclohexylmethyl)-1 ,273{4 -tetrahydroisoquinolin-6-yljpyridine-2-carboxylic acid,;
6-18-(1,3-b er}z/othiazol—Z-ylcarbamoyl)—B JA-dihydroisoquinolin-2(1H)-yl]-2'-
(cycloh exyloxy)—3,'£§nethyl—3 ,4'-bipyridine-2-carboxylic acid;
30 6-[8-( 1/,,/3':b enzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-2'-
(cyclohexyllg)f(/y)-l’s ,4'-bipyridine-2-carboxylic acid;
6/{8 -(1,3-benzothiazol-2-ylcarbamoy!)-3,4-dihydroisoquinolin-2(1 H)-yl}-2'-phenoxy-
3,4 bipyridine-2-carboxylic acid;
/ | 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-(1-
35 églzyl- 1H-pyrrolo[2,3-b]pyridin-3-yDpyridine-2-carboxylic acid,;
6-{8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1}-3"-methy!-
2'-phenoxy-3,4'-bipyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3'-methyl-
2'-[methyl(phenyl)amino]-3,4'-bipyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-(1- {[1-
(methoxymethyl)cyclohexyljmethyl}-5-methyl- 1 H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]}-3-(1-{ [/ 13-
dimethyl-1-(morpholin-4-ylcyclohexylmethyl } -5-methyl-1 H—pyrazol-4—yl)pyridine—%/
carboxylic acid; /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl ,_/g_( I-{[1-(2-
methoxyethy!)-3,3-dimethylcyclohexylmethyl} - 5-methyl- lH-pyrazol-4~y1)py4ﬁne~2 -
carboxylic acid; /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4-dihydroisoquinolin—‘Z{l H)-y1}-3-(1-{[1-(3-
methoxypropyl)cycloheptyljmethyl}-5-methyl-1 H—pyrazol—4—y])pyri}zféle—%carboxylic acid;
N-(1,3-benzothiazol-2-yH-2-{5-(1-{[1 —(2-methoxyethy1)937’élohepty1]methyl}-5 -
methyl-1H-pyrazol-4-y1)-6-[(methylsulfonyl)carbamoyl]pyridig-2-y1}-1,2,3,4-
tetrahydroisoquinoline-8-carboxamide; / /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihy '(/)isoquinolin-2( 1H)-yl1]-3-[1-
(tetrahydro-2H-pyran-2-ylmethyl)-1H-pyrazol-4-yl]pyfidine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 4 Aihydroisoquinolin-2(1H)-y1}-3-(1-
{[(1IR,2R,3R,55)-2-(2 —methoxyethyl)—é,6—dimet}a§1bicycio {3.1.1]hept-3-yljmethyl}-1H-
pyrazol-4-yl)pyridine-2-carboxylic acid; //
6-[8-(1,3-benzothiazol-2-ylcarba 6yl)—3 ,A4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(2-
methoxyethoxy)cycloheptyllmethyl} -5/methyl-1 H-pyrazol-4-yDpyridine-2-carboxylic acid;
6-[8-(1,3-b enzothiazol—2~ylg¢i§bamoy1}—3 4-dihydroisoquinolin-2(1H)-y1]-3-{1-[1-
cyclohexyl-3 —(morpholin—4—yl)prgf)/yl] -5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazo é’é—ylcarbamoyl)% J4-dihydroisoquinolin-2(1H)-yl1}-3-(1-
benzyl-1H-indazol-5-yl)pyridine-2-carboxylic acid;
6-[8-(1 ,3—benzo/th/i/azol-Z—ylcarbamoyl)—3 ,4-dihydroisoquinolin-2(1H)-y1]-3-[5-
methyl-1 -(teirahydro?z/i—l-pyran—Z -ylmethyl)-1H-pyrazol-4-ylpyridine-2-carboxylic acid;
6-[8-(1 ,3—/b/é/nzothiazol—2 ~ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[5-
methyl-1-({1- [}4zmomhohn-4~y1)pr0poxy] cycloheptyl}methyl)-1H-pyrazol-4-ylpyridine-2-
carboxylic a;{d;
6/{8—( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]}-3-{2-
methy}é@ -[methyl(phenyl)aminoJphenyl}pyridine-2-carboxylic acid;
/’/ 6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2 (1 H)-y1}-3-{1-[(1-
ethoxy-3,3-dimethylcyclohexyl)methyl}-5-methyl-1H-pyrazol-4-yl}pyridine-2-carboxylic

acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3-(1~
{[(1S,2R,58)-6,6-dimethylbicyclo[3.1.1 Jhept-2-ylimethyl}-5-methyl-1H-1,2,3-triazol-4-
yDpyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2 (1 H)-y1]-3- {3-[(3,34
dimethyleyclohexyl)(methyl)amino]-2-methylphenyl} pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoy!)-3,4-dihydroisoquinolin-2(1 H)~yl]-3—(fr/
methyl-1-{{1-(morpholin-4-yl)cyclohexyljmethyl}-1 H—pyrazol-4—y1)pyridine—2—ca;lzoxyhc
acid; /

6-[8-~(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H -3//1]-2’-
[cyclohexyl(methyl)amino]-3'-methyl-3,4'-bipyridine-2-carboxylic acid; f/'

N-(1,3-benzothiazol-2-y1)-2-(5-{1-{(1-methoxy-3,3- dimethylcyé/lohexyl)methyl]—5-
methyl-1H-pyrazol-4-yl}-6-[(methylsulfonyl)carbamoyl}pyridin- 2—y1{1 2,3,4-
tetrahydroisoquinoline-8-carboxamide;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-1 -methyl-3,4-§Lﬁ;ydroisoquinolin-2( 1H)-y1]-3-
{5-methyl-1-[(1-methylcyclohexyl)methyl]- 1H—pyrazol-4-y1/}/ pyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4—dih);dﬁ‘i)isoquinohn—2( 1H)-yl]-3"-cyano-2'-
[cyclobexyl(methyl)amino]-3 ,4’—bipyridine—Z-carboxyﬁc acid,

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,{}viéihydroisoquino],in—Z(1 H)-y11-3-{1-[(1-
methoxyceyclohexyDmethyl]-5-methyi-1 H—pyra/z‘él—ti -yi}pyridine-2-carboxylic acid;

6-[8-(1, 3—ben7othia7ol-2—y1carbam(iy{ -3,4-dihydroisoquinolin-2(1 H)-y1}-3- {1-[(1-
methoxy-3,3- chmvthylcvclohexyl)methy/}»5 -methyl-1H-1,2,3-triazol-4~yl} pyridine-2-
carboxylic acid; /

6-[8-(1 ,3-benzothiazol-2—y}/@érbamoyl)%,4—dihyd1'oisoquin01in—2( 1H)-y1}-3-[1-({1-]2-
(1,1-dioxidothiomorpholin-4-y1) /etﬁoxy] cyclohexyl}methyl)-5-methyl-1H-pyrazol-4-
ylIpyridine-2-carboxylic acid;/

6-[8-(1,3-benzothigzol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(5-cyano-
2-methyl-1-4{[1- (morphol/n 4-yleyclohexyllmethyl}-1H-pyrrol-3-yDpyridine-2-carboxylic
acid; /

6-[8-(1 ,3—b’énzothiazol-2 -ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-(1-{[1-(2-
hydroxy ethox;}é/y clohexyllmethyl}-5-methyl-1 H-pyrazol-4-yl)pyridine-2-carboxylic acid;

6- [§/( 1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1]-3-(1-{[1-
2,3 —dim;fﬁoxypropoxy)cycloh eptylimethyl}-5-methyl-1 H-pyrazol-4-ypyridine-2-
oarbo/xy/]ic acid;

/

/

le]—6—[(methylsulfonyl)carbamoyl]pyridin—z—yI}—1,2,3,4-tetrahydroisoquinoline—8-

N-(1,3-benzothiazol-2-y1)-2-{5-[5-cyano-1 -(cyclohexylmethyl)-2-methyl-1 H-pyrrol-

carboxamide;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dikydroisoquinolin-2(1 H)-y1]-3-(5-cyano-
1-{[1-(2-methoxyethoxy)cycloheptyljmethyl}-2-methyl-1H-pyrrol-3-yl)pyridine-2-carboxylic
acid;

6-18-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisequinolin-2( 1 H)-y1}-3-(1-{[1-
(1,4-dioxan-2-ylmethoxy)cycloheptylimethyl }-5-methyl-1H-pyrazol-4-yl)pyridine-2- // I
carboxylic acid; /

6-[8-(1,3-benzothiazol-2-ylcarbamoyt)-3 4-dihydroisoquinohin-2(1 H)-y1}-3 {/5-
methyl-1-({1-[2-(morpholin-4-y1)-2-oxoethoxy] cyclohexyl}methyl)-IH—pyrazol/v/—
yllpyridine-2-carboxylic acid; ’/
6-[8-(1,3-benzothiazol-2~ylcarbamoyl)-3 4—a1hydr01soqumohn—2( L){)—vl 3-(1-{[1-
(2,3-dihydroxypropoxy yeycloheptylmethyl} -5 -methyl-1 H-pyrazol-4-y l)pyrldme 2-
carboxylic acid; /
6-[8-(1,3-benzothiazol-2-ylcarbamoy!)-3 ,4—dihydloisoqui);{olin—2( 1H)-y1]-3-(5-cyano-
1-{[1-(dimethylamino)cyclohexyljmethyl}-2-methyl-1 H~pyrrg}i€ -yDpyridine-2-carboxylic
acid; /
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3 ,4~dihy}f'oisoquinolin—2( 1H)-y1]-3-{3-
[(cyc]ohexylcarbonyl)(methyl)amino]—2—methylpheng}f}’pyridine-2-carboxy1ic acid;

6-[8-(1 ,3-benzothiazo1—2—ylcarbamoyl)—3,i/éihydroisoquino]in&( 1H)-y1]-3-[1-({3,3-
dimethyl-1-[2-(methylsulfonyl)ethoxyJcyclohexyl} methyl)-5-methyl-1H-pyrazol-4-
yl]pyridine-2-carboxylic acid; ///

6-[8-(1,3-benzothiazol-2 —ylcarbal}z’(/)yl)—B JA-dihydroisoquinolin-2(1H)-y1]-3-(2-
methyl-3- {methyl[(1—methy1cyclohex3§10{:arbony1]amino}phenyl)pyridine-Z-carboxylic acid;

6-[8-(1, 3-benzothiazo1—2-y1§%f;bam0y1)—3 4—dihyd1‘oisoquinolin—2( [H)-y11-3-{1-{[1-(2-
methoxyethoxy)-3,3- dlmethylcydohexyl]methyl} -5-methyl-1H-pyrazol-4-ypyridine-2-
carboxylic acid; /

6-[8-(1,3 benzothlazol 2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1}-3- {2-cyano-
3-[(cyclohexylsulfonyl)gmethyl)arnmo]phenyl}pyrldlne—z-carboxyhc acid;

6-[8-( 1,3‘bex/x,z‘&hiazol—Z—ylcarbamoyl)—B,4-dihydroisoquino]in-2(1H)-y1]-3-{2—cyan0—
3-[2-(tricyclo[3.3 .}/1»".' 1’ “Tldec-1-yD)pyrrolidin-1-yl]phenyl} pyridine-2-carboxylic acid;

6-[8-( 1/,5ib enzothiazol-2-ylcarbamoy!)-3,4-dihydroisoquinolin-2( 1 H)-y1}-3'-methyl-
2'-(piperidi1};*1/-y1)—3,4"—bipyridine-2—carb0xylic acid;

6/,-{:%—(1 ,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[1-(1-
cyclo}},égc’yl-B -methoxypropy!)-5-methyl-1H-pyrazol-4-ylipyridine-2-carboxylic acid;

P

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

/

-carboxylic acid;

35 /ﬂ;nethyl— 1-[2-(methylamino)ethoxyJeyclohexyl ymethyl)-5-methyl- 1 H-pyrazol-4-yljpyridine-
2

/

/

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

trimethyltetrahydro-2H-pyran-2-ylymethyl}- 1H-pyrazol-4-yl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-y1}-3-(1-benzy}-

1H-indazol-4-yl)pyridine-2-carboxylic acid; and
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H}-yl]-3~( I;Azyl-

/

1H-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, 9sophageal cancer,
hepatocellular cancer, lymphoblastic leukemia, follicular lymphoma, 1}7ﬁi>hoid malignancies of
T-cell or B-cell origin, melanoma, myelogenous leukemia, myeloma/dral cancer, ovarian cancer,
non-small cell lung cancer, chronic lymphocytic leukemia, myek}vria, prostate cancer, small cell
lung cancer or spleen cancer, said composition comprising an e;{cipient and a therapeutically
effective amount of a compound of claim 1 or a pharmaceu;iéally acceptable salt thereof.

/

15. Use of a therapeutically effective amount of ?»éompound of claim 1, or a
pharmaceutically acceptable salt thereof, in the ma}{ﬁfacture of a medicament for of treating
bladder cancer, brain cancer, breast cancer, bon/fz/}narrow cancer, cervical cancer, chronic
lymphocytic leukemia, colorectal cancer, esgﬁilageal cancer, hepatocellular cancer, lymphoblastic
leukemia, follicular lymphoma, lymphcyé;alignancies of T-cell or B-cell origin, melanoma,
myelogenous leukemia, myeloma, oral €ancer, ovarian cancer, non-small cell lung cancer,
chronic lymphocytic leukemia, my;:)/é)ma, prostate cancer, small cell lung cancer or spleen cancer

in a patient. /

/

/£
/

/
16. Useofa therapeu@z:élly effective amount of the compound of claim 1, or a
pharmaceutically accep;é{)le salt thereof, and a therapeutically effective amount of one additional
therapeutic agent or/p’i'ére than one additional therapeutic agent, in the manufacture of a
medicament for t;eéting bladder cancer, brain cancer, breast cancer, bone marrow cancer, cervical
cancer, chronig/fymphocytic leukemia, colorectal cancer, esophageal cancer, hepatocellular
cancer, lymphoblastic leukemia, follicular lymphoma, lymphoid malignancies of T-cell or B-cell
origin, n}éjl/anoma, myelogenous leukemia, myeloma, oral cancer, ovarian cancer, non-small cell

lung c¢éncer, chronic lymphocytic leukemia, myeloma, prostate cancer, small cell lung cancer or

spléen cancer in a patient.
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Claims

1. A compound having Formula (IIT)

(R )m (R_)n
g T e
(R3)p
\Y2
Formula (III),

or a therapeutically acceptable salt thereof, wherein

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

R*, at each occurrence, is independently selected from the group consisting of R,
CO(O)R?, CO(O)H, CN, F, Cl, Brand I;

L' is selected from the group consisting of (CR6R7)q, (CR®R"),-C(0)~-(CR°R"),, and
(CR®R"),-S(0),-(CR°R7),; and

Y? is selected from the group consisting of Cs_j; branched chain alkyl, Cs_7 cycloalkyl,
Ca.7 cycloalkenyl, phenyl, and Cs_; heterocyclyl; wherein the C;_; cycloalkyl, Cy4.;
cycloalkenyl, phenyl, and C;_; 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 R®, OR®, SO,R®, CO(O)R?, NHR®, N(R*),, C(O)H, OH, CN, NO,, F
Cl,Brand I; or

L'isa bond; and

Y? is selected from the group consisting of Cs_; cycloalkyl, phenyl, and Cs_
heterocyclyl; wherein the Cs.; cycloalkyl, phenyl, and Cs.; heterocyclyl represented by Y are
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 R® and C(O)NHR®;

7! is selected from the group consisting of

0 0 0
A\ /O
)J\ /lk .87
Ty
5 OH ,and H Rl\;
R! is absent;
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Rz, at each occurrence, is independently C, alkyl;

R*is absent;

R*, at each occurrence, is independently selected from the group consisting of OR'?
and halogen;

R’, at each occurrence, is independently selected from the group consisting of Cj
alkyl, Ci haloalkyl, C;¢ hydroxyalkyl, aryl, and cycloalkyl;

R® and R, at each occurrence, are each independently selected from the group
consisting of hydrogen, R', and CO(O)R";

R®, at each occurrence, is independently selected from the group consisting of Cy.
alkyl, Co¢ alkynyl, aryl, heterocyclyl, and cycloalkyl; wherein the R® C 6 alkyl, and Co.g
alkynyl are optionally substituted with one, two, or three substituents independently selected
from the group consisting of Rl(’, OR'®, SOzR16, C(O)Rl6, N(Rl6)2, OH, F, Cl,Brand I;
wherein the R® aryl and heterocyclyl are optionally substituted with one substituent
independently selected from the group consisting of Cy.¢ alkyl, F, Cl, Br and [;

R¥, at each occurrence, is independently C. alkyl;

R is C4 alkyl;

R", at each occurrence, is independently selected from the group consisting of Cy4
alkyl, and aryl; wherein the R C, 4 alkyl is optionally substituted with one substituent
independently selected from the group consisting C,.4 alkoxy, and heterocycloalkyl;

R'®, at each occurrence, is independently selected from the group consisting of C 4
alkyl, aryl, heterocycloalkyl, and heteroaryl;

qis1,2,or3;

s is 0;

ris 0, or 1;

m 1s 0;

nis0,or1;

01s 0,1, 0or2; and

pis 0.

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

L' is (CR°R")y; and



Y? is selected from the group consisting of Cs.7 cycloalkyl, C4 7 cycloalkenyl, phenyl,
and Cs.; heterocycloalkyl; wherein
R® and R7, at each occurrence, are R or hydrogen; and

qis1,2,or3.

3. The compound or therapeutically acceptable salt of claim 1, selected from the group
consisting of
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-benzyl-1H-
pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[1-(pyridin-4-
yimethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yi]-3-[ 1 -(pyridin-3-
ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[1-(4-
hydroxybenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-[1-(1-
phenylethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{4-[2-
(dimethylamino)ethoxy]benzyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
3-(1-benzyl-1H-pyrazol-4-yl)-6-{8-[(5,6-difluoro-1,3-benzothiazol-2-yl)carbamoyl}-3.,4-
dihydroisoquinolin-2(1H)-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[2-(4-
fluorophenyl)ethyl]-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 1-(3-
chlorobenzyl)-1H-pyrazol-4-yllpyridine-2-carboxylic acid;
3-(1-benzyl-1H-pyrazol-4-yl)-6- {8-[(6-fluoro-1,3-benzothiazol-2-yl)carbamoyl]-3,4-
dihydroisoquinolin-2(1H)-yl} pyridine-2-carboxylic acid;
3-(1-benzyl-1H-pyrazol-4-yl)-6-{8-[ (6-methoxy-1,3-benzothiazol-2-yl)carbamoyl]-3,4-
dihydroisoquinolin-2(1H)-yl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-benzyl-3,5-
dimethyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 1-(3-
methylbenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(3-
methoxybenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-[1-(4-
chlorobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[3-
(benzyloxy)benzyl]-1H-pyrazol-4-yl}pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(3-
hydroxybenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{3-[2-
(dimethylamino)ethoxy]benzyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-benzyl-3-
methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-benzyl-5-
methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
3-(1-benzyl-1H-pyrazol-4-yl)-6-{8-[(7-chloro-1,3-benzothiazol-2-yl)carbamoyl]-3,4-
dihydroisoquinolin-2(1H)-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{{6-
(pyrrolidin-1-yl)pyridin-2-yljmethyl } -1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-phenyl-1H-
pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 1-(3-
cyanobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-[1-(2-
chlorobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 1-(pyridin-2-
ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-benzyl-3-
cyano-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 1 -(naphthalen-2-
ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[3-(3-methyl-
1,2,4-oxadiazol-5-yl)benzyl]-1H-pyrazol-4-yl}pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 1-benzyl-3-
(hydroxymethyl)-5-methyl-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[2-
(benzyloxy)benzyl]-1H-pyrazol-4-yl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(5-methyl-1-{[6-
(pyrrolidin-1-yl)pyridin-2-yl]methyl } -1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-[ 1-benzyl-3-
(ethoxycarbonyl)-5-methyl-1H-pyrazol-4-yl|pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[3-
(dimethylamino)benzyl]-1H-pyrazol-4-yl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-benzyl-3-
carboxy-5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2-
hydroxybenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1}-3-[ 1-(2,3-dihydro-
1H-inden-1-yl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2-
phenylethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 1-(3,4-dihydro-
2H-chromen-4-yl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{2-[2-
(dimethylamino)ethoxy]benzyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2-
fluorobenzyl)-5-methyl-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3.,4-dihydroisoquinolin-2(1H)-y1]-3-[ 1-
(cyclohexylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 1-
(cyclohexylmethyl)-5-methyl-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;



6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2( 1 H)-yl]-3-[1-(4-{[3-
(dimethylamino)propyl]amino }-3-nitrobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1}-3-[ 1-(4-fluoro-3-
nitrobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-(1-{2-[2-
(morpholin-4-yl)ethoxy]benzyl } -1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{2-[3-
(dimethylamino)propoxy]benzyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-{1-[ 2-(pyridin-4-
ylmethoxy)benzyl]-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-{2-[2-
(dimethylamino)ethoxy]benzyl } -5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 1 -(tetrahydro-
2H-pyran-4-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-(1-{2-[3-
(dimethylamino)prop-1-yn-1-yl]benzyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 1-(2,3-
difluorobenzyl)-1H-pyrazol-4-yl}pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 1-(3,5-
difluorobenzyl)-1H-pyrazol-4-ylipyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2,5-
difluorobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl}-3-[ 1-(2,6-
difluorobenzyl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-[ 1 -(tetrahydro-
2H-pyran-3-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-[ 1-(2-
nitrobenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-[ 1-(biphenyl-3-
ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;



6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3.4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2,2-
dimethylpropyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2-
cyclohexylethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3- {1-[3-
(trifluoromethyl)benzyl]-1H-pyrazol-4-yl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl}-3-[1-(biphenyl-2-
ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-[1-
(cyclopentylmethyl)-5-methyl-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[ 1-(3-
formylbenzyl)-1H-pyrazol-4-yllpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-benzyl-5-
phenyl-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-[5-methyl-1-
(tetrahydro-2H-pyran-3-ylmethyl)-1H-pyrazol-4-yl|pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-{1-[(1-
phenylcyclohexyl)methyl]-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-{3-
[(dimethylamino)methyljbenzyl }-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-{1-[3-
(methylsulfonyl)benzyl]-1H-pyrazol-4-yl }pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[1-
(cyclohexylmethyl)-5-cyclopropyl-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(3,5-di-tert-
butylbenzyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {1-[2-
(morpholin-4-ylsulfonyl)benzyl]-1H-pyrazol-4-yl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-yl]-3-{1-[(4,4-
difluorocyclohexyl)methyl]-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[ 1-
(trifluoromethyl)cyclohexylimethyl }-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-[ 1-
(diphenylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[2-
(morpholin-4-yl)benzyl]-1H-pyrazol-4-yl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-{1-[3-
(morpholin-4-yl)-1-phenylpropyl]-1H-pyrazol-4-yl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[ 1-(tert-
butoxycarbonyl)piperidin-4-yljmethyl } -1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(5-methyl-1-{2-
[2-(morpholin-4-yl)ethoxy]benzyl}-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[2-
(dimethylamino)benzyl]-1H-pyrazol-4-yl } pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(5-methyl-1-{2-
[3-(morpholin-4-yl)propoxy]benzyl } -1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-{5-methyl-1-[(1-
methylcyclohexyl)methyl]-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } -1H-pyrazol-4-yl)pyridine-2-
carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-
(cyclohexylmethyl)-5-ethyl-1H-pyrazol-4-yllpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[(1R,2R,5R)-
6,6-dimethylbicyclo[3.1.1Thept-2-ylimethyl } -5-methyl-1H-pyrazol-4-yl)pyridine-2-
carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1 H)-y1]-3-(1-{[(1S,2R,5S)-
6,6-dimethylbicyclo[3.1.1Thept-2-yljmethyl }-5-methyl-1H-pyrazol-4-yl)pyridine-2-
carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[ 1-(2-
methylpropyl)cyclohexyljmethyl }-1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(2-
methoxyethyl)cyclohexylmethyl } -1 H-pyrazol-4-yl)pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3- {1-[2-(2-
methoxyethoxy)benzyl]-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(2-
methoxyethyl)cyclohexylmethyl }-5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {1-[(1R,2R,4R)-
bicyclo[2.2.1]hept-5-en-2-yimethyl]-5-methyl-1H-pyrazol-4-yl } pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[(3,3-
dimethylcyclohexyl)methyl]-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(3-methoxy-1-
phenylpropyl)-1H-pyrazol-4-yl|pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl}-3-[1-(4-methoxy-1-
phenylbutyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-(2-methoxy-2-
oxo-1-phenylethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-[ 1-(2-cyclohexyl-
I-phenylethyl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(3-
methoxypropyl)cyclohexyljmethyl }-5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1-{2-[3-
hydroxy-2-(hydroxymethyl)-2-methylpropoxy]benzyl }-5-methyl-1H-pyrazol-4-
yl)pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-{5-methyl-1-[2-
(tetrahydro-2H-pyran-4-ylmethoxy)benzyl]-1H-pyrazol-4-yl } pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-{1-[2-(1,4-
dioxan-2-ylmethoxy)benzyl]-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {[1-(2-
methoxyethoxy)cyclohexylmethyl}-5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic

acid;



6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(2-
methoxyethyl)cycloheptyl Jmethyl } -S-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;

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

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[ 1-
(methoxymethyl)cyclohexyljmethyl}-5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[3,3-
dimethyl-1-(morpholin-4-yl)cyclohexyllmethyl }-5-methyl-1H-pyrazol-4-yl)pyridine-2-
carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(2-
methoxyethyl)-3,3-dimethylcyclohexyljmethyl }-5-methyl-1H-pyrazol-4-yl)pyridine-2-
carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1- {{ 1-(3-
methoxypropyl)cycloheptyljmethyl } -5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;

N-(1,3-benzothiazol-2-y1)-2-{5-(1-{[1-(2-methoxyethyl)cycloheptyl methyl } -5-methyl-1H-
pyrazol-4-yl)-6-[ (methylsulfonyl)carbamoyl]pyridin-2-y1}-1,2.3,4-
tetrahydroisoquinoline-8-carboxamide;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 1-(tetrahydro-
2H-pyran-2-ylmethyl)-1H-pyrazol-4-yljpyridine-2-carboxylic acid;

6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-(1-
{[(1R,2R,3R,5S)-2-(2-methoxyethyl)-6,6-dimethylbicyclo[3.1.1 hept-3-yljmethyl }-1H-
pyrazol-4-yl)pyridine-2-carboxylic acid,;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-(1- {[1-(2-
methoxyethoxy)cycloheptyljmethyl}-5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-{1-[1-cyclohexyl-
3-(morpholin-4-yl)propyl}-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[5-methyl-1-
(tetrahydro-2H-pyran-2-ylmethyl)-1H-pyrazol-4-yl]pyridine-2-carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[ 5-methyl-1-({1-
[3-(morpholin-4-yl)propoxy]cycloheptyl } methyl)-1H-pyrazol-4-yl]pyridine-2-
carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3-{ 1-[(1-methoxy-
3,3-dimethylcyclohexyl)methyl]-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl}-3-(5-methyl-1-{[1-
(morpholin-4-yl)cyclohexylmethyl } -1H-pyrazol-4-yl)pyridine-2-carboxylic acid;
N-(1,3-benzothiazol-2-y1)-2-(5-{1-[(1-methoxy-3,3-dimethylcyclohexyl)methyl]-5-methyl-
1H-pyrazol-4-yl}-6-[(methylsulfonyl)carbamoyl|pyridin-2-yl)-1,2,3,4-
tetrahydroisoquinoline-8-carboxamide;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-1-methyl-3,4-dihydroisoquinolin-2(1H)-yl]-3- {5-
methyl-1-[(1-methylcyclohexyl)methyl]-1H-pyrazol-4-yl} pyridine-2-carboxylic acid,
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-{1-[(1-
methoxycyclohexyl)methyl]-5-methyl-1H-pyrazol-4-yl} pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-[1-({1-[2-(1,1-
dioxidothiomorpholin-4-yl)ethoxy]cyclohexyl } methyl)-5-methyl-1H-pyrazol-4-
yl]pyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1}-3-(1-{[1-(2-
hydroxyethoxy)cyclohexylimethyl}-5-methyl-1H-pyrazol-4-yl)pyridine-2-carboxylic
acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(2,3-
dimethoxypropoxy)cycloheptyl methyl}-5-methyl-1H-pyrazol-4-yl)pyridine-2-
carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(1,4-
dioxan-2-ylmethoxy)cycloheptyljmethyl} -5-methyl-1H-pyrazol-4-yl)pyridine-2-
carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[5-methyl-1-({1-
[2-(morpholin-4-yl)-2-oxoethoxy]cyclohexyl }methyl)- 1 H-pyrazol-4-yl]pyridine-2-
carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(2,3-
dihydroxypropoxy)cycloheptylimethyl}-5-methyl-1H-pyrazol-4-yl)pyridine-2-

carboxylic acid;
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6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[1-({3,3-
dimethyl-1-[2-(methylsulfonyl)ethoxy]cyclohexyl }methyl)-5-methyl-1H-pyrazol-4-
yl]pyridine-2-~carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3-(1-{[1-(2-
methoxyethoxy)-3,3-dimethylcyclohexylJmethyl } -5-methyl-1H-pyrazol-4-yl)pyridine-
2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[1-(1-cyclohexyl-
3-methoxypropyl)-5-methyl-1H-pyrazol-4-yljpyridine-2-carboxylic acid;
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl]-3-[1-({3,3-
dimethyl-1-[2-(methylamino)ethoxy]cyclohexyl } methyl)-5-methyl-1H-pyrazol-4-
yl]pyridine-2-carboxylic acid; and
6-[8-(1,3-benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-yl1]-3- {5-methyl-1-
[(2,6,6-trimethyltetrahydro-2H-pyran-2-yl)methyl]-1H-pyrazol-4-yl } pyridine-2-

carboxylic acid.

4. 6-[8-(1,3-Benzothiazol-2-ylcarbamoyl)-3,4-dihydroisoquinolin-2(1H)-y1]-3- {1-[(1-
methoxy-3,3-dimethylcyvclohexyl)methyl]-5-methyl-1H-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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