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CLAIMS

the following formu

or a pharmaceutically acceptable salt ther

C is a core stfructure selected from:
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Y and Z are independently CH or N;
Rings A and B are independently pheny! or 5- or 6-membered heteroaryl wherjjn
phenyl and hereroaryl are optionally substituted with 1 to 3 substituents
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independently selected from Cyalkyl, Cy7alkoxy, halo, halo-Cyzalkyl, halo-Cqzalkoxy,
amino, Cq.zalkylaming, di-C,zalkylamino, Cs.zcycloalkyl and Cszcycloalkoxy ;
D is Cszcycloalkyl, phenyl, 5- or 6-membered heteroaryl wherein phenyl and

ereroaryl are optionally substituted with 1-3 substituents independently selected
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with the proviso that core C and L do not form a N¥ bond or 2 N-O bond;
X' is absent or is CR® wherein RE forms with R' the f&{owing ring:

\s;‘ o
Y=o

~
R'is C(O)O-alkyl, C{O)-alkyl or 5- or 6-membered heteroaryl optiony substituted with 1
to 3 substituents independently selected from Cqralkyl, hydroxy-Cizalki, Cy.ralkoxy
optionally substituted with C4;alkoxy, hydroxy, halo or -8{0),C,4alkyi; amiRo, C,.
7alkylamino, di-Cy.zalkylamino, amino-C, yalkyl, Cq.7alkylamino-C,salkyl, di-C4
zalkylamino-C..zalkyl, (hydroxyC,ralkylamino, hydroxy-C,ralkoxy, halo, benzyldyy, 5- or
6-membered heterocyclyl or 5- or 6-membered heteroaryl wherein each heteroaryi\gnd

heterocyclyl are optionally substituted with 1 to 3 substituents independently selected
from oxo, Cqalkyl, Csralkanoyl and hydroxy;
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R® in each instance, is independently halo, halo-Cqzalkyl, NO, or CN;
pis 0, 1or2;

R is H, Cq.7%kyl or Cazcycloalkyl, C(O)-Cq.zalkyl, C(O)O-C.7alkyl;

R?, R and R? &g independently H, Cy7alkyl, Carcycloalkyl, CN, halo-Cy.ralkyl, C;.
zalkoxy, halo, haldC.7alkoxy, Cazcycloalkyloxy, phenyl, 5- or 6-membered ring
heteroaryl, or hydro
R'is H, C.ralkyl or Csz

Ak is Cqslinear or branch

cloalkyl;

Cy is Ca7 cycloalkyl.

2. A method of treating atherosclergsis or dyslipidemia, or a method of raising HDL-C
and/or lowering LDL-C comprising:
1. Selecting subject with high triglycerides lewel; and

2. Administering to said subject a therapeuticalli\effective amount of a compound of Formula

RO
|\ \
Y
R7

or a pharmaceutically acceptable salt thereof wherein:

C is a core structure selected from:
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tly phenyl or 5- or 6-membered heteroaryl wherein phenyl and

Y and Z are independentl
Rings A and B are independ
hereroaryl are optionally substitd{ed with 1 to 3 substituents independently selected from C,.
7alkyl, Cqzalkoxy, halo, hale-Czally, halo-C4zalkoxy, amino, Cq.zalkylamino, di-C.
7alkylamino, Cj.scycloalkyl and Cs;cyNoalkoxy ;

D is Cazcycloalkyl, phenyl, 5- or 8-membgred heteroaryl wherein pheny! and hereroaryl are
optionally substituted with 1-3 substituents Wdependently selected from 1 to 3 substituents
independently selected from Cy.zalkyl, Ciralkogy, CN, NO,, Cazcycloalkyl-Cyzalkyl, halo,
halo-Cy.ralkyl, halo-C,zalkoxy, amino, Cyralkylaljno, di-C4zalkylamino, Cs.zcycloalkyl and
Cazcycloalkoxy,

L is a linker selected from Cq.ralkyl (straight or branch&{) or a linker selected from:

o
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with the proviso that core C and L. do not form a N-N bond or a N-O bond;

X' is absent or is CR® wherein R® forms with R the following ring:
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lkyl, C{O)-alkyl or 5- or 6-membered heteroary optionally substituted with 1 to 3
substituents independently selected from Cq.zalkyl, hydroxy-Cqzalkyl, Cqzalkoxy, amino, Cs.
ralkylamino, di-Cialkylamino, amino-Cqralkyl, Ciralkylamino-Cyzalkyl, di-Cq.ralkylamino-Cs.
ralkyl, (hydroxyCi.za¥ylamino, hydroxy-C.ralkoxy, halo, benzyloxy, 5- or 6-membered
heterocyclyl or - or 8-embered heteroaryl wherein each hetercaryl and heterocyclyl are
optionally substituted witi\J to 3 substituents independently selected from oxo, Cyzalkyl, Ci.
7alkanoyl and hydroxy;
R® in each instance, is indepen ently halo, halo-C4_zalkyl, NO, or CN;
pis0,1orz;
nis0, 1or2;
R?, R®and R* are independently H, C,lkyl, halo-Cy7alkyl, C,7alkoxy- Cyzalkyl or Ceroaryl-
Cialkyl;

R’ is H or C.7alkyl;
R*is H, Cy.ralkyl or Csrcycloalkyl, C{O)-C17alkyy, C(O)O-C1.7alkyi;
R®, R°and R? are independently H, Cyralkyl, Cazc¥cloalkyl, CN, halo-Cyralkyl, C7alkoxy,
halo, halc-C,ralkoxy, Csvcycloalkyloxy, phenyl, 5- or§-membered ring heteroaryl, or
hydroxy;

R'is H, Cyralkyl or Cazcycloalkyl;
AKis Cyglinear or branched alkyl;

Cy is Caz cycloalkyl.

3. The method according to claim 1 or 2 wherein C is a core struclye selected from:
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Y and Z are independently §H or N;

Rings A and B are independemN]y phenyl or 5- or 6-membered heteroaryl wherein phenyl and
hereroaryl are oplionally substitudgd with 1 to 3 substituents independently selected from C,.
zalkyl, Cqzalkoxy, halo, halo-Cy.yalkW, halo-C4,alkoxy, amino, Cq.yalkylamino, di-C.
ralkylamino, Csycycloalkyl and CszcycNalkoxy ;

D is Cazcycloalkyl, phenyl, 5- or 6-membexgd heteroaryl wherein phenyl and hereroaryl are
optionally substituted with 1-3 substituents independently selected from 1 to 3 substituents
, CN, NQ,, Cazcycloalkyl-Cqzalkyl, halo,
halo-Cy.ralkyl, halo-Cqralkoxy, amino, Cizalkylam¥o, di-C4zalkylamino, Cs.zcycloalkyl and

independently selected from Cy_ralkyl, Ciralko

Cs.rcycloalkoxy;

L is a linker selected from straight or branched C1.yalky r a linker selected from:
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with the proviso that core C and L do not form a N-N bond or a N-O bond;
X' is absent or is CR® wherein R® forms with R' the following ring:
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R'is C(O)
substituents independently selected from Ci7alkyl, hydroxy-C,zalkyl, Cy.7alkoxy, amino, Ci.

Ikyl, C(O)-alkyl or 8- or 6-membered heteroary optionally substituted with 1 to 3
ralkylamino, di-Cigalkylamino, amino-Cq.zalkyl, Ciralkylamino-Cq.alkyl, di-Cqzalkylamino-C,.
zatkyl, (hydroxyCqzayl)amino, hydroxy-Cq.7alkoxy, halo, benzyloxy, 5- or 6-membered
heterocyclyl or 5- or 6-embered heteroaryl wherein each heteroaryl and heterocyclyl are
optionally substituted witiN] to 3 substituents independently selected from oxo, Cyralkyl, C4.
zatkanoyl and hydroxy;
R®in each instance, is indepen ently halo, halo-Czalkyl, NO, or CN;
pis0, 1or2
nis 8, 1 or2;
R?, R® and R* are independently H, C,Xikyl, halo-C.zalkyl, Calkoxy- Cqzalkyl or Ceoaryl-
Coralkyl;

R is H or Cqzalkyl;
R®*is H, Cyralkyl or Cszcycloalkyl, C(O)-Cqralkyh C(O)O-Cralkyl;
RP, R and R® are independently H, Cyzalkyl, Casc

halo, halo-C+.zalkoxy, Ca.scycloalkyloxy, phenyl, 5- or§-membered ring heteroaryl, or

loalkyl, CN, halo-C,zalkyl, Ciralkoxy,

hydroxy;
R'is H, C1.7alkyl or Carcycloalkyl;
Ak is Cqglinear or branched alkyl;

Cy is Cs.7 cycloalkyl.

4. The method according to anyone of claims 1 to 3 wherein the compgund has Formula Il:
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COLH

or a pharmaceutically acceptalig salt thereof.

5. The method according to anyone & ¢laims 1 to 4 wherein the compound has Formula ll1A:

wherein R® is Cq.zalkyl, Cy7alkoxy, halo-C,.ralkyl, halo-Czalkoxy, hydroxy,
3, or a pharmaceutically acceptable salt thereof.

dsis0,1,20r

6. The method according to claim § wherein the Linker L is a C1 alky! or a linker sected
from
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8. The method according to any of claims 4 to 7 wherein R' is a tetrazoleNgptionally

substituted with C;4alkyl.

9. The method according to anyone of claims 1 to 4 wherein the compound has



WO 2013/008164 PCT/IB2012/053479

or a pharmaceutically acceptable salt thereof.

11. The method according to claim @ or 10 wherein L is selected from:
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13. The method according to any of claims 9 to N wherein R' is a 5- or 6-membered

heteroaryl, wherein said heteroaryl is optionally substituted\with one to three substituents
selected from halogen, Cizalkyl, hydroxy-Cqralkyl, di-Ci.zalkygmino, Cs.zalkoxy, 5- or 6-
membered heterccyclyl or 5- or 6-membered heteroaryl, whereitzgaid heterocyclyl and
heteroaryl are further optionally substituted with one to three substiWents selected from Cy.
ralkyl, Cyzalkanoyl or hydroxy.
14, The method according to claim 13 wherein R is pyrimidine substituted With morpholino,
imidazolyl, pyrazolyl or tetrazolyl wherein imidazolyl, pyrazoyl and tetrazolyl a

substituted with C4.zalkyl.

optionally

15. The method according to any of claims 9 to 14 wherein R? and R® are independen
salkyl.
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{6. The method according to anyone of ¢claims 1 to 4 wherein the compound has Formula V:

{Rs)p

R3

N

COH

or a pharmaceutically acceptable salt

or a pharmaceutically acceptable salt thereof.

18. The method according to claim 16 or 17 wherein L is selected from:
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20. The method according to any of claims N to 19 wherein R? is alkyl and R* is H.

21. The method according to any of claims 16 to X0 wherein R is a 5- or 6-membered
heteroaryl, wherein said heteroaryl is optionally subjtuted with one to three substituents
selected from halogen, Ci.zalkyi, hydroxy-C.ralkyl, di-Oyzalkylamino, Cy7alkoxy, 5- or 6-
membered heterocyclyl or 5- or 6-membered heteroaryl, Wherein said heterocyclyl and

heteroaryl are further optionally substituted with one to three\gubstituents selected from C,4.

ralkyl, Cq.7alkanoyl or hydroxy.

22. The method according to claim 21 wherein R' is pyrimidine subs®¥uted with morpholino,
imidazolyl, pyrazoyl, or tetrazolyl wherein imidazolyl, pyrazoyl and tetr
substituted with Cq.zalkyl.

olyl are optionally

23. The method according to anyone of claims 1 to 4 wherein the compound hay\Formula VI:
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wherein X* is CH or N; and
R and R* are independently s\ected from H, C,salkyl, halo, halo-Cy_zalkyl; or R%" and R%
form together with the atoms to whikh they are attached a phenyl optionally substituted with
1-3 substituents independently selectdd from halo , Cq.7alkyl, halo-Cy;alkyl; or a
pharmaceutically acceptable salt thereof)

24. The method according to claim 23 whereifN\. is selected from:

T RPN o
"_’?"/N\A&’ . [

26. The method according to any of claims 23 to 25 wherein R' is tetrazole optionally
substituted with Cq4alkyl.
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7. The method according to any of claims 23 to 26 wherein X*is N, R*" is H and R* is halo-
alkyl; or R and R* form together with the atoms to which they are attached a phenyl

whicR is optionally substituted with 1 to 2 substituents independently selected from halo, Cs.

VI,

or a pharmaceutically acceptable salt thereof.

29. The method according to claim 28 having formuiy VIIA:

(R%)p,
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herein X?is CR* or N, R® is Cy.zalkoxy, Ci.7alkyl, halo-Cq.ralkyl, halo-C.alkoxy, R* is H or
RXand R* can form together a 5- or 6-membered heterocyclyl or heteroaryl, a phenyl or a

31. The method of any of claims 28 to 30 wherein L is
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pharmaceutically acceptable salt thereof.

33. The method according to claim 1, 2 or 3 wherein the compound is selected fro
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HO o ; or a pharmaceutically

acceptable salt thereof.

wherein the compound is:

HO o , or a pharmaceutically acceptable salt thereof?

35. The method according to anyone of the proceeding claims, comprising adminigtering
to the subject a compound of Formula | in combination with at least one other therapeut
agent.
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36. The method of claim 35 wherein the other therapeutic agent is selected from
stain, cholesterol absorption inhibitor, apoA-l up-regulator/inducer, pre-beta HDL mimetic,
ABCX1 stabilizer or inducer, LXR agonist, FXR agonist, phospholipid transfer protein (PLTF)
inhibitoNaldosterone synthase inhibitor (ASI), fibric acid derivative, fish cil, DGAT1 inhibitor

triglyceride level is a fastind\triglyceride level >200mg/dL.

39.  The method acco
trigiyceride level is a fasting triglycejde level >500mg/dL.

ing to anyone of the preceding embodiments wherein the

40. The method according to ynyone of the preceding embodiments for raising
HDL-C level by 100%.
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Claims

1. An invention not claimed in any divisional application.



