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3-PYRADINECARBOXAMIDE AND 2-PYRAZINECARBOXAMIDE
DERIVATIVES AS  HDL-CHOLESTEROL RAISING AGENTS The
present invention is concerned with the use of 3-pyridinecarboxamide or
2- pyrazinecarboxamide derivatives as HDL-cholesterol raising agents. In
particular, the present invention relates to the use of compounds of the
general  formula R'  R6 R' O  R A N R CR  4 ~ F22  5 G N R"  wherein A
is CH or N; R' is selected from the group consisting of cycloalkyl which is
unsubstituted or substituted by hydroxy, lower hydroxyalkyl or  10 lower
alkoxy, 1-hydroxy-2-indanyl,  lower hydroxyalkyl, lower
hydroxyhalogenalkyl, lower hydroxyalkoxyalkyl,  -CH2-CR9R10-cycloalkyl,
and -CR11R12-COOR13; 15 R9 is hydrogen or lower alkyl; R10 is
hydrogen, hydroxy or lower alkoxy; R' 1 and R12 independently from each
other are hydrogen or lower alkyl;  R13 is lower alkyl; R2 is hydrogen; 20
or R' and R2 together with the nitrogen atom they are attached to form a
morphol.inyt ring; DK/ 10.08.2007 WO 20081040651
PCT/EP2007/060094  



-2 G is a group selected from the group consisting of -X-R3, -C=C-R's and
-CH2-CH,-R16; X is O or NR14; R" is selected from the group consisting
of hydrogen, lower alkyl and lower  5 hydroxyalkyl; R3 is selected from the
group consisting of lower alkyl,  cycloallcyl, lower cycloalkylalkyl,  lower
hydroxyalkyl,  10 lower alkoxyalkyl, lower halogenalkyl,  lower
carbamoylalkyl, lower allcylcarbonylaniinoalkyl,  lower phenylalkyl, 15
lower heterocyclylalkyl wherein the heterocyclyl group is unsubstituted or
substituted by oxo, lower heteroarylalkyl wherein the heteroaryl group is
unsubstituted or mono- or di-substituted by lower alkyl, and phenyl which
is unsubstituted or mono- or di-substituted by halogen; 20 or R3 and R'4
together with the nitrogen atom they are attached to form a 4-, 5-, 6- or
7-membered heterocyclic ring optionally containing a further heteroatom
selected from nitrogen, oxygen or sulfur, said heterocyclic ring being
unsubstituted or substituted by one or two groups independently selected
from hydroxy, lower allcoxy and halogen; 25 R15 is selected from the
group consisting of lower alkoxyalkyl, cycloalkyl and  furanyl substituted
by halogen; R16 is selected from the group consisting of cycloallcyl which
is unsubstituted or substituted by hydroxy or lower alkoxy,  heteroaryl
selected from pyridyl or imidazolyl which is unsubstituted or 30 substituted
by lower alkyl or halogen, and  lower alkylaminocarbonyl; R17 is selected
from the group consisting of hydrogen, lower alkyl and lower
halogenalkyl; 



WO 2008/040651 PCT/EP2007/060094  -3 R4 and R8 independently from
each other are hydrogen or halogen; Rs and R' independently from each
other are selected from the group consisting of  hydrogen, lower alkyl,
lower alkoxy, halogen, lower halogenalkyl, lower  halogenalkoxy and
cyano; 5 R6 is selected from the group consisisting of hydrogen, lower
alkoxy, halogen, lower  halogenalkyl, lower halogenalkoxy and cyano; and
pharmaceutically acceptable salts thereof, for the preparation of
medicaments for the treatment and/or prophylaxis of diseases  which can
be treated with HDL-cholesterol raising agents. 10 Atherosclerosis and its
associated coronary heart disease is the leading cause of  death in the
industrialized world. Risk for development of coronary heart disease has
been shownto be strongly correlated with certain plasma lipid levels.
Lipids are  transported in the blood by lipoproteins. The general structure
of lipoproteins is a core of  neutral lipids (triglyceride and cholesterol ester)
and an envelope of polar lipids 15 (phospholipids and non esterified
cholesterol). There are 3 different classes of plasma  lipoproteins with
different core lipid content: the low density lipoprotein (LDL) which is
cholesteryl ester (CE) rich; high density lipoprotein (HDL) which is also
cholesteryl ester  (CE) rich; and the very low density lipoprotein (VLDL)
which is triglyceride (TG) rich.  The different lipoproteins can be separated
based on their different flotation density or  20 size. High LDL-cholesterol
(LDL-C) and triglyceride levels are positively correlated,  while high levels
of HDL-cholesterol (HDL-C) are negatively correlated with the risk for
developing cardiovascular diseases. No wholly satisfactory HDL-elevating
therapies exist. Niacin can significantly 25 increase HDL, but has serious
toleration issues which reduce compliance. Fibrates and  the HMG CoA
reductase inhibitors raise HDL-cholesterol. only modestly (-10-12%). As a
result, there is a significant unmet medical need for a well tolerated agent
which can  significantly elevate plasma HDL levels. Thus, HDL-cholesterol
raising agents can be useful as medicaments for the  30 treatment and/or
prophylaxis of atherosclerosis, peripheral vascular disease,  dyslipidemia,
hyperbetalipoproteinemia, hypoalphalipoproteinemia,
hypercholesterolemia, hypertriglyceridemia, familial hypercholesterolemia,



cardiovascular disorders, angina, isch.emia, cardiac ischemia, stroke,
myocardial -4- infarction, reperfusion injury, angioplastic restenosis,
hypertension, and vascular  complications of diabetes, obesity or
endotoxemia. In addition, HDL-cholesterol raising agents may be used in
combination with  another compound, said compound being an HMG-CoA
reductase inhibitor, an 5 microsomal triglyceride transfer protein
(MTP)/ApoB secretion inhibitor, a PPAR  activator, a bile acid reuptake
inhibitor, a choeesteryl ester transfer protein (CETP)  inhibitor, a
cholesterol absorption inhibitor, a cholesterol synthesis inhibitor, a fibrate,
niacin, preparations containing niacin or other HM74a agonists, an
ion-exchange resin,  an antioxidant, an ACAT inhibitor or a bile acid
sequestrant. 10 Object of the embodiments disclosed herein is therefore
to provide compounds  which are potent HDL-cholesterol raising agents. It
has been found that compounds of  formula I show such a potential.
Further embodiments of the present disclosure are pharmaceutical
compositions  15 comprising a compound of formula I for use as
HDL-cholesterol raising agents, and  methods for the treatment and/or
prophylaxis of diseases which are amenable to  treatment with
HDL-cholesterol raising agents, which methods comprise administering a
compound of formula Ito a human being or animal. According to a first
aspect, there is provided the use of compounds of the general  formula R7
:~At:i  Z G RI R17 R  wherein A is CH or N; R` is selected from the group
consisting of cycloalkyl which is unsubstituted or substituted by hydroxy,
lower hydroxyalkyl or  lower alkoxy, 1-hydroxy-2-indanyl, -4a- 10 lower
hydroxyalkyl, lower hydroxyhalogenalkyl, lower hydroxyalkoxyalkyl,  



-CH2-CR9R10-cycloalkyl, and -CR"R12-COORE3;  R9 is hydrogen or
lower alkyl; R10 is hydrogen, hydroxy or lower alkoxy; 15 R' and R12
independently from each other are hydrogen or lower alkyl;  R'3 is lower
alkyl; R2 is hydrogen; or R1 and R2 together with the nitrogen atom they
are attached to form a  morpholinyl ring; 20 G is a group selected from the
group consisting of -X-R3, -C-C-R15 and  -CH2-CH2-R'6; X is O or NR14;
R14 is selected from the group consisting of hydrogen, lower alkyl and
lower  hydroxyalkyl; R3 is selected from the group consisting of lower
alkyl,  cycloalkyl, lower cycloallcylalkyl,  lower hydroxyalkyl, 5 lower
alkoxyalkyl,  lower halogenallcyl,  lower carbamoylalkyl, lower
alkylcarbonylaminoalkyl,  lower phenylalkyl, 10 lower heterocyclylalkyl
wherein the heterocyclyl group is unsubstituted or  substituted by oxo,
lower heteroarylalkyl wherein the heteroaryl group is unsubstituted or
mono- or di-substituted by lower alkyl, and phenyl which is unsubstituted
or mono- or di-substituted by halogen; 15 or R3 and R14 together with the
nitrogen atom they are attached to form a 4-, 5-, 6- or 7-membered
heterocyclic ring optionally containing a further heteroatom -4b- selected
from nitrogen, oxygen or sulfur, said heterocyclic ring being  unsubstituted
or substituted by one or two groups independently selected  from hydroxy,
lower alkoxy and halogen; 



R'5 is selected from the group consisting of lower alkoxyallcyl, cycloalkyl
and  furanyl substituted by halogen; R16 is selected from the group
consisting of cycioallcyl which is unsubstituted or substituted by hydroxy
or lower alkoxy,  heteroaryl selected from pyridyl or imidazolyl which is
unsubstituted or  substituted by lower alkyl or halogen, and lower
aikylaminocarbonyl; Ri' is selected from the group consisting of hydrogen,
lower alkyl and lower  halogenalkyl; Wand R' independently from each
other are hydrogen or halogen; R' and R' independently from each other
are selected from the group consisting of  hydrogen, lower alkyl, lower
alkoxy, halogen, lower halogenalkyl, lower  halogenalkoxy and cyano; R6
is selected from the group consisisting of hydrogen, lower alkoxy,
halogen, lower  halogenallcyl, lower halogenalkoxy and cyano; and
pharmaceutically acceptable salts thereof, in the preparation of a
medicament for the treatment and/or prophylaxis of peripheral  vascular
disease, dyslipidemia, hyperbetalipoproteinemia,
hypoalphalipoproteinemia,  hypercholesterolemia, hypertriglyceridemia,
familial hypercholesterolemia, cardiovascular  disorders, angina, ischemia,
cardiac ischemia, stroke, myocardial infarction, reperfusion  injury,
angioplastic restenosis, hypertension, and vascular complications of
diabetes, obesity  or endotoxemia. - 4c  According to a second aspect,
there is provided pharmaceutical compositions  for the treatment and/or
prophylaxis of peripheral vascular disease, dyslipidemia,
hyperbetalipoproteinemia, hypoalphalipoproteinemia,
hypercholesterolemia, hypertriglyceridemia, familial hypercholesterolemia,
cardiovascular  disorders, angina, ischemia, cardiac ischemia, stroke,
myocardial infarction, reperfusion  injury, angioplastic restenosis,
hypertension, and vascular complications of diabetes, obesity  or
endotoxemia, comprising one or more compounds of the formula R7  Rs
Ra O  5 A R  



R R4 2  G R17 R wherein  A is CH or NT; R1 is selected from the group
consisting of cycloalkyl which is unsubstituted or substituted by hydroxy,
lower hydroxyalkyl or  lower alkoxy, 1-hydroxy-2-indanyl,  lower
hydroxyalkyl, lower hydroxyhalogenalkyl, lower hydroxyalkoxyalkyl,
-CH2-CR9R10-cycloalkyl, and -CRI IR12-COORt3; R9 is hydrogen or
lower alkyl; R10 is hydrogen, hydroxy or lower alkoxy; R11 and R12
independently from each other are hydrogen or lower alkyl;  R13 is lower
alkyl; R2 is hydrogen; or R1 and R2 together with the nitrogen atom they
are attached to form a morpholinyl  ring; G is a group selected from the
group consisting of-X-R3, -C=C-R15 and  -CH2-CH2-R16; X is 0 or NR14;
-4d- R14 is selected from the group consisting of hydrogen, lower alkyl
and lower  hydroxyalkyl; R3 is selected from the group consisting of lower
alkyl,  cycloalkyl, 5 lower cycloalkylallcyl,  lower hydroxyalkyl,  lower
alkoxyalkyl,  lower halogenalkyl,  lower carbamoylalkyl, 10 lower
alkylcarbonylaminoalkyl,  lower phenylalkyl, 



lower heterocyclylallcyl wherein the heterocyclyl group is unsubstituted or
substituted by oxo, lower heteroarylalkyl wherein the heteroaryl group is
unsubstituted or mono- 15 or di-substituted by lower alkyl, and phenyl
which is unsubstituted or mono- or di-substituted by halogen; or R3 and
R14 together with the nitrogen atom they are attached to form a 4-, 5-, 6-
or 7-membered heterocyclic ring optionally containing a further
heteroatom  selected from nitrogen, oxygen or sulfur, said heterocyclic
ring being 20 unsubstituted or substituted by one or two groups
independently selected  from hydroxy, lower alkoxy and halogen; R15 is
selected from the group consisting of lower alkoxyalkyl, cycloalkyl and
furanyl substituted by halogen; R16 is selected from the group consisting
of 25 cycloalkyl which is unsubstituted or substituted by hydroxy or lower
alkoxy,  heteroaryl selected from pyridyl or imidazolyl which is
unsubstituted or  substituted by lower alkyl or halogen, and lower
allcylaminocarbonyl; RI' is selected from the group consisting of hydrogen,
lower alkyl and lower  30 halogenallcyl; R4 and R' independently from
each other are hydrogen or halogen; R5 and R' independently from each
other are selected from the group consisting of  hydrogen, lower alkyl,
lower allcoxy, halogen, lower halogenalkyl, lower  halogenalkoxy and
cyano; -4e- R6 is selected from the group consisisting of hydrogen, lower
alkoxy, halogen, lower halogenalkyl, lower halogenalkoxy and cyan;  and
pharmaceutically acceptable salts thereof. According to a third aspect,
there is provided compounds of formula 1, selected  from the group
consisting of: 6-cyclohexyloxy-5 -(2-fluoro-5 -trifluoromethyl-phenyl)-N-((1
R, 2R)-2-hydroxy-cyclohexyl)- nicotinamide,
6-butoxy-N-(2-cyciopropyl-2-hydroxy-propyl)-5-(2-fluoro-5-trifluoromethyl-p
henyl)- nicotinamide, 5-(4-chloro-phenyl)-6-cyclohexyloxy-N-((1R,
2R)-2-hydroxy-cyclohexyl)-nicotinamide,  



6-cyclopentyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((1R,
2R)-2-hydroxy- cyclohexyl)-nicotinamide,
6-cyclopentyloxy-N-(2-cyciopropyl-2-hydroxy-propyl)-5-(2-fluoro-5-trifluoro
methyl- phenyl)-nicotinamide,
6-(2-chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- cyelohexyl)-amide,
6-(2-chloro-phenyl)-5-cyclopentylamino-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- cyclohexyl)-amide,
5-(4-chloro-phenyl)-6-cyclopentyloxy-N-((IR,
2R)-2-hydroxy-cyclohexyl)-nicotinamide,
5-(2-chloro-5-trifluoromethyl-phenyl)-A=(2-cyclopropyl-2-hydroxy-propyl)-6
- cyclopropylmethoxy-nicotinamide,
5-(4-chloro-phenyl)-N-((IR.2R)-2-hydroxy-cyclohexyl)-6-phenoxy-nicotina
mide,  6-(4-chloro-phenyl)-5-piperidin- l -yl-pyrazine-2-carboxylic acid (I
-hydroxy-indan-2-yl)- amide,
6-(3,4-dichloro-phenyl)-5-pyrrolidin-I-yl-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- hydroxy-propyl)-amide,
[5-(4-chloro-phenyl)-6-(2-methoxy-ethoxy)-pyridin-3-yl}-morpholin-4-yl-met
hanone,  5-(4-ehloro-phenyl)-N-((R)-I
-hydroxymethyl-3-methyl-butyl)-6-(2-propionylamino-
ethoxy)-nieotinamide, 5-(4-chloro-phenyl)-N-((R)- l
-hydroxymethyl-pentyl)-6-(2-methoxy-ethoxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((S)-1-hydroxymethyl-2,2-dimethyl-propyl)-6-(2-met
hoxy-ethoxy)- nicotinamide,
6-cyclopropylmethoxy-5-(3,4-dichloro-phenyl)-N-((trans)-2-hydroxy-cycloh
exyl)- nicotinamide,
6-(4-chloro-phenyl)-5-cyclopropylmethoxy-pyrazine-2-carboxylic acid
((R)-1- hydroxymethyl-3-methyl-butyl)-amide,
5-(4-chloro-phenyl)-N-(2-hydroxy-3-methoxy-propyl)-6-(2-methoxy-ethoxy)
-nicotinamide, -4f-
5-(2-chloro-phenoxy)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((1R,2R)-2-hydroxy- cyciohexyl)-amide,
6-(4-fluoro-phenyl)-5-(3-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- hydroxy-propyl)-amide,
6-((R)-sec-butoxy)-5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-nicotinamide,  5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-6-isopropoxy-nicotinamide,  



5-(4-chloro-phenyl)-N-((1 R, 2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-I
-methyl-ethoxy)- nicotinamide, 5-(4-chloro-phenyI)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-6-(1-methoxymethyl-propoxy)- nicotinamide,
6-(4-fluoro-phenyl)-5-((R)-2-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl- 2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-((S)-2-methoxy-pr
opoxy)- nicotinamide,
6-sec-butoxy-5-(4-chloro-phenyl)-N-((]R,2R)-2-hydroxy-cyclohexyl)-nicotin
amide,
5-cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid (2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(3-methyl-butylamino)-pyrazine-2-carboxylic acid
((R)-2- cyciopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-cyclopropylamino-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(3-methoxy-azetidin-1-yl)-pyrazine-2-carboxylic acid
((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-[3-(2-oxo-pyrrolidi
n-1-yl)- propoxy]-nicotinamide. 5-(4-fluoro-phenyI)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-6-(3-methoxy-propoxy)- nicotinamide,
6-(4-chloro-phenyl)-5-[(S)-I-(tetrahydro-furan-2-yl)methoxy}-pyrazine-2-car
boxylic acid  ((S)-2-cyclopropyl-2-hydroxy-propyl)-amide,
N-(2-cyclopropyl-2-hydroxy-propyl)-6-(cyclopropylmethyl-methyl-amino)-5-
(4-fluoro- phenyl)-nicotinamide,
5-(4-chloro-phenyI)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(methyl-propyl-a
mino)- nicotinamide,
5-cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-methoxy-ethoxy)-5-(4-trifluoro
methyl- phenyl)-nicotinamide, - 4,, -
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-[(2-methoxy-ethy
l)-methyl- amino]-nicotinamide, 



3'-(4-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[ 1,2']bipyridinyl-5'-carboxylic
acid (2- cyclopropyl-2-hydroxy-propyl)-amide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-trifluoro
methoxy- phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-methyl-2H
-[ 1 ,2,4]triazol- 3-ylmethoxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(pyridin-4-yl
methoxy)- nicotinamide,
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((S)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-cyciopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- cyclohexyl)-amide,
5-(4-cyano-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylm
ethoxy- nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylm
ethoxy- nicotinamide,
6-cyclopropyimethoxy-5-(4-fluoro-phenyl)-N-(1-hydroxymethyl-cyclopentyl)
-nicotinamide,
5-[bis-(2-hydroxy-ethyl)-amino]-6-(4-chloro-phenyI)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-(5-bromo-furan-2-ylethynyl)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(3-methoxy-prop-I-
ynyl)- nicotinamide, 5-(4-chloro-phenyl)-6-cyclopropylethynyI-N-((1R,
2R)-2-hydroxy-cyclohexyl)-nicotinamide,
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)-2-methyl- nicotinamide,
5-(2-pyridin-3-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-2-methyl-6-(2,2,2-trif
luoro- ethoxy)-nicotinamide,
6-(4-chloro-phenyl)-5-thiomorpholin-4-yl-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(4,4-difluoro-piperidin-1-yl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyI)-amide, 



-4h - 6-(4-chloro-phenyl)-5-(2-cyclopropyl-ethyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl- 2-hydroxy-propyl)-amide,
5-(2-pyridin-2-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-fluoro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-[2-(1-hydroxy-cycl
opentyl)- ethyl]-nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((R)-3,3.3-trifluoro-2-hydroxy-
2-methyl- propyl)-nicotinamide,
5-(4-chloro-phenyl)-6-cyclopeotylmethoxy-N-((1R,
2R)-2-hydroxy-cyclohexyl)-2- trifluoromethyl-nicotinamide N-((S)- I
-hydroxymethyl-3-methyl-butyl)-5-(3 -methoxy-phenyl)-6-pyrrolidin- l -yl-
nicotinamide,
N-((S)-1-hydroxymethyl-3-methyl-butyl)-5-(4-methoxy-phenyl)-6-pyrrolidin-
1-yl- nicotinamide,
5-(4-chloro-3-methyl-phenyl)-N-((R)-1-hydroxymethyI-3-methyl-butyl)-6-py
rrolidin- l -yl- nicotinamide, N-((R)-I
-hydroxymethyl-3-methyl-butyl)-5-(3-methoxy-phenyl)-6-pyrrolidin-l -yl-
nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-5-(4-methoxy-phenyl)-6-pyrrolidin-
I -yl- nicotinamide, N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- I
-yI-5-(4-trifluoromethyl-phenyl)- nicotinamide, N-((R)-I
-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-yl-5-(4-trifluoromethoxy-phe
nyl)- nicotinamide, 5-(4-cyano-phenyl)-N-((R)- I -hydroxymethyl-3
-methyl-butyl)-6-pyrrolidin-1-yl- nicotinamide, N-((1 R,
2R)-2-hydroxy-cyclohexyl)-6-[2-(3-methyl-3H-imidazol-4-y1)-ethyl)-5-(4-
trifluoromethyl-phenyI)-nicotinamide,
(R)-2-{[6-(4-fluoro-phenyl)-5-pyrrolidin-l-yl-pyrazine-2-carbonyl}-amino
}-3-methyl - butyric acid methyl ester
6-(4-butylcarbamoyl-butoxy)-5-(4-chloro-phenyl)-N-((IR,
2R)-2-hydroxy-cyclohexyl)- 



nicotinamide,
5-[4-(2-butylcarbamoyI-ethyl)-phenyl]-6-cyclopropylmethoxy-N-((1R,
2R)-2-hydroxy- cyclohexyl)-nicotinamide,
5-(2,4-dichloro-phenyl)-N-(2-hydroxy-ethyl)-6-propoxy-nicotinamide,
6-cyclopentylmethoxy-5-(2,4-dichloro-phenyl)-N-(2-hydroxy-ethyl)-nicotina
mide, -4i-
5-(4-chloro-phenyl)-N-((S)-I-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- I
-yl- nicotinamide,
5-(3,4-dichloro-phenyl)-N-((S)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidi
n-l -yl- nicotinamide, 5-(4-chloro-3-methyl-phenyl)-N-((S)- I
-hydroxymethyl-3 -methyl-butyl)-6-pyrrolidin-1-yl- nicotinamide,
5-(2-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyr
olidin-I-yl- nicotinamide,
5-(4-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-
yl- nicotinamide,
5-(3-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- l
-yl- nicoti.namide,
5-(4-chloro-phenyl)-N-((R)-l-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l
-yl- nicotinamide, 5-(3,4-dichloro-phenyl)-N-((R)- l
-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- l -yl- nicotinamide,
3'-(3-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[1.2'}bipyridinyl-5'-carboxylic
acid ((S)-1- hydroxymethyl-3-methyl-butyl)-amide, and all
pharmaceutically acceptable salts thereof. According to a fourth aspect,
there is provided compounds of formula I,  having the formula R7  R6 R8
o R5 NCR I-B  Ra N R 7 Rz R's  wherein A, R' to R8, R' and R77 are as
defined above, and pharmaceutically  acceptable salts thereof. 



-4J- Unless otherwise indicated, the following definitions are set forth to
illustrate and define the meaning and scope of the various terms used to
describe the invention herein.  In this specification the term "lower" is used
to mean a group consisting of one to  seven, preferably of one to four
carbon atom(s). The term "alkyl", alone or in combination with other
groups, refers to a branched  or straight-chain monovalent saturated
aliphatic hydrocarbon radical of one to twenty  carbon atoms, preferably
one to sixteen carbon atoms, more preferably one to ten carbon  atoms.
The term "lower alkyl" or "Ci_9-alkyl", alone or in combination with other
groups,  refers to a branched or straight-chain monovalent alkyl radical of
one to seven carbon  atoms, preferably one to four carbon atoms. This
term is further exemplified by radicals  such as methyl, ethyl, n-propyl,
isopropyl, n-butyl, s-butyl, isobutyl, t-butyl, n-pentyl, 3- methylbutyl,
n-hexyl, 2-ethylbutyl and the like. The term "alkoxy" refers to the group
R'-O-, wherein R' is alkyl. The term "lower  alkoxy" or "C-,-alkoxy" refers to
the group R'-O-, wherein R' is lower alkyl. Examples of  lower alkoxy
groups are e.g. methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy
WO 2008/040651 PCT/EP2007/060094  and hexyloxy, with methoxy
being especially preferred. The term "lower alkoxyalkyl" or
"C_7-alkoxy-Cr_7-alkyl" refers to a lower alkyl  group as defined above
which is mono- or multiply substituted with an lower alkoxy  group as
defined above. Examples of lower atkoxyalkyl groups are e.g.
-CH2-O-CH3, 5 -CH2-CH2-O-CH3, -CH2-O-CH2-CH3 and the groups
specifically exemplified herein.  Most preferably, lower alkoxyalkyl is
methoxyethyl. The term "lower hydroxyalkyl" or "hydroxy-Ci_7-alkyl" refers
to lower alkyl groups  as defined above wherein at least one of the
hydrogen atoms of the lower alkyl group is  replaced by a hydroxy group.
Preferred are C3_7-hydroxyalkyl groups. Examples of lower 10
hydroxyalkyl groups are 2-hydroxybutyl, 3-hydroxy-2,2-dimethylpropyl and
the groups  specifically exemplified therein. The term "halogen" refers to
fluorine, chlorine, bromine and iodine. Preferred  "halogen" groups are
fluorine or chlorine. The term "lower halogenalkyl" or "halogen-Ci_7-alkyl"
refers to to lower alkyl 1.5 groups which are mono- or multiply substituted
with halogen, preferably with fluoro or  chloro, most preferably with fluoro.
Examples of lower halogenallcyl groups are e.g. -CF3,  



-CHF2, -CH2C1, -CH2CF3, -CH(CF3)2, -CF2-CF3 and the groups
specifically exemplified  herein. The term "lower halogenalkoxy" or
"halogen-Ci_2-allkoxy" refers to lower alkoxy  20 groups as defined above
wherein at least one of the hydrogen atoms of the lower alkoxy  group is
replaced by a halogen atom, preferably fluoro or chloro, most preferably
fluoro.  Among the preferred halogenated lower alkyl groups are
trifluoromethoxy, difluoromethoxy, fluormethoxy and chloromethoxy, with
trifluoromethoxy being  especially preferred. 25 The term "lower
hydroxyhalogenalkyl" or "hydroxy-halogen-Cl_9-alkyl" refers to  to lower
halogenalkyl groups as defined herein before which are additionaly
substituted  with a hydroxy group. Examples of lower hydroxyhalogenalkyl
groups are e.g. 3,3,3- trifluoro-2-hydroxy-propyl and the groups
specifically exemplified herein. The term "carbamoyl" refers to the group
-CO-NH2. 30 The term "lower carbamoylalkyl" or "carbamoyl-C1 7-alkyl"
refers to lower alkyl  groups as defined above wherein one of the
hydrogen atoms of the lower alkyl group is  replaced by a carbamoyl
group. Examples of preferred lower carbamoylalkyl groups are
3-carbamoylpropyl, 4-carbamoylbutyl and 5-carbamoylpentyl, most
preferably 4 WO 2008/040651 PCT/EP2007/060094  -6- carbamoylbutyl.
The term "lower alkylcarbonyl" refers to the group -CO-R", wherein R" is
lower  alkyl as defined herein before. "Lower alkylcarbonylamino" refers to
the group -NH- CO-R", wherein R" is lower alkyl as defined herein before.
5 The term "lower allcylcarbonylaminoallcyl" or
"Cz-7-alkylcarbonylamino-Ci_7- alkyl" refers to lower alkyl groups as
defined above wherein one of the hydrogen atoms  of the lower alkyl
group is replaced by a lower alkylcarbonylamino group. A preferred  lower
alkylcarbonylaminoalkyl group is ethylcarbonylaminoethyl. The term
"cycloallcyl" or "C3 7-cycloalkyl"refers to a monovalent carbocyclic  10
radical of three to seven, preferably three to five carbon atoms. This term
is further  exemplified by radicals such as cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl and  cycloheptyl, with cyclopropyl being especially
preferred. The term "lower cycloalkylalkyl" or "Cs-7-cycloalkyl-Ci-7-alkyl"
refers to a lower  alkyl group as defined above which is mono- or multiply
substituted with a cycloalkyl  15 group as defined above. Examples of
lower cycloalkylallcyl groups are e.g. -CH2 



cyclopropyl, -CHz-CHz-cyclopropyl, -CHz-eyelopentyl and the groups
specifically  exemplified herein. The term "heterocyclyl" refers to a
saturated or partly unsaturated 3-, 4-, 5-, 6- or  7- membered ring which
can comprise one, two or three atoms selected from nitrogen,  20 oxygen
and/or sulphur. Examples of heterocyclyl rings include piperidinyl,
piperazinyl,  azetidinyl, azepinyl, pyrrolidinyl, pyrazolidinyl, imidazolinyl,
imidazolidinyl, oxazolidinyl, isoxazolidinyl, morpholinyl, thiazolidinyl,
isothiazolidinyl, oxiranyl,  thiadiazolylidinyl, oxetanyl, dioxolanyl,
dihydrofuryt, tetrahydrofuryl, dihydropyranyl,  tetrahydropyranyl, and
thiomorpholinyl. Preferred heterocyclyl groups are oxetanyl and  25
[1,3]dioxolanyl. The term "lower heterocyclylallcyl" or
"heteroeyclyl-C_g-alkyl" refers to lower alkyl  groups as defined above
wherein at least one of the hydrogen atoms of the lower alkyl  group is
replaced by a heterocyclyl group as defined above. The term "heteroaryl"
refers to an aromatic 5- or 6-membered ring which can  30 comprise one,
two or three atoms selected from nitrogen, oxygen and/or sulphur.
Examples of heteroaryl groups are e.g. furyl, pyridyl, pyrazinyl, pyrioidinyl,
pyridazinyl,  thienyl, isoxazolyl, thiazolyl, isothiazolyl, oxazolyl, imidazolyl,
pyrazolyl, triazolyl,  oxadiazolyl, oxatriazolyl, tetrazolyl, pentazolyl, or
pyrrolyl. The heteroaryl group can  optionally be mono- or disubstituted by
lower alkyl. The term "heteroaryl" also includes WO 2008/040651
PCT/EP2007/060094  7 bicyclic aromatic moieties having 9 to 10 ring
atoms with I to 3 heteroatoms such as  benzofuranyl, benzothiazolyl,
indolyl, benzoxazolyl, quinolinyl, isoquinolinyl,  benzimidazolyl,
benzisoxazolyl, and benzothienyl. Preferred heteroaryl groups are
isoxazolyl, pyridyl, pyrimidinyl, imidazolyl, triazolyl, and thiazolyl which
groups can 5 optionally be mono- or disubstituted by lower alkyl.
Especially preferred are 3- methylisoxazolyl, 5-methylisoxazolyl, pyridyl,
3-methylpyridyl, pyrimidinyl, 1- methylimidazolyl, 2-methyl[ 1,2,4] triazolyl
and 4-methylthiazolyl. The term "lower heteroarylalkyl" or
"heteroaryl-C-A-alkyl" refers to lower alkyl  groups as defined above
wherein at least one of the hydrogen atoms of the lower alkyl  i0 group is
replaced by a heteroaryl group as defined above. The term "form a 4-, 5-,
6- or 7-membered heterocyclic ring" refers to a N- heterocyclic ring such
as azetidinyl, pyrrolidinyl, piperidinyl or azepanyl. Preferred is  piperidinyl.
The heterocyclic ring may optionally contain a further nitrogen, oxygen or  



sulfur atom, such as in imidazolidinyl, pyrazolidinyl, oxazolidinyl,
isoxazolidinyl, 15 thiazolidinyl, isothiazolidinyl, piperazinyl, morpholinyl or
thiomorpholinyl. The term "oxo" means that a C-atom of the heterocyclic
ring may be substituted by  =O, thus meaning that the heterocyclic ring
may contain one or more carbonyl (-CO-)  groups. The term
"pharmaceutically acceptable salts" embraces salts of the compounds of
20 formula I with inorganic or organic acids such as hydrochloric acid,
hydrobromic acid,  nitric acid, sulphuric acid, phosphoric acid, citric acid,
formic acid, maleic acid, acetic  acid, fumaric acid, succinic acid, tartaric
acid, methanesulphonic acid, salicylic acid, p- toluenesulphonic acid and
the like, which are non toxic to living organisms. Preferred  salts with acids
are formates, maleates, citrates, hydrochlorides, hydrobromides and 25
metbanesulfonic acid salts, with hydrochlorides being especially preferred.
In detail, the present invention relates to the use of compounds of the
general  formula R7  R6 R8 O  R5 A NR1 R' ( I G N R17 RZ  wherein WO
2008/040651 PCT/EP2007/060094  8- A is CH or N; R' is selected from
the group consisting of cycloalkyl which is unsubstituted or substituted by
hydroxy, lower hydroxyalkyl or  lower alkoxy, 5 1-hydroxy-2-indanyl, lower
hydroxyalkyl, lower hydroxyhalogenalkyl, lower hydroxyalkoxyalkyl,
-CH2-CR9R10-cycloallcyl, and -CR"R12-COOR13;  R9 is hydrogen or
lower alkyl; 10 R10 is hydrogen, hydroxy or lower alkoxy; R" and R12
independently from each other are hydrogen or lower alkyl;  R" is lower
alkyl; 



R2 is hydrogen; or R' and R2 together with the nitrogen atom they are
attached to form a  15 morpholinyl ring; G is a group selected from the
group consisting of-X-R3, -C=C-R13 and  -CH2-CH2-R'6; X is O or NR14;
R14 is selected from the group consisting of hydrogen, lower alkyl and
lower  20 hydroxyalkyl; R3 is selected from the group consisting of lower
alkyl,  cycloalk yl, lower cycloalkylalkyl,  lower hydroxyalkyl,  25 lower
alkoxyalkyl, lower halogenalkyl,  lower carbamoylalkyl, lower
alkylcarbonylaminoalkyl,  lower phenylalkyl, 30 lower heterocyclylalkyl
wherein the heterocyelyl group is unsubstituted or  substituted by oxo,
lower heteroarylalkyl wherein the heteroaryl group is unsubstituted or
mono WO 2008/040651 PCT/EP2007/060094  9 or di-substituted by lower
alkyl, and phenyl which is unsubstituted or mono- or di-substituted by
halogen; or R3 and R14 together with the nitrogen atom they are attached
to form a 4-, 5-, 6- or 7-membered heterocyclic ring optionally containing a
further heteroatom  5 selected from nitrogen, oxygen or sulfur, said
heterocyclic ring being unsubstituted or substituted by one or two groups
independently selected  from hydroxy, lower alkoxy and halogen; R15 is
selected from the group consisting of lower alkoxyalkyl., cycloalkyl and
furanyl substituted by halogen; 10 R16 is selected from the group
consisting of cycloalkyl which is unsubstituted or substituted by hydroxy or
lower alkoxy,  heteroaryl selected from pyridyl or imidazolyl which is
unsubstituted or  



substituted by lower alkyl or halogen, and lower alkylaminocarbonyl; 15 R"
is selected from the group consisting of hydrogen, lower alkyl and lower
halogenalkyl; R4 and R8 independently from each other are hydrogen or
halogen; R3 and R' independently from each other are selected from the
group consisting of  hydrogen, lower alkyl, lower alkoxy, halogen, lower
halogenalkyl, lower 20 halogenalkoxy and cyano; R6 is selected from the
group consisisting of hydrogen, lower alkoxy, halogen, lower
halogenalkyl, lower halogenalkoxy and cyano; and pharmaceutically
acceptable salts thereof, for the preparation of medicaments for the
treatment and/or prophylaxis of diseases  25 which can be treated with
HDL-cholesterol raising agents. In a preferred aspect, the present
invention relates to the use of compounds of  formula I having the formula
WO 2008/040651 PCTJEP2007/060094  -10- R7 R6 R8 p R'  R5 A N~ I-A
Ra Rz  X N 13  R  wherein A is CH or N; R' is selected from the group
consisting of 5 cycloalkyl which is unsubstituted or substituted by hydroxy,
lower hydroxyalkyl or  lower alkoxy, 1-hydroxy-2-indanyl,  lower
hydroxyalkyl, lower hydroxyhalogenalkyl, lower hydroxyalkoxyalkyl,
-CH2-CR9R10-cycloalkyl, and 



10 -CR"R1Z-COOR13;  R9 is hydrogen or lower alkyl; Rt0 is hydrogen,
hydroxy or lower alkoxy; R11 and R12 independently from each other are
hydrogen or lower alkyl;  R73 is lower alkyl; 15 R2 is hydrogen; or Rl and
R2 together with the nitrogen atom they are attached to form a
morpholinyl ring; X is O or NR14; R14 is selected from the group
consisting of hydrogen, lower alkyl and lower  20 hydroxyalkyl; R3 is
selected from the group consisting of lower alkyl,  cycloalkyl, lower
cycloalkylalkyl,  lower hydroxyalkyl,  25 lower alkoxyalkyl, lower
halogenalkyl, WO 2008/040651 PCT/EP2007/060094  -11- lower
carbamoylalkyl, lower alkylcarbonylaninoalkyl,  lower phenylalkyl, lower
heterocyclylalkyl wherein the heterocyclyl group is unsubstituted or  5
substituted by oxo, lower heteroarylalkyl wherein the heteroaryl. group is
unsubstituted or mono- or  di-substituted by lower alkyl, and phenyl which
is unsubstituted or mono- or di-substituted by halogen; or R3 and R"
together with the nitrogen atom they are attached to form a 4-, 5-, 6- or 7-
10 membered heterocyclic ring optionally containing a further heteroatom
selected  from nitrogen, oxygen or sulfur, said heterocyclic ring being
unsubstituted or  substituted by one or two groups independently selected
from hydroxy, lower  alkoxy and halogen; R4 and R8 independently from
each other are hydrogen or halogen; 15 R5 and R7 independently from
each other are selected from the group consisting of  



hydrogen, lower alkyl, lower allcoxy, halogen, lower halogenalkyl, lower
halogenalkoxy and cyano; R6 is selected from the group consisisting of
hydrogen, lower alkoxy, halogen, lower  halogenalkyl, lower
halogenalkoxy and cyano; 20 R" is selected from the group consisting of
hydrogen, lower alkyl and lower  halogenalkyl; and pharmaceutically
acceptable salts thereof, for the preparation of medicaments for the
treatment and/or prophylaxis of diseases  which can be treated with
HDL-cholesterol raising agents. 25 In another aspect, the present
invention relates to the use of compounds of formula  I having the formula
WO 2008/040651 PCT/EP2007/060094  -12- R7 6 R8 5~~ 1 O R5 A NCR
I-B  I  R4 N R17 Rz R15 wherein A, R' to Rs, R's and R17 are as defined
herein before, and pharmaceutically  acceptable salts thereon for the
preparation of medicaments for the treatment and/or  prophylaxis of
diseases which can be treated with HDL-cholesterol raising agents. 5 In a
further aspect, the present invention relates to the use of compounds of
formula I having the formula R7  R6 R8 O R1  RS N I-C I :j R4 N R 7 Rz
R16 wherein A, R' to R8, R16 and R" are as defined herein before, and
pharmaceutically  acceptable salts thereof, for the preparation of
medicaments for the treatment and/or io prophylaxis of diseases which
can be treated with HDL-cholesterol raising agents. 



In a preferred aspect, the present invention relates to the use of
compounds of the  formula I, wherein A is CH, for the treatment and/or
prophylaxis of diseases which can  be treated with HDL-cholesterol raising
agents. More preferably, the present invention relates to the use of a
compound of the  is general formula WO 2008/040651
PCT/EP2007/060094  13- R7 R R O  R5 NCR I-D  Ra R2 X N  13 R
wherein RI is selected from the group consisting of cycloalkyl which is
unsubstituted or substituted by hydroxy or lower alkoxy,  5 lower
hydroxyalkyl, lower hydroxyhalogenalkyl, -CHZ-CR9R10-cycloalkyl, and
-CR11R12_000R13; R9 is hydrogen or lower alkyl; R10 is hydrogen,
hydroxy or lower alkoxy; 10 R11 and R12 independently from each other
are hydrogen or lower alkyl;  R'' is lower alkyl; R2 is hydrogen;  X is O or
NR14; R'4 is hydrogen or lower alkyl; 15 R3 is selected from the group
consisting of lower alkyl,  cycloalkyl, lower cycloalkylalkyl,  lower
alkoxyatkyl,  lower halogenallcyl, 



20 lower carbamoylalkyl,  lower phenylallcyl,  lower heterocyclylallryl,
lower heteroarylalkyl wherein the heteroaryl group is unsubstituted or
mono- or  di-substituted by lower alkyl, and 25 phenyl which is
unsubstituted or mono- or di-substituted by halogen; or R3 and R14
together with the nitrogen atom they are attached to form a 5-, 6- or 7-
membered heterocyclic ring; WO 2008/040651 PCT/EP2007/060094  -14
R4 and R8 independently from each other are hydrogen or halogen; R'
and R' independently from each other are selected from the group
consisting of  hydrogen, halogen, lower halogenalkyl, lower halogenalkoxy
and cyano; 128 is selected from the group consisisting of hydrogen,
halogen, lower halogenalkyl,  5 lower halogenalkoxy and cyano; and
pharmaceutically acceptable salts thereof, for the preparation of
medicaments for the treatment and/or prophylaxis of diseases  which can
be treated with HDL-cholesterol raising agents. Preferably, the invention
relates to the use of compounds of formula I, wherein X is  to O. Also
preferred is the use of compounds of formula I, wherein R' is cycloalkyl
which  is substituted by hydroxy, with those compounds, wherein R' is
cyclohexyl substituted by  hydroxy, being especially preferred. In addition,
compounds of formula I are preferably used, wherein R' is -CH2 15
CR9R70-cycloalkyl and wherein 129 is hydrogen and R1 is hydroxy, with
those compounds  of formula I, wherein R' is -CH2-CR9R1-cyclopropyl
and wherein R9 is hydrogen and R'0  is hydroxy, being more preferred.
Furthermore, the use of compounds of formula I is preferred, wherein R3
is  selected from the group consisting of lower cycloalkylalkyl, lower
alkoxyalkyl and. lower  20 halogenalkyl, with those compounds of formula
I, wherein R3 is cyclopropylmethyl, 2 methoxyethoxy or
2,2,2-trifluoroethyl, being especially preferred. Also preferably used are
compounds of formula I according to the invention,  wherein R6 is halogen
and R4, R5, R' and R8 are hydrogen. Thus, in a preferred embodiment,
the invention relates to the use of compounds of  



25 formula I having the formula WO 2008/040651 PCT/EP2007/060094
15- R7 R6 R8 O  R5 NR I-E  R4 RZ O N  13 R  wherein R' is cycloalkyl
which is substituted by hydroxy,  or -CH2-CR9R10-cycloalkyl; 5 1.29 is
hydrogen or lower alkyl; R10 is hydrogen, hydroxy or lower alkoxy;  R2 is
hydrogen; R3 is selected from the group consisting of lower
cycloalkylalkyl, lower alkoxyalkyl  and lower halogenalkyl; 10 R4 , Rs, R7
and R8 are hydrogen;  R6 is halogen; and pharmaceutically acceptable
salts thereof, for the preparation of medicaments for the treatment and/or
prophylaxis of diseases  which can be treated with HDL-cholesterol raising
agents. 15 Preferably, the invention relates to the use of compounds of
formula I selected  from the group consisting of.
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((lR,2R)-2-hydroxy-cyclohexy
l)- nicotinamide, 5 -(4 -chloro -phenyl) -N- ((1 R, 2R) -
2-hydroxy-cyclohexyl) -6- (2-methoxy-eth oxy) - 2o nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexy
l)- nicotinamide, 5-(4-chloro-phenyl)-N-((i
R,2R)-2-hydroxy-cyclohexyl)-6-(2,2,2-trifluoro-ethoxy)- nicotinamide, 



WO 2008/040651 PCT/EP2007/060094  -16
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-fluoro-
phenyl)- nicotinamide,
5-(2-chloro-5-trifluoromethyl-phenyl)-6-cyclopentyloxy-N-((IR,2R)-2-hydrox
y- cyclohexyl)-nicotinamide, 5
6-butoxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((IR,2R)-2-hydroxy-cycloh
exyl)- nicotinamide,
6-cyclohexyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((IR,2R)-2-hydroxy
- cyclohexyl)-nicotinamide, 6-butoxy-N-(2-cyclopropyl-2-hydroxy-propyl)
-5-(2-fluoro-5-trifluoromethyl-phenyl) - 10 nicotinamide,
5-(4-chloro-phenyl)-6-cyclohexyloxy-N-((IR,2R)-2-hydroxy-cyclohexyl)-nic
otinamide,
6-butoxy-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-nicotinami
de,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmeth
oxy- nicotinamide, 15
6-cyclopentyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((IR,2R)-2-hydrox
y- cyclohexyl)-nicotinamide,
6-cyclopentyloxy-N-(2-cyclopropyl-2-hydroxy-propyl)
-5-(2-fluoro-5-trifluoromethyl- phenyl) -nicotinamide,
6-(2-chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- 20 cyclohexyl)-amide,
6-(2-chloro-phenyl)-5-cyclopentylamino-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl)-amide,
5-(4-chloro-phenyl)-6-cyclopentyloxy-N-((IR,2R)-2-hydroxy-cyclohexyl)-nic
otinamide,
5-(2-chloro-5-trifluoromethyl-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-
25 cyclopropylmethoxy-nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-phenoxy-nicotina
mide,  6-(4-chloro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid
(1-hydroxy-indan-2- yl)-amide,
6-(3,4-dichloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- 30 hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(2-methoxy-etho
xy)- nicotinamide, 



[ 5-(4-chloro-phenyl) -6-(2-methoxy-ethoxy) -pyridin-3-yl]
-morpholin-4-yl-methalone,
5-(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-(2-propionyl
amino- 35 ethoxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-pentyl)-6-(2-methoxy-ethoxy)-
nicotinamide, 5-(4-chloro-phenyl)-N-((S)
-1-hydroxymethyl-2,2-dimethyl-propyl)-6-(2-methoxy- ethoxy)
-nicotinamide, WO 2008/040651 PCT/EP2007/060094  -17
6-cyclopropylmethoxy-5-(3,4-difluoro-phenyl)-N-((trans)-2-hydroxy-cyclohe
xyl)- nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((trans)-2-hydroxy-cyclohexyl)
- nicotinamide, 5
6-cyclopropylmethoxy-N-((trans)-2-hydroxy-cyclohexyl)-5-(4-trifluoromethy
l-phenyl.)- nicotinamide, 6-cyclopropylmethoxy-5-(3,4-dichloro-phenyl)
-N-(( trans)-2-hydroxy-cyclohexyl) - nicotinamide,
5-(4-cyano-phenyl)-6-cyclopropylmethoxy-N-((trans)-2-hydroxy-cyclohexyl
)- lo nicotinamide,
6-(4-chloro-phenyl)-5-cyclopropylmethoxy-pyrazine-2-carboxylic acid
((R)-1- hydroxymethyl-3-methyl-butyl)-amide,
5-(4-chloro-phenyl)-N-(2-hydroxy-3-methoxy-propyl)-6-(2-methoxy-ethoxy)
- nicotinamide, 15
6-(4-chloro-phenyl)-5-(3-methyl-butoxy)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl) -amide,
5-(2-chloro-phenoxy)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl) -amide,
6-(4-fluoro-phenyl)-5-(3-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl- 20 2-hydroxy-propyl)-amide,
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- hydroxy-propyl)-amide,
6-((R)-sec-butoxy)-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-
nicotinamide, 25
N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-eth.oxy)-5-(4-trifluorometh
yl-phenyl)- 



nicotinamide,
N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(2-meth.oxy-ethoxy)-5-(4-trifluoromet
hoxy- phenyl) -nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-isopropoxy-eth
oxy)- 30 nicotinamide, 5- (4-chloro-phenyl) -N-((I
R,2R)-2-hydroxy-cyclohexyl) -6-isopropoxy-nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-[(2-methoxy-ethyl)
-methyl- amino] -nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-meth oxy-
l-methyl- 35 ethoxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(1-meth
oxymethyl-propoxy)- nicotinamide,
6-(4-fluoro-phenyl)-5-((R)-2-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2- cyclopropyl-2-hydroxy-propyl)-amide, WO 2008/040651
PCT/EP2007/060094  -18 5-(4-chloro-phenyl) -N-((I R,2R)
-2-hydroxy-cyclohexyl) -6-isobutoxy-nicotinamide,  5-(4-chloro-phenyl)
-6-(2-ethoxy-ethoxy) -N-((1 R,2R) -2-hydroxy-cyclohexyl) - nicotinamide,
6-(4-chloro-phenyl) -5- [ (R)- I -(tetrahydro-furan-2-yl) methoxy]
-pyrazine-2-carboxylic  5 acid
((S)-2-cyclopropyl-2-hydro)cy-propyl)-amide,
6-(4-chloro-phenyl)-5-[(R)-1-(tetrahydro-furan-2-yl)methoxy]-pyrazine-2-ca
rboxylic  acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chl.oro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-((S)-2-methoxy-pr
opoxy)- nicotinainide, 10
6-sec-butoxy-5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-nicoti
namide,  5-(4-chloro-phenyl)-N-((IR,2R)
-2-hydroxy-cyclohexyl)-6-(oxetan-2-ylmethoxy)- nicotinamide,
5-(2-methoxy-ethoxy)-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid (2- cyclopropyl-2-hydroxy-propyl)-amide, 15
5-cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid (2- cyclopropyl-2-hydroxy-propyl) -amide,
5-(3-methoxy-propoxy)-6-(4-trifluorometh),l-phenyl)-pyrazine-2-carboxylic
acid (2- cyclopropyl-2-hydroxy-propyl) -amide, 



5-butoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- 20 hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid ((B)
-2-cyclopropyl-2- hydroxy-p ropyl) -amide,
6-(4-chloro-phenyl)-5-(3-methyl-butylamino)-pyrazine-2-carboxylic acid
((.R)-2- cyclopro pyl-2-hydroxy-propyl) -amide, 25
6-(4-chloro-phenyl)-5-(cyclopropylmethyl-amino)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-cyclopropylamino-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl- 2-hydroxy-propyl) -amide,
6-(4-chloro-phenyl)-5-(3-methoxy-azetidin-l.-yl)-pyrazine-2-carboxylic acid
((R)-2- 30 cyclopropyl-2-hydro)cy-propyl.)-amide,
6-(4-chloro-phenyl)-5-(3-hydroxy-azetidin-l-yl)-pyrazine-2-carboxylic acid
((R)-2- cyclopropyt-2-hydroxy-propyl) -amide,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(2,2,2-trifluoro-et
hoxy)- nicotinamide, 35
N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2,2,2-trifluoro-etho)cy)-5-(4-trifluorom
ethyl- phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-[3-(2-oxo-pyrrolidi
n-l-yl)- propoxy] -nicotinamide, WO 2008/040651 PCT/EP2007/060094  -
19 5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((R)-2- cyclopropyl-2-hydroxy-propyl) -amide,
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((S)-2- cyclopropyl-2-hydroxy-propyl)-amide, 5
5-(4-fluoro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(3-methoxy-propo)
Cy)- nicotinamide,
6-(4-chloro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5,6-bis-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((S)-2-cyclopropyl-2-hydroxy- 10 propyl)-amide,
5,6-bis-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy- propyl)-amide, 



6-(4-chloro-phenyl)-5- [ (S)-1-(tetrahydro-furan-2-yl)methoxy]
-pyrazine-2-carboxylic  acid ((S)-2-cyclopropyl-2-hydro)cy-propyl)-amide,
15
5-(4-chloro-phenyl)-6-(cyclopropylmethyl-methyl-amino)-N-((1R,2R)-2-hyd
roxy- cyclohexyl)-nicotinamide,
6-(cyclopropylmethyl-methyl-amino)-5-(4-fluoro-phenyl)-N-((1R,2R)-2-hydr
oxy- cyclohexyl)-nicoti,namide, N- (2-cyclopropyl-2-hydroxy-propyl)
-6-(cyclopropylmethyl-methyl-amino) -5-(4-fluoro- 20 phenyl)-nicotinamide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-trifluoro
methyl- phenyl) -nicotinamide,
5-butoxy-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy- propyl)-amide, 25
5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(methyl-propyl-a
mino)- nicotinamide,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(methyl-propyl-a
mino)- nicotinamide,
5-cyclopropyl.methoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- 30 cyclopropyl-2-hydroxy-propyl)-amide,
5-azepan-l-yl-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- hydroxy-propyl) -amide, 5-
[methyl-(3-methyl-butyl)-amino] -6-(4-trifluoromethyl-phenyl)
-pyrazine-2-carboxylic  acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide,
35
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-methoxy-ethoxy)-5-(4-trifluoro
methyl- phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hyd.roxy-propyl)-6- [
(2-methoxy-ethyl)- methyl-amino ] -nicotinamide, WO 2005/040651
PCT/EP2007/060094  -20
5-(4-fluoro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(methyl-propyl-ami
no)- nicotinamide,
N-((R)-2-cyclopropyl-2-hydro),-propyl)-6-cyclopropylmethoxy-5-(4-fluoro-p
henyl)- nicotinamide, 5 3'-(4-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[
1,2']bipyridinyl-5'-carboxylic acid (2- cyclopropyl-2-hydroxy-propyl)-amide, 



N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-trifluoro
methoxy- phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydro)cy-propyl)-6-(2-methyl-2
H- 10 [1,2,4]triazol-3-ylmedioxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyi)-6-(1-methyl-lH-imida
zol-2- ylmethoxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-met:h yl-2H-[
1,2,4] triazol- 3-ylmethoxy) -nicotin amide, 15
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(pyridin-4-yl
methoxy)- nicotinamide,
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((S)-2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((IR,2R)-2- 20 hydroxy-cyclobexyl)-amide,
6-(4-chloro-phennyl)-5-[(2-hydroxy-ethyl)-methyl-amino]-pyrazine-2-carbo
xylic acid  ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-fluoro-phenyl)-5-(2-methoxy-ethoxy)-pyrazine-2-carboxylic acid
((1R,2R)-2- hydro)cy-cyclohexyl)-amide, 25
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl)-amide, 5-(4-cyano-phenyl) -N-((R)
-2-cyclopropyl.-2-hydroxy-propyl)-6-cyclopropylmethoxy- nicotinamide,
5-(4-chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropyl
methoxy- 30 nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydro)Cy-propyl)-6-cyclopropyl
methoxy- nicotinamide,
5-(4-chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-(3-methyl-iso
xazol-5- ylmeth oxy) -nicotinamide, 35
6-cyclopropylmethoxy-5-(4-fl.uoro-phenyl)-N-(1-hydroxymethyl-cyclopentyl
)- nicotinamide, 5- [bis-(2-hydroxy-ethyl) -amino] -6-(4-chloro-phenyl)
-pyrazine-2-carboxylic acid ((R)- 2-cyclopropyl-2-hydroxy-propyl)-amide,
WO 2008/040651 PCT/EP2007/060094  -21 



5-cyclopropylmethoxy-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid  ((1 R,2R)-2-hydroxy-cyclohexyl)-amide, 5-
(cyclopropylmethyl-methyl-amino) -6-(4-trifluoromethoxy-phenyl)
-pyrazine-2- carboxylic acid ((IR,2R)-2-hydroxy-cyclohexyl)-amide, 5
5-cyclopropylmethoxy-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)- 2-cyclopropyl-2-hydroxy-propyl)-amide,
6-cycl.opropylmethoxy-5-(4-fluoro-phenyl)-N-(2-hydroxy-2-methyl-propyl) -
nicotinamide,
5-(5-bromo-furan-2-ylethynyl)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- 10 cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(3-metho)cy-prop-
1-ynyl)- nicotinamide,
5-(4-chloro-phenyl)-6-cyclopropylethynyl-N-((IR,2R)-2-hydroxy-cyclohexyl)
- nicotinamide, 15
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)-2- methyl-nicotinamide,
5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(5-methyl-isoxazo
l-3- ylmethoxy) -nicotinamide,
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-5-(4-fluoro-phenyl)-6-(pyridin-2-yl
methoxy)- 20 nicotinamide,
5-(2-pyridin-3-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)- 2-cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-2-methyl-6-(2,2,2-trif
luoro- ethoxy)-nicotinamide, 25
6-(4-chloro-phenyl)-5-thiomorpholin-4-yl-pyrazine-2-carboxylic acid ((R)-2-
cyclopropyl-2-hydroxy-propyl) -amide,
6-(4-chloro-phenyl)-5-(4,4-difluoro-piperidin-1-yl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(2-cyclopropyl-ethyl)-pyrazine-2-carboxylic acid
((R)-2- 30 cyclopropyl-2-hydro)cy-propyl)-amide,
5-(2-pyridin-2-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)- 2-cyclopropyl-2-hydroxy-propyl)-amide,
6-cyclopropylmethoxy-N-(3,3,3-trifluoro-2-hydroxy-2-methyl-propyl) -5-(4-
trifluoromethyl-phenyl.) -nicotinamide, 



35
6-cyclopropylmethoxy-N-(3,3,3-trifluoro-2-hydroxy-2-methyl-propyl)-5-(4-
trifluoromethoxy-phenyl)-nicotinamide,
5-(4-fluoro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(3-methyl-pyridin-2
- ylmethoxy)-nicotinamide, WO 2008/040651 PCT/E'P2007/060094  22
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)
-6-(pyridin-2-ylmethoxy)- nicotinamide,
6-(4-fluoro-phenyl)-5-piperidin-I-yl-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- hydroxy-propyl) -amide, 5
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydro)cy-cyclohexyl)-6-[2-(1-hydro)Cy-cy
clopentyl)- ethyl] -nicotinamide,
3-(4-cyano-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)- nicotinamide, 6-cyclopropylmethoxy-5-(4-fluoro-phenyl) -N-((R)
-3,3,3-trifluoro-2-hydroxy-2-methyl- 1o propyl)-nicotinamide,
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohe)C
yl)-2- trifluoromethyl-nicotinamide N
((S)-I-hydroxymethyl-3-methyl-butyl)-5-(3-methoxy-phenyl)-6-pyrrolidin-l-yl
- nicotinamide, 15
N-((S)-1-hydroxymethyl-3-methyl-butyl)-5-(4-methoxy-phenyl)-6-pyrrolidin-
l-yl- nicotinamide, 5-(4-chloro-3-methyl-phenyl) -N-((R)-
1-hydroxymethyl-3-methyl-butyl) -6-pyrrolidin- l - y]-nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)
-5-(3-methoxy-phenyl)-6-pyrrolidin- l -yl- 20 nicotinamide,
N-((R)-l-hydroxymethyl-3-methyl-butyl) -5-(4-methoxy-phenyl)-6-pyrrolidin-
l -yl- nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-yi-5-(4-trifluoromethy
l- p henyl) -nicotinamide, 25
N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-yl-5-(4-trifluorometho
xy- ph.enyl) -nicotin amide,
5-(4-cyano-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-
yl- nicotinamide, 



5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-pyridin-2-yl-eth
yl)- 3o nicotinamide, N-((1 R,2R) -2-hydroxy-cyclohexyl) -6-
[2-(3-methyl-3H-imidazol-4-yl) -ethyl ] -5- (4- trifluoromethyl-phenyl)
-nicotinamide, 5-(4-chloro-phenyl) -6- [2-(5-fluoro-pyridin -2-yl) -ethyl]
-N-((IR,2R) -2-hydroxy- cyclohexyl)-nicotinamide, 35
6-[2-(5-fluoro-pyridin-2-yl)-ethyl]-N-((IR,2R)-2-hydroxy-cyclohexyl)-5-(4-
trifluoromethyl-phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-pyridin-2-
yl-ethyl)- nicotinamide, WO 20081040651 PCT/EP20071060094  23
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-pyridin-2-yl-ethyl)
-5-(4-trifluoromethyl- phenyl)-nicotinamide, 2-{
[6-(4-fluoro-phenyl)-5-piperidin-l-yl-pyrazine-2-carbonyl]-amino}-2-methyl-
propionic acid methyl ester, 5 (R)-2-{
[6-(4-fluoro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carbonyl]-amino}
-3-methyl- butyric acid methyl ester
6-(4-butylcarbamoyl-butoxy)-5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cy
clohexyl)- nicotinamide, 5- [4-(2-butylcarbamoyl-ethyl) -phenyl]
-6-cyclopropylmethoxy-N-((1 R,2R) -2-hydroxy- 10
cyclohexyl)-nicotinamide,
5-(2,4-dichloro-ph.enyl)-N-(2-hydro)cy-ethyl)-6-propoxy-nicotinamide,
6-cyclopentylmethoxy-5-(2,4-dichloro-phenyl)-N-(2-hydroxy-ethyl)-nicotina
mide,  5-(4-chloro-phenyl)-N-((S)-1-hydroxymethyl-3-methyl
-butyl)-6-pyrrolidin-l-yl- nicotinamide, 15
5-(3,4-dichloro-phenyl)-N-((S)-I-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin
-1-yl- nicotinamide, 5-(4-chloro-3-methyl-phenyl)-N-((S)-I
-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l- yl-nicotinamide,
5-(2-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-I-yl
- 20 nicotinamide,
5-(4-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-
yl- nicotinamide, 



5-(3-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- I.
-yl- nicotinamide, 25
5-(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-y
l- nicotinamide,
5-(3,4-dichloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidi
n-l-yl- nicotinamide, 3'-(3-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[
I,2']bipyridinyl-5'-carboxylic acid ((S)-1- 30
hydroxymethyl-3-methyl-butyl)-amide, and all pharmaceutically acceptable
salts thereof. Especially preferred is the use of compounds of formula I
selected from the group  consisting of: 5- (4 -chloro-phenyl) -6-cyclop ro
pylmethoxy-N-((1 R, 2R) -2-hydroxy-cyclohexyl) - 35 nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-ethoxy
)- nicotinamide, WO 2008/040651. PCT/EP2007/060094  24
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-fluoro-
phenyl)- nicotinamide, 5-(4-chloro-phenyl)-N-((IR,2R)
-2-hydroxy-cyclohexyl)-6-(2,2,2-trifluoro-ethoxy)- nicotinamide, 5
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexy
l)- nicotinamide, and all pharmaceutically acceptable salts thereof. Even
more preferred is the use of compounds of general formula I selected from
the group consisting of: 10
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)- nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-ethoxy
)- nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl
) - 1,5 nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2,2,2-trifluoro-eth
oxy)- nicotinamide, 



N-((
R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmeth.oxy-5-(4-fluoro-phe
nyl)- nicotinamide, 20
6-butoxy-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-nicotinami
de,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmeth
oxy- nicotinamide, 6-cycl o pentyloxy-5 - (2-fluoro- 5 -tri fluo
romethyl-phenyl) -N-((I R, 2R) -2-hydroxy- cyclohexyl) -nicotinamide, 25
6-(2-chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
((1R,2R)-2-hydroxy- cyclohexyl)-amide,
6-(2-chloro-phenyl)-5-cyclopentylamino-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl)-amide,
5-(4-chloro-phenyl)-6-cyclopentyloxy-N-((IR,2R)-2-hydroxy-cyclohexyl)-nic
otinamide,  30
5-(2-chloro-5-trifluoromethyl-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-
cyclopropylmethoxy-nicotinamide,
6-(4-chloro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid
(1-hydroxy-indan-2- yl)-amide,
6-(3,4-dichloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- 35 hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((1:)-1-hydroxymethyl-pentyl)-6-(2-methoxy-ethoxy)-
nicotinamide, WO 2008/040651 PCT/EP2007/060094  -25
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((trans)-2-hydroxy-cyclohexyl)
- nicotinamide, 6-cyclopropylmethoxy-5- (3,4-dichloro-phen)rl)-N-( (trans)
-2-hydroxy-cyclohexyl) - nicotinamide, 5
6-(4-chloro-phenyl)-5-cyclopropylmethoxy-pyrazine-2-carboxylic
acid((R)-1- hydroxymethyl-3-methyl-butyl)-amide,
6-(4-fluoro-phenyl)-5-(3-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl- 2-hydroxy-propyl) -amide,
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- 10 hydroxy-propyl)-amide,
6-((R)-sec-butoxy)-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyciohexyl)-
nicotinami.de, 



5-(4-chloro-phenyl)-N-((I R,2R)-2-hydroxy-cyclohe)cyl)-6- [
(2-methoxy-ethyl) -methyl- amino ] -nicotinamide, 15
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-l-meth
yl- ethoxy)-nicotinamide, 5-(4-chloro-phenyl)-N-((IR,2R)
-2-hydroxy-cyclohexyl)-6-(1-methoxymethyl-propoxy)- nicotinamide,
6-(4-fluoro-phenyl)-5-((R)-2-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2- 20 cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-1(R)-1-(tetrahydro-furan-2-yl)methoxy]
-pyrazine-2-carboxylic  acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-((S)-2-methoxy-pr
opoxy)- nicotinamide, 25
6-sec-butoxy-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-nicotin
amide,  6-(4-chloro-phenyl)-5-(3-methyl-butyiamino)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl) -amide,
6-(4-chloro-phenyl)-5-(cyclopropylmethyl-amino)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl) -amide, 30
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(2,2,2-trifluoro-et
hoxy)- nicotinamide 5,6-bis-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy- propyl)-amide,
5-(4-chloro-phenyl)-6-(cyclopropylmethyl-methyl-amino)-N-((IR,2R)-2-hydr
oxy- 35 cyclohexyl)-nicotinamide, 6-(cyclopropylmethyl-methyl
-amino)-5-(4-fluoro-phenyl)-N-((IR,2R)-2-hydroxy- cyclohexyl)
-nicotinamide, N-(2-cyclopropyl-2-hydroxy-propyl)
-6-(cyclopropylmethyl-methyl-amino) -5-(4-fluoro- phenyl) -nicotinamide,
WO 2008/040651 PCT/EP2007/060094  -26 N- ((S)
-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-trifluoromethy
l- phenyl)-nicotinamide,
5-butoxy-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy- propyl)-amide, 5
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(methyl-propyl-ami
no)- 



nicotinamide, 5-(4-chloro-phenyl) -N-(2-cyclopropyl-2-hydroxy-propyl)
-6-(methyl-propyl-amino) - nicotinamide,
5-cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- 10 cyclopropyl-2-hydroxy-propyl)-amide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-methoxy-etho)cy)-5-(4-trifluor
omethyl- phenyl) -nicotinamide, 5-(4-fluoro-ph
enyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(methyl -propyl-amino)-
nicotinamide, 15
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-trifluoro
methoxy- phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(pyridin-4-yl
methoxy)- nicotinamide,
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((S)-2- 20 cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((IR,2,R)-2- hydroxy-cyclohe)cyl)-amide,
6-(4-fluoro-phenyl)-5-(2-methoxy-ethoxy)-pyrazine-2-carboxylic acid
((1R,2R)-2- hydroxy-cyclohexyl) -amide, 25
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((1R,2R)-2- hydroxy-cyclohexyl)-amide,
5-(4-ch.loro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropyl
methoxy- nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylm
ethoxy- 30 nicotinamide,
5-(4-chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-(3-methyl-iso
xazol-5- ylmethoxy) -nicotinamide,
5-cyclopropylmethoxy-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid  ((IR,2R)-2-hydroxy-cyclohexyl)-amide, 35
5-(cyclopropylmethyl-methyl-amino)-6-(4-trifluorometho)Cy-phenyl)-pyrazi
ne-2- carboxylic acid ((IR,2R)-2-hydroxy-cyclohexyl)-amide,
5-cyclopropylmethoxy-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)- 2-cyclopropyl-2-hydroxy-propyl) -amide, WO 2008/040651
PCT/EP2007/060094  



-27 5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((1
R,2R)-2-hydroxy-cyclohexyl) -2- methyl-nicotinamide,
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-5-(4-fluoro-phenyl)-6-(pyridin-2-yl
methoxy)- nicotinamide, 5
6-(4-chloro-phenyl)-5-thiomorpholin-4-yl-pyrazine-2-carboxylic acid ((R)-2-
cyclopropyl-2-hydroxy-propyl)-amide,
6-cyclopropylmethoxy-N-(3,3,3-trifluoro-2-hydroxy-2-methyl-propyl)-5-(4-
trifluoromethyl-phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(pyridin-2-ylmetho
xy)- 10 nicotinamide, 5-(4-cyano-ph.enyi)
-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexyl)- nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((R)-3,3,3-trifluoro-2-hydroxy-
2-methyl- propyl) -nicotinamide, 15
5-(4-chloro-3-methyl-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-py
rrolidin-l- yl-nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-5-(3-methoxy-phenyl)-6-pyrrolidin-
1-yl- nicotin amide,
N-((R)-1.-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-yl-5-(4-trifluorometh
oxy- 20 phenyl)-nicotinamide, 5 - (4-chloro -phenyl) -N- ((I R,2R) -2
-hydroxy-cyclohexyl) -6- (2 -pyridin-2 -yl -ethyl) - nicotinamide
5-(4-chloro-phenyl) -6- [2-(5-fluoro-pyridin-2-yl)-ethyl] -N-((1
R,2R)-2-hydroxy- cyclohexyl) -nicotinamide, 25
6-(4-butylcarbamoyl-butoxy)-5-(4-chloro-ph.enyl)-N-((1R,2R)-2-hydroxy-cy
clohexyl)- nicotinamide, 5- [4-(2-butylcarbamoyl-ethyl)-phenyl]
-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy- cyclohexyl)-nicotinamide,
5-(2-fluoro-phenyl)-N-((R)-i.-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-y
l- 30 nicotinamide, 5-(4-fluoro-phenyl)
-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- l -yl- nicotinamide,
5-(3-chloro-phenyl)-N-((R)-
l-hydro)cymethyl-3-methyl-butyl)-6-pyrrolidin-1-yl- 



nicotinamide, 35
5-(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-y
l- nicotinamide, 5-(3,4-dichloro-phenyl)
-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- l-yl- nicotinamide,
WO 2008/040651 PCT/EP2007/060094  -28
3'-(3-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[1,2']bipvridinyl-5'-carboxylic
acid ((S)-1- hydroxymethyl-3-methyl-but),l)-amide, and of
pharmaceutically acceptable salts thereof. The invention thus relates to
compounds of formula I as defined herein before for  5 use for the
treatment and/or prophylaxis of diseases which can be treated with HDL-
cholesterol raising agents. The invention further relates to new
compounds of formula I selected from the  group consisting of:
6-cyclohexyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((IR,2R)-2-hydroxy
- i0 cyclohexyl)-nicotinamide, 6-butoxy-N-(2-cyclopropyl-2-hydroxy-propyl)
-5- (2-flunto -5-trifluoromethyl-phenyl) - nicotinamide,
5-(4-chloro-phenyl)-6-cyclohexyloxy-N-((IR,2R)-2-hydroxy-cyclohexyl)-nic
otinamide,
6-cyclopentyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((IR,2R)-2-hydrox
y- 15 cyclohexyl)-nicotinamide,
6-cyclopentyloxy-N-(2-cyclopropyl-2-hydroxy-propyl) -5-
(2-fluoro-5-trifluoromethyl- phen),l)-nicotinamide,
6-(2-chloro-phenyl)-5-pyrrolidin-l-yl-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- cyclohexyl)-amide, 20
6-(2-chloro-phenyl)-5-cyclopentylamino-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl)-amide,
5-(4-chloro-phenyl)-6-cyclopentyloxy-N-((IR,2R)-2-hydroxy-cyclohexyl)-nic
otinamide,
5-(2-chloro-5-trifluoromethyi-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)
-6- cyclopropylmethoxy-nicotinamide, 25
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-phenoxy-nicotina
mide,  6-(4-chloro-phenyl)-5-piperidin-l-yl-pyrazine-2-carboxylic acid
(l-hydroxy-indan-2- yl)-amide, 



6-(3,4-dichloro-phenyl)-5-pyrrolidnz-1-yl-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- hydroxy-propyl) -amide, 30
[5-(4-chloro-phenyl)-6-(2-meth
oxy-etho)cy)-pyridin-3-yl]-morpholin-4-yl-meth anone,  5-(4-chloro-phenyl)
-N-((R)-1-hydroxymethyl-3-methyl -butyl)-6-(2-propionylamino-
ethoxy)-nicotinamide, 5-(4-chloro-phenyl)
-N-((R)-1-hydroxymethyl-pentyl)-6-(2-meth oxy-ethoxy)- nicotinamide, WO
2008/040651 PCT/EP2007/060094  -29
5-(4-chloro-phenyl)-N-((S)-I-hydroxymethyl-2,2-dimethyl-propyl)-6-(2-meth
oxy- ethoxy) -nicotinamid e,
6-cyclopropylmethoxy-5-(3,4-diehloro-phenyl)-N-((trans)-2-hydroxy-cycloh
e)cyl)- nicotinamide, 5
6-(4-chloro-phenyl)-5-cyclopropylmethoxy-pyrazine-2-carboxylic acid
((R)-1- hydroxymethyl-3-methyl-butyl)-amide,
5-(4-chloro-phenyl)-N-(2-hydroxy-3-methoxy-propyl)-6-(2-methoxy-ethoxy)
- nicotin amid e,
5-(2-chloro-phenoxy)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2- to hydroxy-cyclohexyl)-amide,
6-(4-fluoro-phenyl)-5-(3-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl- 2-hydroxy-propyl)-amide, 6-((R)-sec-butoxy)-5-(4-chi
oro-phenyl)-N-(( IR,2R)-2-hydro)Cy-cyclohexyl)- nicotinamide, 15
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-isopropoxy-nicotin
amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-l-meth
yl- ethoxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(1-methoxymethyl-
propoxy)- nicotinamide, 20
6-(4-fluoro-phenyl)-5-((R)-2-methoxy-propo)cy)-pyrazine-2-carboxylic acid
(2- cyclopropyl-2-hydro)cy-propyl) -amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyi)-6-((S)-2-methoxy-pr
opoxy)- nicotinamide, 6-sec-butoxy-5-(4-chloro-phenyl) -N-((1
R,2R)-2-hydroxy-cyclohexyl) -nicotinamide,  25
5-cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid (2- 



cyclopropyl-2-hydroxy-propyl) -amide,
6-(4-chloro-phenyl)-5-(3-methyl-butylamino)-pyrazine-2-carboxylic acid
((R)-2- cyclopropyl-2-hydroxy-propyl) -amide,
6-(4-chloro-phenyl)-5-cyclopropylamino-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl- 30 2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(3-methoxy-azetidin-1-yl)-pyrazine-2-carboxylic acid
((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-[3-(2-oxo-pyrrolidi
n-l-yl)- propoxy] -nicotinamide, 35
5-(4-fluoro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(3-methoxy-propox
y)- nicotinamide,
6-(4-chloro-phenyl)-5-[(S)-1-(tetrahydro-furan-2-yl)methoxy]-pyrazine-2-ca
rboxylic  acid ((S)-2-cyclopropyl-2-hydroxy-propyl)-amide, WO
2008/040651 PCT/EP2007/060094  -30 N- (2 -cycl
opropyl-2-hydroxy-propyl) -6- (cyclopropylmethyl-methyl-amino)
-5-(4-fluoro- phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(methyl-propyl-a
mino)- nicoti,namide, 5
5-cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazi,ne-2-carboxylic
acid ((R)-2- cyclopropyl- 2 -hydroxy-propyl) -am ide, N- ((S)
-2-cyclopropyl-2-hydroxy-propyl) -6-(2-methoxy-ethoxy)
-5-(4-trifluoromethyl- phenyl) -nicotinamide,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-[(2-methoxy-ethy
l)- i0 methyl-amino]-nicotinamide,
3'-(4-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[ 1,2']bipyridinyl-5'-carboxylic
acid (2- cyclopropyl-2-hydroxy-propyl) -amide,
N-((S)-2-cyclopropyl-2-hydro)cy-propyl)-6-cyclopropylmethoxy-5-(4-trifluor
omethoxy- phenyl) -nicotinam ide, 15
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-methyl-2H
- [1,2,4] triazol-3-ylmethoxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(pyridin-4-yl
methoxy)- nicotinamide,
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((S)-2- 



20 cyclopropyl-2-hydroxy-propyl)-amide,
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl)-amide,
5-(4-cyano-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylm
ethoxy- nicotinamide, 25
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylm
ethoxy- nicotinamide, 6-cyclopropylmethoxy-5-(4-fluoro-phenyl) -N-(I
-hydroxymethyl-cyclopentyl) - nicotinamide, 5- [bis- (2-hydroxy-ethyl)
-amino] -6-(4-chloro-phenyl) -pyrazine-2-carboxylic acid ((R)- 30
2-cyclopropyl-2-hydroxy-propyl)-amide,
5-(5-bromo-furan-2-ylethynyl)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydro)cy-propyl) -amide,
5-(4-chloro-phenyl)-Ivr-((1
R,2R)-2-hydroxy-cyclohexyl)-6-(3-methoxy-prop-l-ynyl)- nicotinamide, 35
5-(4-chloro-phenyl)-6-cyelopropylethynyl-N-((IR,2R)-2-hydroxy-cyclohexyl)
- nicotinamide,
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)-2- methyl-nicotinamide, WO 2008/040651 PCT/EP2007/060094  -31
5-(2-pyridin-3-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)- 2-cyclopropyl-2-hydroxy-propyl)-amide, 5-(4-chloro-phenyl)-N-((I
R,2R)-2-hydroxy-cyclohexyl)-2-methyl-6-(2,2,2-trifluoro-
ethoxy)-nicotinamide, 5
6-(4-chloro-phenyl)-5-thiomorpholin-4-yl-pyrazine-2-carboxylic acid ((R)-2-
cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(4,4-difluoro-piperidin-1-yl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(2-cyclopropyl-ethyl)-pyrazine-2-carboxylic acid
((R)-2- 10 cyclopropyl-2-hydroxy-propyl)-amide,
5-(2-pyridin-2-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)- 2-cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-fluoro-phenyl)-5-piperidin-l-yl-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- 



hydroxy-propyl) -amide, 15
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-eyclohexyl)-6-[2-(1-hydroxy-cycl
opentyl)- ethyl] -nicotinamide, 6-cyclopropylmethoxy-5-(4-fl
uoro-phenyl)-N-((R) -3,3,3-trifluoro-2-hydroxy-2-methyl- propyl)
-nicotinamide,
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)-2- 20 trifluoromethyl-nicotinamide
N-((S)-1-hydroxymethyl-3-methyl-butyl)-5-(3-methoxy-phenyl)-6-pyrrolidin-
l-yl- nicotinamide, N-((S)
-1-hydroxymethyl-3-methyl-butyl)-5-(4-methoxy-phenyl) -6-pyrrolidin- 1 -yl-
nicotinamide, 25
5-(4-chloro-3-methyl-phenyl)-N-((R)-I-hydroxymethyl-3-methyl-butyl)-6-pyr
rolidin-l- yl-nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-5-(3-methoxy-phenyl)-6-pyrrolidin-
l-yl- nicotinamide, N-((R) -1-hydroxymethyl-3-methyl-butyl)
-5-(4-methoxy-phenyl) -6-pyrrolidin- l -yl- 30 nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-yl-5-(4-trifluoromethy
l- phenyl)-nicotinamide, N-( (R) -1 -hydroxyrnethyl.-3-methyl-butyl)
-6-pyrrolidin- l -yl-5- (4-trifluoromethoxy- phenyl) -nicotinamide, 35
5-(4-cyano-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-I-y
l- nicotinamide, N-((1 R,2R)-2-hydroxy-cyclohe)cyl)-6-
[2-(3-methyl-3H-imidazol-4-yl) -ethyl] -5-(4- trifluoromethyl-phenyl)
-nicotinamide, WO 2008/040651 PCT/EP2007/060094  -32 (R)-2-{
[6-(4-fluoro-phenyl)-5-pyrrolidin-l-yl-pyrazine-2-carbonyl]
-amino}-3-methyl- butyric acid methyl ester
6-(4-butylcarbamoyl-butoxy)-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyc
lohexyl)- nicotinamide, 5
5-[4-(2-butylcarbamoyl-ethyl)-phenyl]-6-cyclopropylmethoxy-N-((IR,2R)-2-
hydroxy- cyclohexyl)-nicotinamide,
5-(2,4-dichloro-phenyl)-N-(2-hydroxy-ethyl)-6-propoxy-nicotinamide,  



6-cyclopenpylmethoxy-5-(2,4-dichloro-phenyl)-N-(2-hydroxy-ethyl)-nicotin
amide,
5-(4-chloro-phenyl)-N-((S)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-
l-yl- 10 nicotinamide,
5-(3,4-dichloro-phenyl)-N-((S)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidi
n- l-yl- nicotinamide,
5-(4-chloro-3-methyl-phenyl)-N-((S)-1-hydroxymethyl-3-methyl-butyl)-6-pyr
rolidin-l- yl-nicotinamide, 15
5-(2-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-
yl- nicotinamide,
5-(4-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-
l-yl- nicotinamide,
5-(3-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl) -6-pyrrolidin-
l-yl- 2o nicotinamide,
5-(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-y
l- nicotinamide, 5-(3,4-dichloro-phenyl)
-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-yl- nicotinamide, 25
3'-(3-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[1,2']bipyridinyl-5'-carboxylic
acid ((S)-1- hydroxymethyl-3-methyl-butyl) -amide, and all
pharmaceutically acceptable salts thereof. The invention further relates to
new compounds of the formula I having the  formula R7  6 R$ O Ra  RS A
N~ I-B  4 N R" Rz Rae  30 WO 2008/040651 PCT/EP2007/060094  -33
wherein A, R' to R8, R'5 and R17 are as defined herein before, and
pharmaceutically  acceptable salts thereof. 



Within this group, those compounds of formula I-B are preferred, wherein
R6 is  chloro and R4, R5, R7 and R8 are hydrogen. Most preferably, the
compounds of formula  5 I-B are selected from
5-(5-bromo-furan-2-ylethynyl)-6-(4-chloro-phenyl)-pyrazine-2 carboxylic
acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide, 5-(4-chloro-phenyl)-N-
((IR,2R)-2-hydroxy-cyclohexyl)-6-(3-methoxy-prop-1-ynyl)-nicotinamide,
5-(4-chloro- phenyl)-6-cyclopropylethynyl-N-((
IR,2R)-2-hydroxy-cyclohexyl)-nicotinamide, and  pharmaceutically
acceptable salts thereof. 10 Compounds of formula I having the formula
R7 RR 0 ~R  Ft5 N R' Rz I-D  X N 13  R  wherein X is 0 and R3 to R8 are
as defined herein before, can be prepared by a process, which process
comprises coupling a compound of formula  R7  :80OH II R' O N  R3 15
wherein R' to Re are as defined herein before, with an amine of the
formula  H-NR1R 2 III WO 2008/040651 PCT/EP2007/060094  -34
wherein R1 and R2 are as defined herein before, with the help of an
coupling agent  under basic conditions, and, if desired, converting the
resulting compound of formula I  into a pharmaceutically acceptable salt
thereof. Coupling agents for the reaction of compounds of formula II with
amines of  5 formula III are for example N,N'-carbonyldiimidazole (CDT),
N,N'- dicyclohexylcarbodiimide (DCC),
1-(3-dimethylaminopropyl)-3-ethylcarbodiimide  



hydrochloride (EDCI),
1-[bis(dimethylamino)methylene]-1H-1,2,3-triazolo[4,5-
b]pyridinium-3-oxide hexafluorophosphate (HATU),
1-hydroxy-1,2,3-benzotriazole  (HOBT), or
0-benzotriazol-1-yl-N,N,N',N'-tetramethyluronium tetrafluoroborate 10
(TBTU). Preferred coupling agent is TBTU. Suitable bases include
triethylamine,  diisopropylethylamine and, preferably, Hiinig's base.
Furthermore, compounds of formula I can be manufactured by the
methods given  below, by the methods given in the examples or by
analogous methods. Appropriate  reaction conditions for the individual
reaction steps are known to the person skilled in 15 the art. Starting
materials are either commercially available or can be prepared by
methods analogous to the methods given below or in the examples or by
methods known  in the art. The synthesis of compounds with the general
structure I, can be accomplished  according to the following schemes 1 to
11. 20 Following the procedure according to scheme 1, compound AA
(5-bromo-6- chloro-3-pyridinecarboxylic acid methyl ester, CAS RN
78686-77-8) can be used as  starting material. AA is commercially
available or can alternatively be prepared by a three  step sequence from
6-hydroxy-3-pyridinecarboxylic acid following literature procedures  by
bromination with bromine in acetic acid, preparation of the
5-bromo-6-chloro-3 25 pyridine carboxylic acid chloride with phosphorus
oxychloride and/or phosphorus  pentachloride and solvolysis with
methanol. Compound AC can be prepared from AA by reaction with a
suitably substituted  primary or secondary alcohol of formula AB or a
phenol of formula AB in the presence  of a base, for example sodium
hydride, in a inert solvent, for example 30 dimethylformamide, at
temperatures from room temperature to reflux temperature of  the solvent,
preferably at room temperature. Compound AE can be prepared by
coupling a suitably substituted aryl metal  species of formula AD,
preferably a arylboronic acid or arylboronic acid ester, with AC in  the
presence of a suitable catalyst, preferably a palladium catalyst and more
preferably 35 pall adium(II) acetate/triphenylphosphine mixtures orpall
adium(II)chloride-dppf(1,1' WO 20081040651 PCT/EP2007/060094  -35
bis(diphenylphosphino)ferrocene) complexes and a base, preferably
triethylamine or  sodium carbonate in an inert solvent such as
dimethylformamide or toluene.  Compound AF can then be obtained by
saponification of compound AC by 



methods known in the art, for example by saponification with an
alkalimetal hydroxide,  5 for example sodium hydroxide, in a suitable
solvent, for example a mixture of dioxane  and water. In the following step
compounds of formula I are obtained from compound AF  and the
corresponding amine of formula AG by suitable amide bond forming
reactions.  These reactions are known in the art. For example coupling
reagents like N,N'-carbonyl 1o diimidazole (CDI),
N,N'-dicyclohexylcarbodiimide (DCC), 1-(3-dimethylaminopropyl)- 3-ethyl
carbodiimide hydrochloride (EDCI), 1-[bis(dimethylamino)methylene]-1H-
1,2,3-triazolo[4,5-b]pyridinium-3-oxide hexafluorophosphate (HATU),
1-hydroxy- 1,2,3-benzotriazole (HOBT), and
O-benzotriazol-1-yl-N,N,N',N'-tetramethyluronium  tetrafluoroborate
(TBTU) can be employed to affect such transformation. A convenient 1.5
method is to use for example TBTU and a base, for example Hiinig's
base(N- ethyldiisopropylamine) in an inert solvent such as for example
dimethylformamide at  room temperature. The Suzuki reaction followed by
saponification and amide coupling as described in  scheme 1 need not
necessarily be run in this sequence. An alternative viable sequence 20
would be saponification followed by amide coupling and finally Suzuki
reaction. WO 2008/040651 PCT/EP2007/060094  -36 Scheme 1 0 0 1)
POCI3, PCI5 0 NaH, DMF,  i OH Br2, AcOH Br OH 2) MeOH :1*0 r RT ' \ (
\ HO N HO N N R3-OH  AB  AA R' R7  RS Re RS R8  o Pd catalyst / 0 O
BrO Base Rs \ 0 NaOH RS OH  Ra O N R~ Ra0 N' dioxane, O N  Rs F26
\ R3 R3 water R3  



AC RS M AE AF  Ra AD R1R2-NH TBTU, Base  DMF  AG R'  RS Ra O
RS \ I \ N, R'  O N R3 I-D (X=O)  Alternatively, compounds of formula I can
be prepared according to scheme 2  starting from compound BA
(5-bromo-6-chloro-3-picoline, CAS RN 17282-03-0), which 5 is
commercially available or can be prepared starting from
6-hydroxy-3-picoline  following literature procedures by bromination with
N-bromosuccinimide (NBS) and  reaction with phosphorus oxycloride. WO
2008/040651 PCT/EP2007/060094  -37 Scheme 2 NaH, DMF,
NBS,CH2C12 Br POCI3 Br RTto80C  HO N HO N Cl N R3-0H AB  BA R7
s a  Pd catalyst R O ~ \I base J A. R \  i  R3 RsRa R3 N Rz M 1) NBS,
CC14, AIBN,  



BB R4 BC hv, reflux 2) NH4OH  AD 3) Bu4NMnO,  R7 R7 s R a O s Ra ~
I TBTU,Base R 0  Rz \ N.R DMF Rz OH  R4 2 R4 0 N R1R2-NH 3 N  R R
AG I-D (X=O) AF Compound BB is prepared from BA by reaction with a
suitably substituted primary  or secondary alcohol of formula AB or a
phenol of formula AB in the presence of a base,  5 for example sodium
hydride, in a inert solvent, for example dnmethylformamide, at
temperatures from room temperature to reflux temperature of the solvent,
preferably at  70 C. Compound BC can then be prepared by coupling a
suitably substituted aryl metal  species, preferably a arylboronic acid or
arylboronic acid ester of formula AD, with BB in  to the presence of a
suitable catalyst, preferably a palladium catalyst and more preferably pall
adium(II)chloride-dppf complexes and a base, preferably sodium
carbonate in an  inert solvent such as toluene. Starting from BC
compound AD can be obtained by direct or multistep oxidation  of the
methyl group by methods known in the art as for example those reviewed
in 15 March, Advanced Organic Chemistry, 5th ed. 2001, Wiley & Sons.
More specifically WO 2008/040651. PCT/EP2007/060094  -38 compound
BC can be brominated with N-bromosuccinimide (NBS) in the presence of
a  radical chain initiator as for example azo-bisisobutyronitrile (AIBN) in an
inert solvent,  for example carbon tetrachloride, by irradiating and heating,
saponification of the  produced mono- or dibromide with for example
ammonium hydroxide to the aldehyde 5 or alcohol and finally by oxidation
with a suitable oxidizing agent, for example  tetrabutylammonium
permanganate, in an inert solvent such as pyridine.  Scheme 3 



O  O NaH, DMF, BrBu4NMaO4 Br OH RT to 80C Br OH  11 I O N  Cl N X
Cl N R3-OH R3  AB  BA CA CB s a  Pd catalyst Rg R8 Ba R TBtT:  ROH
R4 ( ~ R2  e e O N O N R R ,3 AG R3  R RS M 4 AF I-D (X=0)  R AD
Alternatively, compounds of formula I can be prepared according to
scheme 3  10 starting from compound CA
(5-bromo-6-chloro-3-pyridinecarboxylic acid, CAS RN  29241-62-1) which
is commercially available or can be obtained by literature methods or  by
oxidation of compound BA with tetrabutylammonium permanganate in
pyridine. Compound CB is obtained from compound CA by reaction with a
suitably  substituted primary or secondary alcohol of formula AB or a
phenol of formula AB in 15 the presence of two or more equivalents of a
base, for example sodium hydride, in a inert  solvent, for example
dimethylformamide, at temperatures from room temperature to  reflux
temperature of the solvent, preferably at 70 C. Compound AF can then be
prepared by coupling a suitably substituted aryl metal  species, preferably
a arylboronic acid or arylboronic acid ester of formula AD., with CB in  20
the presence of a suitable catalyst, preferably a palladium catalyst and
more preferably palladium(II)chloride-dppf complexes, and a base,
preferably sodium carbonate in an  inert solvent such as toluene. 



WO 2008/040651 PCT/EP2007/060094  -39 Alternatively, compounds of
formula I can be prepared starting from compound  CA by protecting the
acid group with a suitable protecting group (P) to give compound  DA by
methods known in the art (Scheme 4). Suitable acid protecting groups are
for  example benzyl (Bn), benzyloxymethyl (BOM), methoxyethoxymethyl
(MEM) or allyl 5 groups and silyl groups such as trimethylsilyl, triethylsilyl
and tert-butyldimethylsilyl  esters (for more details see T.W. Greene et al.,
Protective Groups in Organic Chemistry,  John Wiley and Sons Inc. New
York 1999, 3`d edition). Compound DB can be prepared from DA by
reaction with a suitably substituted  primary or secondary alcohol of
formula AB or a phenol of formula AB in the presence  10 of a base, for
example sodium hydride, in a inert solvent, for example
dimethylformamide, at temperatures from room temperature to reflux
temperature of  the solvent, preferably at room temperature. By coupling a
suitably substituted aryl metal species, preferably a arylboronic acid  or
arylboronic acid ester of formula AD, with DB in the presence of a suitable
catalyst,  15 preferably a palladium catalyst and more preferably
palladium(II)chlorid.e-dppf complexes, and a base, preferably sodium
carbonate in an inert solvent such as toluene, a  compound DC is
obtained. Compound AF can in turn be prepared by de-protection of
compound DC by methods known in the art. WO 2008/040651
PCT/EP20071060094  -40 Scheme 4 O 0 NaH, DMF, 0  Br Br RT to 80C \
OH \ OP Br OP  CI N Cl N R3-OH O N R3  CA DA AB DB  R' 7 Pd 1, RR6
a R I O  O RI OROH  



R'O N Ra \ 3 O N  RS I / M R R3  DC AF  AD TBTU, RlR2-NH  Base, DMF
AG  R6 R3 O  Rs \ I \ N. R  i  R2 O N  R3 I-D (X=O) Alternatively,
compounds of formula I can be prepared according to scheme 5.
Following the procedure according to scheme 5, compound AA
(5-bromo-6 5 chloro-3-pyridinecarboxylic acid methyl ester, CAS RN
78686-77-8) can be used as  starting material. AA is commercially
available or can alternatively be prepared by a three  step sequence from
6-hydroxy-3-pyridinecarboxylic acid following literature procedures  by
bromination with bromine in acetic acid, preparation of the
5-bromo-6-chloro-3- pyridine carboxylic acid chloride with phosphorus
oxychloride and/or phosphorus 70 pentachloride and solvolysis with
methanol. Compound EB can be prepared from AA by reaction with a
suitably substituted  primary or secondary amine formula EY in the
presence of a base, for example DBU, in  either an inert solvent, for
example dunethylformamide, or in neat DBU at temperatures  from room
temperature to reflux temperature of the solvent, preferably at room 15
temperature. WO 2008/040651 PCT/EP2007/060094  -41 Compound ED
can be prepared by coupling a suitably substituted aryl metal  species of
formula EC, preferably a. arylboronic acid or arylboronic acid ester, with
EB in  the presence of a suitable catalyst, preferably a palladium catalyst
and more preferably  palladium(II)acetate/triphenylphosphine mixtures
orpalladium (II)chloride- dppf (1,1' 



5 bis(diphenylphosphino)ferrocene) complexes and a base, preferably
triethylamine or  sodium carbonate in an inert solvent such as
dimethylformamide or toluene.  Compound EF can then be obtained by
saponification of compound ED by methods known in the art, for example
by saponification with an alkalimetal hydroxide,  for example sodium
hydroxide, in a suitable solvent, for example a mixture of dioxane  10 and
water. In the following step compounds of formula I are obtained from
compound EFand  the corresponding amine of formula AG by suitable
amide bond forming reactions.  These reactions are known in the art. For
example coupling reagents like N,N'-carbonyl- diimidazole (CDI),
N,N'-dicyclohexylcarbodiimide (DCC), 1-(3-dimethylaminopropyl) 15
3-ethylcarbodiimide hydrochloride (EDCI),
1-[bis(dimethylamino)methylene]-1H-
1,2,3-triazolo[4,5-b]pyridinium-3-oxide hexafluorophosphate (HATU),
1-hydroxy- 1,2,3-benzotriazole (HOBT), and
O-benzotriazol-l-yl-N,N,N',N'-tetramethyluronium  tetrafluoroborate (TBTU)
can be employed to affect such transformation. A convenient  method is to
use for example TBTU and a base, for example Htinig's base(N 20
ethyldiisopropylamine) in an inert solvent such as for example
dimethylformamide at  room temperature. Scheme 5  0  O DBU, Br Pd
catalyst O Base  1-1 Br RT to 180C % N N ' O Ry. CI N Rx Ry-NH Rx Rs
Re  AA EY EB Rs / M  R  EC R' R' R7  Ra Re Rs Re TBTU, Base Re Re
O DMF O  Rs q O N a H Rs CAI OH Rs I NR' 44 RRwlaterne RR R,
Rz,NH R N3 (N R2  'IN N ' N N R 1 R R  



AG  ED EF I-D (X=NR") WO 2008/040651 PCT/EP2007/060094  -42
Alternatively, compounds of formula I, wherein A is N, can be prepared by
a  process, which process comprisescoupling a compound of formula R'
:8N:Rl IV  RBr R  N wherein R', R2, R' to RS and R" are as defined herein
before, with an amine of the  5 formula H-NR3R14 V wherein R3 and R14
are as defined herein before, with the help of an activating  agent under
basic conditions, and, if desired, converting the resulting compound of
formula I into a pharmaceutically acceptable salt thereof. 10 Activating
agents include coupling agents for the reaction of compounds of  formula
IV with amines of formula V as for example N,N'-carbonyldiimidazole
(CDI),  N,N'-dicyclohexylcarbodiimide (DCC),
1-(3-dimethylaminopropyl)-3-ethylcarbodiimide  hydrochloride (EDCI),
1-[bis(dimethylamino)methylene]-1H-1,2,3-triazolo[4,5-
b]pyridinium-3-oxide hexafluorophosphate (HATU), 1-hydroxy-1,2,3-ben
zotriazole 15 (HOBT), or O-benzotriazol-I-yl-N,N,N',N'-tetramethyluronium
tetrafluoroborate  (TBTU). Suitable bases include triethylamine,
diisopropylethylamine and, preferably,  Honig's base. Alternatively,
compounds of formula I wherein A is N can be prepared by a  20 process,
which process comprises coupling a compound of formula R'  6 Ra O  R5
N N R IV  Ra 1' RZ Br N R wherein R', R2, R' to R8 and R" are as defined
herein before, with an alcohol of the  



formula WO 20081040651 PCT/EP2007/060094  -43 R3-OH VI wherein
R3 is as defined herein before, in the presence of a metal hydride or metal
carbonate, and, if desired, converting the resulting compound of formula I
into a  pharmaceutically acceptable salt thereof. 5 Preferably, the metal
hydride is sodium hydride. Preferred metal carbonate is  cesium
carbonate. The synthesis of compounds with the general formula I
wherein A is N, can be  accomplished according to the following schemes
6 to $. A compound of formula FA can be transformed to a compound of
formula FB by  10 reaction with aryl boronic acids (exemplified but by no
means restricted to  phenylboronic acid; 4-fluorophenylboronic acid;
4-chlororophenylboronic acid, (4- trifluoromethyl) phenylboronic acid or
4-trifluoromethoxyphenylboronic acid) in an  appropriate solvent such as
1,2-dimethoxyethane in the presence of a suitable catalyst  such as
tetrakis (triphenylphosphine) palladium (0) and a suitable base such as
sodium 15 carbonate at temperatures typically ranging from 0 C to 120 C;
a protocol. commonly  known as the Suzuki reaction. Transformation of a
compound of the formula FB to a compound of formula FC  can be
effected by palladium catalyzed insertion of carbon monoxide into the aryl-
bromine bond in a solvent containing an alcohol such as methanol under
an atmosphere 20 of carbon monoxide at pressures typically ranging from
1 bar to 200 bar and  temperatures typically ranging from 20 C to 150 C.
WO 2008/040651 PCT/EP2007/060094  -44 Scheme 6  ' Br N Ph' H3C.0
Br~N Br (OH)2B Ph' N Ph'  CO J R1' N NH2 Pd(0) R17 N~NH7 Pd(OAc)2
RI N NH  Base Base 2  



FA FB FC  isoamylnitrite 1-13C, OH  trimethylbromosilane 0 LiOH O Noh
ONjPh'  R N Br R" N Br  FD FF activating agent RAN..R R R  2 amine or
N_ amine 0 N~ Ph alcohol ON Ph'  i base Ri I N Ra  17 R N Br FG I-E  R4
Rs Ph' = Rs  8 R, Compounds of the formula FC can be converted to
compounds of the formula FD  by reaction with a source of nitrite,
preferably isoamyl nitrite in the presence of a source  5 of bromide such
as metal bromides or bromine containing solvents such as dibromo
methane and an activating agent such as hydrobromi.c acid or
trimethylbromosilane at  temperatures ranging from -20 C to 80 C,
typically at ambient temperature.  Saponification of compounds of the
formula FD to compounds of the formula FF can be carried out in the
presence of a suitable base such as a metal hydroxide, preferably  to
lithium hydroxide, in an appropriate solvent such as tetrahydrofuran and
mixtures  thereof with water at temperatures ranging from 0 C to 100 C,
preferably at 20 C. Coupling of compounds of the general formula FF with
amines to give compounds  of the general formula FG can be carried out
by methods used for the formation of  peptide bonds. In one particular
aspect of the invention compounds of the general WO 2008/040651
PCT/EP2007/060094  -45 formula V can be converted to their acid
chlorides by reaction with (1-chloro-2-methyl- propenyl)-dimethyl-amine in
an inert solvent such as dichloromethane and subsequently  coupled to
amines in the presence of suitable bases such as triethylamine or
Huenig's  base. 



5 Compounds of the general formula FG can be reacted with a wide
variety of  alcohols and amines in suitable solvents such as
dimethylformamide or  dimethylsulfoxide in the presence of a suitable
base, preferably an excess of the amine  itself or tertiary amine bases
exemplified by triethylamine, Huenig's base or N,N,N',N'-
tetramethylguanidine, in the case of reaction with amines or in case of
reaction with 1.0 alcohols, in presence of suitable bases such as metal
hydrides, preferably sodium hydride  or metal carbonates such as cesium
carbonate to yield compounds of the general formula  I-E. Saponification,
amide coupling and reaction with amines or alcohols as described  in
scheme 6 needs not necessarily to be run in this sequence. An alternative
viable 15 sequence would be reaction with an-rines or alcohols, followed
by saponificationion and  finally amide coupling. Scheme 7 isoamylnitrite
amine or Br N Ph' trimethylbromosilane BrY~ N Ph' alcohol Br N Ph'
Rr7~N1NH2 R'7" NXBr base R17 NkG  FB GC GD CO CO Pd(OAc)2
Pd(OAc)2 R1NH2 Base  Base H,C,0 OH activating agent RNH 0 N~Ph'
UGH 01 N Ph' amine NP"  IJ N G R N' G R~~ N G  R GF GG 1-F
Alternatively, compounds of the general formula FB can be transformed to
20 compounds of the general formula GC by essentially the same
conditions as described  above for the conversion of compounds of the
general formula FC to compounds of the  general formula FD Compounds
of formula GC can be reacted with amines or alcohols WO 2008/040651
PCT/EP2007/060094  -46 under conditions described above for
conversion of compounds of formula FG to  compounds of formula I_F
yielding preferentially compounds of formula GD. Further  



transformation of the compounds of the general formula GD to
compounds of the  general formula II _F can be accomplished via
intermediates of the general. formula GG, 5 and compounds of the
general formula GG using the methods described for the  transformation
of compounds of the general formula FB to compounds of the general
formula FC and of compounds of the general formula FD to compounds of
the general  formula FG via compounds of the general formula FF. In a
further aspect of the invention compounds of the general formula GD can
be  to transformed to compounds of the general formula I-F directly by
palladium catalyzed  carbonylation in the presence of appropriate amines
under condition otherwise similar to  the above described transformations
of compounds of the general formula FB to  compounds of the general
formula FC. Scheme 8  G = LQ Lg,~,Q,~,Lg HC O  Br I N Ph' HG Br N Ph'
CO O N` Ph'  R" N NH2 base R" N --Q Pd(OAc)2 R" I N N'"1 Base \--Q
FB HC HD  RN  LiOH HOOC~N` Ph' am nactivating agent OJJ N jPh' 11
R N L-Q R N N l.-Q  HF 15 I-G  Compounds of the general formula FB can
be transformed into compounds of the  general formula HC by reaction
with compounds of the general formula HG in which  the abbreviation Lg
stands for a suitable leaving group such as a halogen group or a
mesylate group and Q stands for a carbon chain consisting of 2 to 3
methylene units or a 20 chain consisting of a methylene unit an oxygen
atom and an other methylene unit.  Further transformation into
compounds of the general formula I_G can be carried out in WO
2008/040651 PCT/EP2007/060094  -47 



analogy to the transformation of compounds of the general formula GD to
compounds  of the general formula I_G. Compounds of formula I can also
be prepared according to scheme 9 starting from  compound AA by
regioselective aryl.ation using a suitable arylmetalspecies and catalyst 5
system in an inert solvent to give an intermediate IB. Advantageously
such a  arylmetalspecies might be an arylboronic acid which is reacted
with AA in a inert solvent,  for example toluene, in the presence of a
palladium catalyst, for example tetrakis- (triphenylphosphine)palladium(0)
or bis(diphenylphoshinoferrocene)dichloro- palladium(II), and a base, like
sodium carbonate, at temperatures ranging from room 10 temperature to
the boiling point of the solvent. Saponification of compounds of the
formula IB to give compounds of the formula  IC can be carried out in the
presence of a suitable base such as a metal hydroxide,  preferably lithium
hydroxide, in an appropriate solvent such as tetrahydrofuran and  mixtures
thereof with water or methanol at temperatures ranging from 0 C to 100 C,
15 preferably at 20 C. Coupling of compounds of the general formula IC
with amines to give compounds  of the general formula ID can be carried
out by methods used for the formation of  peptide bonds. In one particular
aspect of the invention compounds of the general  formula ID are
activated with a coupling reagent, for example TBTU (O-benzotriazol-l 20
yloxy)-N,N,N',N'-tetramethyluronium tetrafluoroborate), and coupled to
amines in an  inert solvent such as DMF in the presence of suitable bases
such as triethylamine or  Huenig's base. Compounds of the general
formula ID can be transformed into compounds of the  general formula IE
by reaction with alkinyls of the general formula XB. Advantageously  25
this reaction is run in the presence of a suitable catalyst system, for
example bis(diphenylphoshinoferrocene)dichloropalladium(II),
cuprous(I)iodide and  triphenylphosphine on polystyrene in the presence
of a suitable base, for example  diisopropylethylamine or diethylamine, in
a inert solvent, for example tetrahydrofuran or  dimethylformamide in a
microwave oven at 120C. WO 2008/040651 PCT/EP2007/060094  -48
Scheme 9 RS RS  Rs R' Rs Ra  



O ArB(OH)z O saponification O  Br \ O~ R7 R Oi R~ \ I \ OH  CI N R" CI N
R" RCI N R, AA IB IC  R Rs Ra R  / O Rt6 Rs Re  XB O amide coupling 7 \
1  R R i H.R Ri \ N,R  n Ra RI-NHz CI N R N R17  ID IE  hydrogenation I
O i  _ \ I \ HR R N Ra  I-C  Compounds of the general formula IE can be
hydrogenated to give compounds of formula I-C. Advantageously this
reaction is run in the presence of a suitable catalyst 5 system, for example
palladium on charcoal, in a inert solvent for example ethyl acetate or
ethanol, at suitable temperatures and pressures, for example at room
temperature and  hydrogen pressures of 1 bar. Alternatively compounds
of the general formula IB can be transformed into  compounds of the
general formula JC by reaction with alkinyls of the general formula  to XB.
Advantageously this reaction is run in the presence of a suitable catalyst
system, for example bis(diphenylphoshnioferrocene)dichloropalladium(II),
cuprous(I)iodide and  triphenylphosphine on polystyrene in the presence
of a suitable base, for example  diisopropylethylarnine or diethylamine, in
a inert solvent, for example tetrahydrofuran or  dimethylformamide in a
microwave oven at 120 C. WO 2008/040651 PCT/EP2007/060094  -49
Scheme 10 



5 RS  R R R4 R16 = R6 R4 O ArB(OH)2 I O XB O  Br~O' R' \ \ Oi R' \ I \ O
CI N R'~ RCI N N R'  R16 AA IB JC  RS R  R6 R 6 Rq hydrogenation O
saponification / I O  R7 O R7 OH  R a N R" Ra N R'7  R16 R16 JD JE  R6
R6 R' O  R7 \ I \ N,R'  Re ( / H N R"  R16 I-C Compounds of the general
formula JC can be hydrogenated to give compounds of  formula JD.
Advantageously this reaction is run in the presence of a suitable catalyst 5
system, for example palladium on charcoal, in an inert solvent for example
ethyl acetate  or ethanol, at suitable temperatures and pressures, for
example at room temperature and  hydrogen pressures of 1 bar.
Saponification of compounds of the formula JD to give compounds of the
formula  JE can be carried out in the presence of a suitable base such as
a metal hydroxide, to preferably lithium hydroxide, in an appropriate
solvent such as tetrahydrofuran and  mixtures thereof with water or
methanol at temperatures ranging from 0 C to 100 C,  preferably at 20 C.
Coupling of compounds of the general formula JE with amines to give
compounds  



of the general formula I-C can be carried out by methods used for the
formation of 15 peptide bonds. In one particular aspect of the invention
compounds of the general  formula JE are activated with a coupling
reagent, for example TBTU (O-benzotriazol-l-
yloxy)-N,N,N',N'-tetramethyluronium tetrafluoroborate), and coupled to
amines in an  inert solvent such as DMF in the presence of suitable bases
such as triethylamine or  Huenig's base. WO 2008/040651
PCT/EP2007/060094  -50 Compounds of the general formula XB can, if
R16 represents an aryl-group, be  prepared according to Scheme 11. An
aryl bromide of formula X is coupled in a  Sonogashira type reaction with
(tri methylsilyl)acetylene using a suitable catalyst system,  for example
tetrakis(triphenylphosphine)palladium(0) and cuprous(I)iodide, in an inert
5 solvent, for example toluene, in the presence of a base, for example
diisopropylamine, at  elevated temperatures, for example 60 C, to give a
compound of formula XA.  Deprotection of a compound of formula XA to
give a compound of formula XB, can be achieved with a base, for example
potassium carbonate, in a suitable solvent, for  example methanol, at
room temperature. 10 Scheme 11  TMS  R16-Br R's - TMS R16 X XA XB
It will be appreciated, that the compounds of general formula I in this
invention  may be derivatised at functional groups to provide derivatives
which are capable of  conversion back to the parent compound in vivo. 15
As described above, the compounds of formula I of the present invention
can be  used as medicaments for the treatment and/or prophylaxis of
diseases which can be  treated with HDL-cholesterol raising agents.
Examples of such diseases are  atherosclerosis, peripheral vascular
disease, dyslipidemia, hyperbetalipoproteinemia,
hypoalphalipoproteinemia, hypercholesterolemi.a, hypertriglyceridemia,
familial 20 hypercholesterolemia, cardiovascular disorders, angina,
ischemia, cardiac ischemia,  stroke, myocardial infarction, reperfusion
injury, angioplastic restenosis, hypertension,  and vascular complications
of diabetes, obesity or endotoxemia. The use as medicament  for the
treatment and/or prevention of dyslipidemia is preferred. The invention
therefore also relates to a pharmaceutical composition comprising a  



25 compound as defined above and a pharmaceutically acceptable carrier
and/or adjuvant  which are useful for the treatment and/or prophylaxis of
diseases which can be treated  with HDL-cholesterol raising agents. Thus,
the invention relates to a pharmaceutical composition as defined above for
the treatment and/or prophylaxis of atherosclerosis, peripheral vascular
disease, 30 dyslipidemia, hyperbetalipoproteinemia,
hypoalphalipoproteinemia,  hypercholesterolemia, hypertriglyceridemia,
familial hypercholesterolemia, WO 2008/040651 PCT/EP2007/060094
-51  cardiovascular disorders, angina, ischemia, cardiac ischemia, stroke,
myocardial  infarction, reperfusion injury, angioplastic restenosis,
hypertension, and vascular  complications of diabetes, obesity or
endotoxemia. In another embodiment, the invention relates to a method
for the treatment and/or  5 prophylaxis of diseases which can be treated
with FFDL-cholesterol raising agents, which  method comprises
administering a therapeutically effective amount of a compound of
formula Ito a patient in need thereof Examples of such diseases are
atherosclerosis,  peripheral vascular disease, dyslipidemia,
hyperbetalipoproteinemia,  hypoalphalipoproteinemia,
hypercholesterolemia, hypertriglyceridemia, familial 10
hypercholesterolemia, cardiovascular disorders, angina, isehemia, cardiac
ischemia,  stroke, myocardial infarction, reperfusion injury, angioplastic
restenosis, hypertension,  and vascular complications of diabetes, obesity
or endotoxemia. A method for the  treatment and/or prophylaxis of
dyslipidemia is preferred. In addition, the invention relates to the use of
compounds of formula I as defined  15 above for the preparation of a
medicament for the treatment and/or prophylaxis of  diseases can be
treated with HDL raising agents. Examples of such diseases are
atherosclerosis, peripheral vascular disease, dyslipidemia,
hyperbetalipoproteinemia,  hypoalphalipoproteinemia,
hypercholesterolemia, hypertriglyceridemia, familial
hypercholesterolemia, cardiovascular disorders, angina, ischemia, cardiac
ischemia, 20 stroke, myocardial infarction, reperfusion injury, angioplasti.c
restenosis, hypertension,  and vascular complications of diabetes, obesity
or endotoxemia. The use of compounds  of formula I as defined above for
the preparation of medicaments for the treatment  and/or prophylaxis of
dyslipidemia is preferred. In addition, HDL raising agents of formula I are
useful in combination or 25 association with another compound, said
compound being selected from the group  



consisting of an HMG-CoA reductase inhibitor, an microsomal triglyceride
transfer  protein (MTP)/ApoB secretion inhibitor, a PPAR activator, a
cholesteryl ester transfer  protein (CETP) inhibitor, a bile acid reuptake
inhibitor, a cholesterol absorption  inhibitor, a cholesterol synthesis
inhibitor, a fibrate, niacin, a preparation containing 30 niacin or other H.
M74a agonists, an ion-exchange resin, an antioxidant, an ACAT  inhibitor
or a bile acid sequestrant. The invention therefore also relates to a
pharmaceutical composition comprising a  compound of formula I as
defined above in combination or association with a  compound selected
from the group consisting of an HMG-CoA reductase inhibitor, an 35
microsomal triglyceride transfer protein (MTP)/ApoB secretion inhibitor,
aPPAR  activator, a cholesteryl ester transfer protein (CETP) inhibitor, a
bile acid reuptake WO 2008/040651 PCT/E,P2007/060094  -52 inhibitor, a
cholesterol absorption inhibitor, a cholesterol synthesis inhibitor, a fibrate,
niacin, a preparation containing niacin or other HM74a agonists, an
ion-exchange resin,  an antioxidant, an ACAT inhibitor or a bile acid
sequestrant, as well as a  pharmaceutically acceptable carrier and/or
adjuvant. 5 The invention further relates to the use of compounds of
formula I as defined  above in combination or association with a
compound selected from the group  consisting of an HMG-CoA reductase
inhibitor, an microsomal triglyceride transfer  protein (MTP)/ApoB
secretion inhibitor, a PPAR activator, a cholesterol ester transfer  protein
(CETP) inhibitor, a bile acid reuptake inhibitor, a cholesterol absorption 10
inhibitor, a cholesterol synthesis inhibitor, a fibrate, niacin, a preparation
containing  niacin or other HM74a agonists, an ion-exchange resin, an
antioxidant, an ACAT  inhibitor or a bile acid sequestrant for the
preparation of a medicament for the treatment  and/or prophylaxis of
diseases such as atherosclerosis, peripheral vascular disease,
dyslipidemia, hyperbetalipoproteinemia, hypoalphalipoproteinemia, 7.5
hypercholesterolemia, hypertriglyceridemia, familial hypercholesterolemia,
cardiovascular disorders, angina, ischemia, cardiac ischemia, stroke,
myocardial  infarction, reperfusion injury, angioplastic restenosis,
hypertension, and vascular  complications of diabetes, obesity or
endotoxemia. The invention also relates to a method for the treatment
and/or prophylaxis of  20 diseases which can be treated with
HDL-cholesterol raising agents, which method  comprises administration
of a therapeutically effective amount of a compound according  



to formula I in combination or association with a therapeutically effective
amount of a  compound selected from the group consisting of an
HMG-CoA reductase inhibitor, an  microsomal triglyceride transfer protein
(MTP)/ApoB secretion inhibitor, a PPAR 25 activator, a chol.esteryl ester
transfer protein (CETP) inhibitor, a bile acid reuptake  inhibitor, a
cholesterol absorption inhibitor, a cholesterol synthesis inhibitor, a fibrate,
niacin, a preparation containing niacin or other HM74a. agonists, an
ion-exchange resin,  an antioxidant, an ACAT inhibitor or a bile acid
sequestrant. The compounds of formula I and/or their pharmaceutically
acceptable salts can be  30 used in the form of pharmaceutical
compositions for enteral., parenteral or topical  administration. They can
be administered, for example, perorally, e.g. in the form of  tablets, coated
tablets, dragees, hard and soft gelatine capsules, solutions, emulsions or
suspensions, orally, e.g. in the form of buccal cavities, rectally, e.g. in the
form of  suppositories, parenterally, e.g. in the form of injection solutions
or infusion solutions 35 for intramuscular, intravenous or subcutaneous
injection, or topically, e.g. in the form of  ointments, creams or oils. Oral
administration is preferred. WO 2008/040651 PCT/EP2007/060094  - 53
The production of the pharmaceutical compositions can be effected in a
manner  which will be familiar to any person skilled in the art by bringing
the described  compounds of formula I and/or their pharmaceutically
acceptable salts, optionally in  combination with other therapeutically
valuable substances, into a galenical 5 administration form together with
suitable, non-toxic, inert, therapeutically compatible  solid or liquid carrier
materials and, if desired, usual pharmaceutical adjuvants. Suitable carrier
materials are not only inorganic carrier materials, but also organic  carrier
materials. Thus, for example, lactose, corn starch or derivatives thereof,
talc,  stearic acid or its salts can be used as carrier materials for tablets,
coated tablets, dragees 10 and hard gelatine capsules. Suitable carrier
materials for soft gelatine capsules are, for  example, vegetable oils,
waxes, fats and semi-solid and liquid polyols (depending on the  nature of
the active ingredient no carriers might, however, be required in the case of
soft  gelatine capsules). Suitable carrier materials for the production of
solutions and syrups  are, for example, water, polyols, sucrose, invert
sugar and the like. Suitable carrier 15 materials for injection solutions are,
for example, water, alcohols, polyols, glycerol and  vegetable oils. Suitable
carrier materials for suppositories are, for example, natural or  hardened
oils, waxes, fats and semi-liquid or liquid polyols. Suitable carrier materials
for  



topical preparations are glycerides, semi-synthetic and synthetic
glycerides, hydrogenated  oils, liquid waxes, liquid paraffins, liquid fatty
alcohols, sterols, polyethylene glycols and  20 cellulose derivatives. Usual
stabilizers, preservatives, wetting and emulsifying agents, consistency-
improving agents, flavour-improving agents, salts for varying the osmotic
pressure,  buffer substances, solubilizers, colorants and masking agents
and antioxidants come into  consideration as pharmaceutical adjuvants.
25 The therapeutically effective amount or dosage of the compounds of
formula I can  vary within wide limits depending on the disease to be
controlled, the age and the  individual condition of the patient and the
mode of administration, and will, of course,  be fitted to the individual
requirements in each particular case. For adult patients a daily  dosage of
about 1 to 100 mg, especially about 1 to 50 mg, comes into consideration.
30 Depending on severity of the disease and the precise pharmacokinetic
profile the  compound could be administered with one or several daily
dosage units, e.g. in 1 to 3  dosage units. The pharmaceutical
compositions conveniently contain about 1-100 mg, preferably  5-50 mg,
of a compound of formula I. WO 2008/040651 PCT/EP2007/060094  -54
In the following examples the tests that were carried out in order to
determine the  activity of the compounds of formula I and especially their
valuable pharmacological  properties are described. Examples  5 MS =
mass spectrometry; El = electron impact; ISP = ion spray, corresponds to
ESI  (electrospray); NMR data are reported in parts per million (S) relative
to internal  tetramethylsilane and are referenced to the deuterium lock
signal from the sample  solvent (d6-DMSO unless otherwise stated);
coupling constants (J) are in Hertz, mp =  melting point; bp = boiling point;
HPLC = LC = high performance liquid 10 chromatography, Rt = retention
time, TLC = thin layer chromatography, RT = room  temperature, TBTU =
O-(Benzotriazol-1-yl)-N,N',N'-tetramethyl-uronium- tetrafluoroborate; DMA
= dimethylacetamide, DMF = dimethylformamide, DBU = 1,8-
diazabicyclo[5.4.0]undec-7-ene, DIPEA = diisopropylethylamine, CAN =
CAS Registry  Number. 15 Example 1  



Effects on plasma lipid levels in lean, chow fed rats Effects of compounds
of formula Ion plasma lipid levels were determined in lean,  chow-fed male
Sprague-Dawley rats with compounds administered by p.o. gavage. After
one week of acclimation, blood samples were collected from 4 hour-fasted
animals for 20 plasma lipid determination. Animals were then assigned to
treatment groups based on  HDL-cholesterol levels. Compounds of
formula I were administered by gavage, once  daily for five days. Control
animals received vehicle alone. Blood was collected on day  five from 4
hour-fasted rats, 2 hours after a final treatment, for plasma lipid analysis.
Total cholesterol, HDL-cholesterol, and triglycerides were determined by
measuring total 25 cholesterol, HDL-cholesterol, and triglyceride using
colorimetric enzymatic assays  (Roche Diagnostic GmbH, Mannheim,
Germany). HDL-C was also quantified using size  exclusion
chromatography on superpose-6 column using a SMART system
(Pharmacia).  Lipoprotein distribution was calculated assuming a
Gaussian distribution for each peak,  using a nonlinear, least-squares
curve-fitting procedure to calculate the area under the  30 curve (AUC).
Compound concentration was also determined in plasma. WO
2008/040651 PCT/EP2007/060094  - 55  Table 1: HDL cholesterol levels
in lean, chow fed rats  HDL Cholesterol levels  Compound [AUC as %
compared to control] @ 30 mg/kg p.o. of compound  5-(4-Chloro-phenyl)-6
cyclopropylmethoxy-N-((1R,2R)-2- +30%  hydroxy-cyclohexyl)
-nicotinamide  N-((R)-2-Cyclopropyl-2-hydroxy-
propyl)-6-cyclopropylmethoxy-5-(4- +73%  fl.uoro-phenyl) -nicotinamide
5-(4-Chloro-phenyl)-N-((IR,2R)-2- hydroxy-cyclohexyl)-6-(2,2,2-trifluoro-
+78%  ethoxy)-nicotinamide 6-Cyclopropylmethoxy-5- (4-fluoro-
phenyl)-N-((IR,2R)-2-hydroxy- +35%  cyclohexyl) -nicotinamide Example 2



Effects on plasma lipid levels in obese, high fat diet fed rats 5 Efficacy of
compounds in modulating plasma lipid levels was determined also in
obese male Sprague Dawley rats after 28-29 days administration of
compounds. Male  Sprague -Dawley rats of 10 weeks of age were fed a
high fat diet during 3 weeks. Obese  rats were distributed in groups
according to homogeneous BW and FI evaluated a week  before the start
of the treatment. Treatment was administered as food-Admix. On day 29,
10 blood was taken in the morning under slight anesthesia (retro-orbital
method) in post- prandial conditions i.e. 4h after food was removed.
Plasma was separated from blood by  low speed centrifugation and
selected organs were taken (e.g liver, fat). Total cholesterol,
HDL-cholesterol, and triglycerides were determined by measuring total
cholesterol,  HDL-cholesterol and triglyceride using colorimetric enzymatic
assays (Roche Diagnostic 15 GmbH, Mannheim, Germany). HDL-C was
also quantified using size exclusion  chromatography on superpose-6
column using a SMART system (Pharmacia).  Lipoprotein distribution was
calculated assuming a Gaussian distribution for each peak,  using a
nonlinear, least-squares curve-fitting procedure to calculate the area
under the  curve (AUC). Compound concentration was also determined in
plasma. WO 2008/040651 PCT/EP2007/060094  - 56 Table 2: HDL
cholesterol levels in obese, high fat diet fed rats  HDL Cholesterol levels
Compound [AUC as % compared to control] @ 30 mg/kg food admix of
compound*  5- (4-Chloro-phenyl) -N-((IR,2R) -2
hydroxy-cyclohexyl)-6-(2-methoxy- +50 % (p< 0.01)  ethoxy) -nicotinamide
5-(4-Chloro-phenyl)-6- cyclopropylmethoxy-N-((IR,2R)-2- +84 % (p< 0.01)
hydroxy-cyclohexyl) -nicotinamide Rimonabant, *@ 10 mg/kg food admix
+11 % (ns)  Example 3 Effects on plasma lipid levels in hamsters 5
Efficacy of compounds in modulating plasma lipid levels was determined
in  hamsters after 5 days of daily administration of compounds. Male
hamsters of 6-8 weeks  



of age were used in the studies. After one week of acclimation, blood
samples were  collected from 4 hour-fasted animals for plasma lipid
determination. Animals were then  assigned to treatment groups based on
L-1DL-cholesterol levels. Compounds were to administered by gavage,
once daily for five days. Control animals received vehicle alone.  Blood
was collected on day five from 4 hour-fasted hamsters, 2 hours after a
final  treatment, for plasma lipid analysis. Total cholesterol,
HDL-cholesterol, LDL-cholesterol,  and triglycerides were determined
using colorimetric enzymatic assays (Roche Diagnostic  GmbH,
Mannheim, Germany). HDL-cholesterol, LDL-cholesterol, and VLDL 15
cholesterol levels were also quantified using size exclusion
chromatography on  superpose-6 column using a SMART system
(Pharmacia). Lipoprotein distribution was  calculated assuming a
Gaussian distribution for each peal', using a nonlinear, least- squares
curve-fitting procedure to calculate the area under the curve. Compound
concentration was also determined in plasma. WO 2008/040651
PCT/EP2007/060094  - 57 Table 3: HDL cholesterol levels in hamsters
HDL Cholesterol levels  Compound [AUC as % compared to control]  @
30 mg/kg po of compound  5-(4-Chloro-phenyl) -N-((I R,2R) -2
hydroxy-cyclohexyl)-6-(2,2,2-trifluoro- +69 %  ethoxy)-nicotinamide
Example 4 Effects on plasma lipid levels in cholesterol/fat fed hamsters 5
Efficacy of compounds in modulating plasma lipid levels was also
determined in  cholesterol/fat fed hamsters. The protocol is identical as
described above except that  animals are fed with chow diet enriched with
10 % (w/w) saturated fat and 0.05 To (w/w)  cholesterol. Animals received
this high fat diet 2 weeks before starting compound  administration and
continued this diet throughout the study. The 2 weeks pre-treatment 10
induced an increase in plasma cholesterol and triglyceride levels allowing
a better  assessment of LDL-C and triglyceride changes. Example 5
Preparation of
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((1R,2R)-2-hydroxy- cycl
ohexyl) -nicotinamide 



15 a) 6-Chloro-5-(4-chloro-phenyl) -nicotinic acid methyl ester
5-Bromo-6-chloro-3-pyridinecarboxylic acid methyl ester (42.2 g, 0.169
mol, CA  78686-77-8) was dissolved in toluene (840 mL). To this solution
was added with stirring
[1,1'-bis(diphenylphosphino)ferrocene]dichloropalladium(II) CH2C12 (6.9
g, 8.4 mmol),  4-chlorophenylboronic acid (27.2 g, 0.169 mol) and sodium
carbonate solution (2M, 170 20 mL). This mixture was heated to 90C for 1
h and cooled to room temperature. Water  (400 mL) was added, the
phases were separated and the water mixture was extracted with
ethylacetate. Organic phases were pooled, dried with MgSO4 and the
volatiles removed  in vacuo. The residue was purified by flash
chromatography (SiO2, heptane/CH2CI2) to  give the title compound (30.9
g) as a white solid; MS (EI) 281.1, 283.0 (M)'. WO 20081040651
PCT/EP2007/060094  -58 b) 6-Chloro-5-(4-chloro-phenyl) -nicotinic acid
6-Chloro-5-(4-chloro-phenyl) -nicotinic acid methyl ester (30.9 g, 0.11 mol)
was  dissolved in a mixture of tetrahydrofuran (750 mL) and water (250
mL).  Lithiumhydroxid monohydrate (13.8 g, 0.33 mol) was added and the
mixture was stirred 5 and heated at reflux-temperature for I h. After
cooling to room temperature the mixture  was acidified with hydrochloric
acid (2N, 240 mL) and extraxted with methyl-t- butylether. Organic phases
were pooled, dried with MgSO4 and the mixture concentrated  in vacuo.
The title compound crystallized from the concentrated solution as a white
solid  (quant.); MS (ISP) 266.0 (M-H) 10 c)
5-(4-Chloro-phenyl)-6-cyclopropylmethoxy-nicotinic acid
6-Chloro-5-(4-chloro-phenyl)-nicotinic acid (22.3 g, 0.083 mol) was
dissolved in  dimethylsulfoxid (130 mL). To this solution was added
(hydroxymethyl)cyclopropane  (10.1 g, 0.125 mot) and potassium
hydroxide powder (18.7 g, 0.333 mol). This mixture  was reacted (in ten
portions) for 20 min in a microwave at 100C. The reaction mixture 15 was
poured into ice-water (500 mL) and citric acid (10%, 3000 mL) was added
with  stirring. Stirring was continued for 30 min during which time the
product precipitated.  The product was filtered off washed with water and
dissolved in ethylacetate (1500 mL).  The solution was concentrated in
vacuo and the title compound crystallized from the  concentrated solution
as a white solid (21.5 g); MS (ISP) 302.2 (M-H) 20 d)
5-(4-Chloro-phenyl)-6-cyclopropylmethoxy-N-((1R,2R)-2-hydroxy-cyclohex
yl)- nicotinamide 5-(4-Chloro-phenyl)-6-cyclopropylmethoxy-nicotinic acid
(21.5 g, 0.071 mot) was  



dissolved in DMF (655 mL). To the solution was added TBTU (25 g, 0.078
mol), N,N d isopropylethyl amine (60.5 mL, 0.35 mol) and
(IR,2R)-2-amino-cyclohexanol (11.8 g,  25 0.078 mol). The reaction
mixture was stirred for 16 h at room temperature. The solvent  was
evaporated in vacuo and the residue was purified by column
chromatography on  silica (n-heptane/ethyl acetate gradient) to yield 21.7
g of the title compound as a white  solid, MS (ISP) 401.2 (M+H)`. WO
2008/040651 PCTIEP2007/060094  -59 Example 6 Preparation of
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohe)cyl)-6-(2-methoxy-
ethoxy) -n icotinamide a) 5-Bromo-6- (2-methoxy-ethoxy) -nicotinic acid
methyl ester 5 5-Bromo-1,6-dihydro-6-oxo-3-pyridinecarboxylic acid
methyl ester (15 g, 65  mmol, CA 381247-99-0) was suspended in THE
(500 mL). To this suspension was added  with stirring 2-methoxyethanol
(7.1 mL, 97 mmol), diisopropylazodicarboxylate (21.5  mL, 97 nunol) and
triphenylphosphine (25.4 g, 97 mmol). This mixture was stirred for  ih at
room temperature and the solvent was removed in vacuo. The residue
was purified to by flash chromatography on silica (heptane/ethylacetate,
2:1) to give the title compound  (8.65 g) as a yellow solid; MS (ISP) 290.1
(M+H)+. b) 5-(4-Chloro-ph enyl) -6- (2-methoxy-ethoxy) -nicotinic acid
methyl ester  5-Bromo-6-(2-methoxy-ethoxy)-nicotinic acid methyl ester
(8.7 g, 29 mmol) was  dissolved in toluene (85 mL). To this solution was
added with stirring [ 1,1' 15
bis(diphenylphosphino)ferroceneldichloropalladium(II) CH2CI2 (1.2 g, 1.4
mmol), 4- chlorophenylboronic acid (4.9 g, 29 mmol) and sodium
carbonate solution (2M, 30 mL).  This mixture was heated to 90C for 1.5h
and cooled to room temperature. Water (150  mL) was added, the phases
were separated and the water mixture was extracted with  ethylacetate.
Organic phases were pooled, dried with MgSO4 and the volatiles removed
20 in vacuo. The residue was purified by flash chromatography on silica
(heptane/ethylacetate, 1:3) to give the title compound (5.3 g) as a pinkish
solid; MS (ISP)  322.1 (M+H)t. c) 5-(4-Chloro-phenyl)
-6-(2-methoxy-ethoxy) -nicotinic acid The title compound was synthesized
in analogy to Example 5c, using 5-(4-chloro- 25
phenyl)-6-(2-methoxy-ethoxy)-nicotinic acid methyl ester as starting
material, MS (ISP)  306.2 (M-H)`. 



d)
5-(4-Chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-ethox
y)- nicotin amide The title compound was synthesized in analogy to
Example 5d, using 5-(4-chloro- 3o phenyl) -6- (2-methoxy-ethoxy)
-nicotinic acid and (IR,2R) -2-amino-cyclohexanol as  starting materials,
MS (ISP) 405.2, 407.2 (M+H)'. WO 2008/040651 PCTUEP2007/060094
-60 Example 7 Preparation of
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4- fl
uoro-phenyl) -nicotinarnide a)
2-Cyclopropyl-2-trimethylsilanyloxy-propionitrile 5 To a well stirred mixture
of cyclopropylmethylketone (27.8 mL, 0.3 mol),  trimethylsilylcyanide (55.8
mL, 0.45 mol) and 18-crown-6 (4.87 g, 18.5 mmol) was  added potassium
cyanide (2.44 g, 37.5 rmol). The temperature rose to --100C and  stirring
was continued for I h with heating to 145C. After cooling the mixture was
purified by siiicagel chromatography (500 g silica, heptane/ethylacetate
6:1) to yield 47.1 10 g of the title compound as light brown oil, 'H
NMR(CDC13): 0.23 (s, 9H), 0.56 (m, 4H),  1.17 (m, IH), 1.63 (s, 3H, CH3).
b) a-(Acetyloxy)- a-methyl-cyelopropaneacetonitrile To a well stirred and
ice-cooled solution of 2-cyclopropyl-2-trimethylsilanyloxy- propionitrile
(188.5 g, 1.03 mol) in acetonitrile (1000 mL) was added acetic anhydride
15 (194 mL, 2.06 mol) and scandium trifluoromethanesulfonate (5 g, 10.3
mmol). The temperature rose to --10C and stirring was continued for 15' at
room temperature. The  solvent was evaporated in vacuo and the residue
was distilled to yield 1.38 g of the title  compound as colorless liquid, bp:
84-86C/6 mbar. c) (R)-a-(Acetyloxy)- a-methyl-cyclopropaneacetonitrile 20
(Warning: Highly toxic hydrogen cyanide is formed in the experiment; use
adequate protection). 119.8 g (782 mmol) racemic a-(acetyloxy)-
a-methyl- eyclopropaneacetonitrile was emulsified in 7.0 L 0.1 M sodium
chloride / 3.8 mM  sodium phosphate buffer pH 7.0 by stirring. The
emulsion was cooled to 10C and the  hydrolytic reaction started by adding
8.0 g of triacylglycerol lipase from wheat germ 25 (Sigma L-3001) and the
pH maintained at 7.0 by the controlled addition of 1.0 N sodium  hydroxide
solution under vigorous stirring at 10C. After a consumption of 605.8 mL
solution (corresponding to 78% conversion), after 118 h, the reaction was
stopped by  



adding 6 L dichloromethane Linder vigorous stirring. The emulsion was
allowed to stand  overnight for phase separation. The organic phase was
removed (the turbid part was 30 filtered through silicon-treated Phase
Separator (IPS; Whatman) and the filtrate stirred  with ca. I L of Speedex
filter aid). The aqueous phase was extracted again with 2 x 6 L
dichloromethane. The combined organic phases were concentrated in
vacuo down to a  volume of ca. 40 mL and distilled (final. temp. 68-69C/4
mbar) to give 17.88 g (1.17  rnmol; 15%) of
(R)-a-(acetyloxy)-a-methyl-cyclopropaneacetonitrile as a colorless oil. WO
2008/040651 PCT/EP2007/060094  -61  Analysis: purity >99% GC; 98.0%
ee (column: BGB-176; 30m x 0.25mm; 1.00-140C with  2C/min; H2; 90
kPa; Inj. 200C; Det. 210C); a , :+32.92 (c=1.00; EtOH). d)
(R)-a-(aminomethyl)-a-methyl-cyclopropanemethanol To a well stirred and
ice-cooled suspension of lithium aluminiumhydride (10.1 g,  5 0.266 mol)
in THE (250 mL) was added a solution of (R)-a-(acetyloxy)- a-methyl-
cyclopropaneacetonitrile (13.6 g, 89 mmol) in THE (50 mL) so that the
temperature of  the cooled reaction mixture did not rise above 30C. Once
the addition was finished the  mixture was refluxed for 2 h with stirring and
over night at room temperature. The  mixture was cooled and surplus
lithium aiuminiumhydride was destroyed by sequential i0 addition of water
(17 mL); sodium hydroxide solution (15%; 34 mL) and water (51 mL).  The
mixture was diluted with THE (150 mL), dried with Na2SO4, filtered and
evaporated  in vacuo. The residue was distilled to yield 4.4 g of the title
compound as colorless oil, bp: 70-72 C/7 mbar, a :+12.09 (MeOH). e)
6-Chloro-5-(4-fluoro-phenyl)-nicotinic acid methyl ester 15 The title
compound was synthesized in analogy to Example Sa, using 5-bromo-6-
chloro-3-pyridinecarboxylic acid methyl ester and 4-fluorophenylboronic
acid as starting  materials, MS (ISP) 266.1 (M+H)'. f)
6-Chloro-5-(4-fluoro-phenyl) -nicotinic acid The title compound was
synthesized in analogy to Example 5b, using 6-chloro-5- 20
(4-fluoro-phenyl) -nicotinic acid methyl ester as starting material, MS (El)
251.1 (M)`.  g) 5-(4-Fluoro-phenyl)-6-eyclopropylmethoxy-nicotinic acid
The title compound was synthesized in analogy to Example 5c, using
6-chloro-5- (4-fluoro-phenyl) -nicotinic acid and
(hydroxymethyl)cyclopropane as starting materials,  MS (ISP) 286.0
(M-H). 25 h)
N-((R)-2-Cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-fluoro- 



phenyl)-nicotinamide The title compound was synthesized in analogy to
Example 5d, using 5-(4-fluoro- phenyl)-6-cyclopropylmethoxy-nicotinic
acid and (R)-a-(aminomethyl)-a-methyl- cyclopropanemethanol as starting
materials, MS (ISP) 385.2 (M+H)'. WO 20051040651
PCT1EP20071060094  -62 Example 8 Preparation of
5-(4-chloro-phenyl)-N-((1 R,2R)-2-hydro)cy-cyclohexyl)-6-(2,2,2-
trifluoro-ethoxy) -nicotinami de a) 5- (4 -Chloro-phenyl) -6- (2,2,2-trifl
uoro-etho xy) -nicotinic acid 5 The title compound was synthesized in
analogy to Example 5c, using 6-chloro-5- (4-chloro-phenyl) -nicotinic acid
and 2,2,2-trifluoro-ethanol as starting materials, MS  (ISP) 330.3 (M-H). b)
N-((R)-2-Cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-fluoro-
phenyl)-nicotinamide 10 The title compound was synthesized in analogy
to Example 5d, using 5-(4-chloro-
phenyl)-6-(2,2,2-trifluoro-ethoxy)-nicotinic acid and
(IR,2R)-2-amino-cyclohexanol as  starting materials, MS (ISP) 429.2
(M+H)'. Example 9 Preparation of
6-cyclopropylmethoxy-5-(4-fluoro-phenyl) -N-((1R,2R)-2-hydroxy- 15
cyclohexyl)-nicotinamide The title compound was synthesized in analogy
to Example 5d, using 5-(4-fluoro- phenyl)-6-cyclopropylmethoxy-nicotinic
acid and (IR,2R)-2-amino-cyclohexanol as  starting materials, MS (ISP)
385.2 (M+I-1)'. Example 10 20 Preparation of
5-(2-Chloro-5-trifluorosnethyl-phenyl)-6-cyclopentyloxy-N-((IR,2R)-2-
hydroxy-cyelohexyl)-nicotinamide a)
5-Bromo-1,6-dihydro-6-oxo-3-pyridinecarboxylic acid To a suspension of
1,6-dihydro-6-oxo-pyridinecarboxylic acid (40 g, 288 mniol) in  acetic acid
(75 mL) bromine (69 g, 431 mmol) is added dropwise with stirring. The 25
temperature increased to 45 C and the mixture was stirred overnight at 50
C. The  reaction mixture was concentrated in vacuo and the crude residue
of 5-bromo-1,6- dihydro-6-oxo-3-pyridinecarbo)cylic acid was used in the
next step without purification. WO 2008/040651 PCT/EP2007/060094  



-63 b) 5-Bromo-6-chloro-3-pyridinecarboxylic acid methyl ester To 63 g of
the previous crude material was added with mechanical stirring
phosphorus oxychloride (75 mL) and then phosphorus pentachloride (120
g) in portions  so that the temperature did not rise above 30 C. The
mixture was stirred overnight at 5 95 C and concentrated in vacuo. The
residue was dissolved in dichloromethane (150  mL) and methanol (150
mL) was added dropwise. The mixture was boiled for 2 It and  the solvents
were removed in vacuo. The residue was partitioned between diethyl
ether  and sodium bicarbonate solution. Organic phases were pooled,
dried with MgSO4 and  the solvent was evaporated. The residue was
purified by column chromatography on 10 silica (n-heptane/ethyl acetate
6:1) to yield 4 g of the title compound as a colorless solid,  mp 78-79 C. c)
5-Bromo-6-cyclopentyloxy-3-pyridinecarboxylic acid methyl ester
Cyclopentanol (1 mL, 1l mmol) was dissolved in DMF (25 mL) and a
dispersion  of sodium hydride in oil (55-65%, 480 mg) was added at room
temperature. The mixture  15 was stirred for 1 It at room temperature and
5-bromo-6-chloro-3-pyridinecarboxylic acid  methyl ester (2.5 g, 10 mmol)
was added. Stirring was continued for 1 It at room temperature and the
mixture was afterwards partitioned between water and diethyl ether.
Organic phases were pooled, dried with MgSO4 and the solvent was
evaporated. The  residue was purified by column chromatography on
silica (n-heptane/ethyl acetate 9:1) 20 to yield 0.48 g of the title compound
as a colorless oil, MS (EI) 299.0, 301.0 (M)'. d)
5-(2-Chloro-5-trifluoromethyl-phenyl)-6-cyclopentyloxy-3-pyridinecarboxyli
c acid  methyl ester 5-Bromo-6-cyclopentyloxy-3-pyridinecarboxylic acid
methyl ester (0.33 g, 1.1  mmol) was dissolved in DMF (3.5 mL). To this
solution was added [2-chloro-5 25 (trifluoromethyl)phenyl]-boronic acid
(370 mg, 1.6 mmol), palladium(II) acetate (7 mg),  triphenylphosphine (18
mg) and triethylamine (0.46 mL). The whole mixture was heated  with
stirring at 100 C for 20 h, cooled to room temperature and partitioned
between  dichloromethane and a mixture of water and concentrated
ammonium hydroxide  solution (water/ ammonia 4:1 v/v). Organic phases
were pooled, dried with MgSO4 and 30 the solvent was evaporated. The
residue was purified by column chromatography on  silica (n-heptane/ethyl
acetate 6:1) to yield 0.27 g of the title compound as a light yellow  oil, MS
(ISP) 400.4 (M+H)'. WO 2008/040651 PCT/EP2007/060094  



-64 e)
5-(2-Chloro-5-trifluoromethyl-phenyl)-6-cyclopentyloxy-3-pyridinecarboxyli
c acid
5-(2-Chloro-5-trifluoromethyl-phenyl)-6-cyclopentyloxy-3-pyridinecarboxyli
c acid  methyl ester (0.27 g, 0.7 mmol) was dissolved in dioxane (6 mL).
Water (6 mL) and  sodium hydroxide solution (2 mL, 2N) was added and
the mixture was boiled with 5 stirring for 2.5 h, cooled to room temperature
and partitioned between diethyl ether and  hydrochloric acid (1N). Organic
phases were pooled, dried with Na2SO4 and the solvent  was evaporated.
The residue, 0.27 g of the title compound as a orange-yellow solid was
introduced into the next step without purification, MS (ISP) 386.5 (M+H)'.
f)
5-(2-Chioro-5-trifluoromethyl-phenyl)-6-cyciopentyloxy-N-((1R,2R)-2-hydro
xy- 10 cyclohexyl)-nicotinamide
5-(2-Chloro-5-trifluoromethyl-phenyl)-6-cyclopentyloxy-3-pyridinecarboxyli
c acid  (0.14 g, 0.3 mmol) was dissolved in DMF (5 mL). To the solution
was added TBTU (0.12 g, 0.4 mmol), N,N-diisopropylethyl amine (0.3 mL,
1.7 mmol) and(1R,2R)-2- amino-cyclohexanol (58 mg, 0.4 mmol). The
reaction mixture was stirred for 18 h at 15 room temperature. The solvent
was evaporated in vacuo and the residue was purified by  column
chromatography on silica (n-heptane/ethyl acetate gradient) to yield 0.1.1
g of the  title compound as a colorless solid oil, MS (ISP) 483.4 (M+H)'.
Example 11 Preparation of
6-Butoxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((1R,2R)-2-hydroxy- 20
cyclohexyl.)-nicotinamide a) 3-Bromo-5-methyl-2(IH)-pyridinone
5-Methyl-2(lH)-pyridinone (50 g, 0.46 mol) was suspended in
dichloromethane  (500 mL). N-bromosuccinimide (82 g, 0.46 mol) was
added in portions with cooling.  Addition was finished after 15 min; the
mixture was stirred for 1 h at room temperature 25 and afterwards
partitioned between dichloromethane and water. Organic phases were
pooled, dried with Na2SO4 and the solvent was evaporated. The residue
was purified by  crystallization from ethyl acetate to yield 55 g of the title
compound as a light yellow  solid, mp 156-161 C. b)
3-Bromo-2-chloro-5-methyl-pyridine 30 A mixture of 3 -bromo -5-m ethyl-
2 (1 H) -pyridinone (25 g, 0.13 mol) and  phosphorus oxychloride (500 mL)
was boiled with stirring for 20 h. Phosphorus  oxychloride was removed by
distillation and the residue was poured onto ice/water (800  mL). The
mixture was adjusted to pH 8.5 with 2 N sodium hydroxide solution and 



WO 2008/040651 PCT/EP2007/060094  -65 extracted with diethyl ether.
Organic phases were pooled, dried with Na2SO4 and the  solvent was
evaporated. The residue, 23.4 g of the title compound as a greyish solid
was  introduced into the next step without purification, MS (EI) 204.9,
206.9 (M)'. c) 3-Bromo-2-butoxy-5-methyl-pyridine 5 Sodium hydride
dispersion in oil (55-65%, 1.16 g) was added in portions to a well  stirred
solution of 1-butanol (2.4 mL, 27 mmol) in DMF (50 mL). After stirring the
mixture for I h at room temperature 3-bromo-2-chloro-5-methyl-pyridine
(5.0 g, 24  mmol) was added and stirring continued for 18 hat room
temperature and for 4 h at  70 C. The cooled mixture was poured into
saturated sodium bicarbonate solution and to extracted with diethyl ether.
Organic phases were pooled, dried with Na2SO4 and the  solvent was
evaporated. The residue was purified by column chromatography on silica
(n-heptane/ethyl acetate 8:1) to yield 4.2 g of the title compound as a light
red oil, MS  (El) 243.1, 245.1 (M)'. d)
2-Butoxy-3-(2-fluoro-5-trifluoromethyl-phenyl)-5-methyl-pyridine 15
3-Bromo-2-butoxy-5-methyl-pyridine (0.96 g, 3.9 mmol) was dissolved in
toluene  (6 mL). To this solution was added
[2-fluoro-5-(trifluoromethyl)phenyl]-boronic acid  (1.2 g, 5.9 mmol),
[1,1'-bis(diphenylphosphino)ferrocene]dichloropalladium(II)
dichloro-methane complex (161 mg), and 2 N sodium carbonate solution
(5.9 mL). The  whole mixture was heated with stirring at 90 C for 18 h,
cooled to room temperature 20 and eluted with ethyl acetate over 10 g
ChemElut (Varian). The solvent was evaporated  and the residue was
purified by column chromatography on silica (n-heptane/ethyl  acetate
gradient) to yield 0.99 g of the title compound as a yellow oil, MS (ISP)
328.3  (M+H)'. e) 6-Butoxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-nicotinic
acid 25 N-Bromosuccinimide (1.2 g, 6.7 mmol) and
2,2'-azobis-(2-methyl-propionitrile)  5 mg) were added to a solution of
2-butoxy-3-(2-fluoro-5-trifluoromethyl-phenyl)-5- methyl-pyridine (0.96 g,
2.9 mmol) in carbon tetrachloride (30 mL). The mixture was  irradiated and
boiled with a halogen lamp for 2 h during which time 5 mg of 2,2'-azobis-
(2-methyl-propionitrile) was added every 30 min. After cooling the mixture
was poured  30 onto sodium bisulfite solution (38-40%, 30 mL). This was
extracted with dichloromethane. Organic phases.wer pooled, washed with
water and dried MgSO4. The  solvent was evaporated and the residue (a
mixture of 5-bromomethyl-2-butoxy-3-(2- 



fluoro-5-trifluoromethyl-phenyl)-pyridine and
2-butoxy-5-dibromomethyl-3-(2-fluoro- 5-trifluoromethyl-phenyl)-pyridine)
was dissolved in ethanol (19 mL). Ammonium 35 hydroxide solution (conc.
5 mL) was added and the mixture was boiled for 1 h. After WO
2008/040651 PCT/EP2007/060094  -66 cooling the reaction mixture was
poured onto hydrochloric acid (1 N, 1.00 mL) and  partitioned into diethyl
ether. The solvent was evaporated and the residue (a mixture of
[6-butoxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-pyridin-3-yl]-methanol and
6-butoxy- 5-(2-fluoro-5-trifluoromethyl-phenyl)-pyridine-3-carbaldehyde)
was dissolved in 5 pyridine (28 mL). Tetrabutylammonium permanganate
(3.1 g, 8.8 mmol) was added and  the mixture was heated with stirring for
Sh. After cooling the reaction mixture was  poured onto ice water (100
mL), sodium bisulfite solution (38-40%, 40 mL) was added,  the mixture
was adjusted to acidic pH with hydrochloric acid (250 mL, 2 N) and
partitioned into diethyl ether. Organic phases were pooled, and dried with
MgSO4. The 10 solvent was evaporated and the residue was purified by
column chromatography on silica  (n-heptane/ethyl acetate 3:1) to yield
0.51 g of the title compound as a yellow solid, MS  (ISP) 356.1 (M-H)'. f)
6-Butoxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((IR,2R)-2-hydroxy-cycloh
exyl)- nicotinamide 15
6-Butoxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-nicotinic acid (0.10 g, 0.3
mmol)  was dissolved in DMF (5 mL). To the solution was added TBTU
(0.10 g, 0.3 mmol),  N,N-diisopropylethyl amine (0.24 mL, 1.4 mmol) and
(1R,2R)-2-amino-cyclohexanol  (47 mg, 0.3 mmol). The reaction mixture
was stirred for 18 hat room temperature. The  solvent was evaporated in
vacuo and the residue was purified by column 20 chromatography on
silica (n-heptane/ethyl acetate gradient) to yield 78 mg of the title
compound as a light yellow solid, mp 172-178 C, MS (ISP) 455.3 (M+H)'.
Example 12 Preparation of
6-Cyclohexyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((1R,2R)-2-
hydroxy-cyclohexyl)-nicotinamide 25 The title compound was synthesized
in analogy to Example 11., using 3-bromo-2- chioro-5-methyl-pyridine,
cyclohexanol, [2-fluoro-5-(trifluoromethyi)phenyl]-boronic  acid and
(IR,2R)-2-amino-cyclohexanol as starting materials, MS (ISP) 481.1
(M+H)`.  Example 13 Preparation of
6-Butoxy-N-(2-cyclopropyl-2-hydro)cy-propyl)-5-(2-fluoro-5- 



30 trifluoromethyl-phenyl)-nicotinamide The title compound was
synthesized in analogy to Example 11, using 3-bromo-2-
chloro-5-methyl-pyridine, n-butanol,
(2-fluoro-5-(trifluoromethyl)phenyl]-boronic acid WO 2008/040651
PCT/EP2007/060094  -67 and rac- I -amino- 2 -cyclopropyl -propan-2 -ol
as starting materials, MS (ISP) 455.4  (M+H)+. Example 14 Preparation of
5-(4-Chloro-phenyl)-6-cyclohexyloxy-N-((IR,2R)-2-hydroxy- 5
cyclohexyl)-nicotinamide The title compound was synthesized in analogy
to Example 11, using 3-bromo-2- chloro-5-methyl-pyridine, cyclohexanoi,
[4-chloro-phenyl]-boronic acid and (1R,2R)-2- amino-cyclohexanol as
starting materials, MS (ISP) 429.3 (M+H)+. Example 15 10 Preparation of
6-Butoxy-5-(4-chloro-phenyl)-N-((1R,2R)-2-hydro)Cy-cyclohexyl)-
nicotinamide The title compound was synthesized in analogy to Example
11, using 3-bromo-2- ch.loro-5-methyl-pyridine, 1-butanol,
[4-chloro-phenyl ]-boron ic acid and (IR,2,R)-2- amino-cyclohexanol as
starting materials, MS (ISP) 403.2 (M+H)+. 15 Example 16 Preparation of
5-(4-Chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-
cyclopropylmethoxy-nicotinamide The title compound was synthesized in
analogy to Example 11, using 3-bromo-2- chloro-5-methyl-pyridine,
cyclopropanemethanol, [4-chloro-phenyl] -boronic acid and  20
rac-1-amino-2-cyclopropyl-propan-2-ol as starting materials, MS (ISP)
401.2 (M+H)+.  Example 17 Preparation of
6-Cyclopentyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-1V-((I R,2R)-2-
hydroxy-cyclohexyl)-nicotinamide The title compound was synthesized in
analogy to Example 11, using 3-bromo-2- 25 chloro-5-methyl-pyridine,
cyclopentanol, [2-fluoro-5-(trifluoromethyl)phenyl]-boronic  acid and
(1R,2R)-2-amino-cyclohexanol as starting materials, MS (ISP) 467.3
(M+H)+. WO 2008/040651 PCT/EP2007/060094  -68 Example 18 



Preparation of
6-Cyclopentyloxy-N-(2-cyclopropyl-2-hydroxy-propyl)-5-(2-fluoro-5-
trifluoromethyl-phenyl)-nicotinamide The title compound was synthesized.
in analogy to Example 11, using 3-bromo-2- 5 chloro-5-methyl-pyridine,
cyclopentanol, [2-fluoro-5-(trifluoromethyl)phenyl]-boronic  acid and
rac-l-amino-2-cyclopropyl-propan-2-ol as starting materials, MS (ISP)
467.3  (M+H) `. Example 19 Preparation of
6-(2-Chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid  10
((1R,2R)-2-hydroxy-cycl.ohexyl)-amide a)
5-Bromo-3-(2-chloro-phenyl)-pyrazin-2-ylalnine
Tetrakis(triphenylphosphine)palladium (0.24 g) is added at room
temperature to a  solution of 2-amino-3,5-dibromopyrazine (0.51 g) in
dimethoxyethane (12 mL). The  mixture is stirred for 30 min and sodium
carbonate (0.53 g), water (6 mL) and 2 15 ehlorophenylboronic acid (0.32
g) are added and the mixture is stirred for 18 h at 100C.  The mixture is
cooled, citric acid (10%, 20 mL) is added and the mixture is extracted  with
ethyl acetate (3x50 mL). Organic phases were pooled, washed with
sodium  bicarbonate and brine, dried with NaaSO4 and the solvent was
evaporated. The residue  was purified by chromatography on silica gel
with dichloromethane to yield 0.31 g of the 20 title compound as a white
solid, nip 138.5-139.5 C. b)
5-Bromo-3-(2-chloro-phenyl)-2-pyrrolidin-l-yl-pyrazine Sodium hydride
(0.55 g) is added at room temperature to a solution of 5-bromo-
3-(2-chloro-phenyl)-pyrazin-2-ylamine (0.23 g) in DMF (10 mL).
Subsequently 1- bromo-4-chlorobutane (0.21 g) is added and the mixture
is stirred for 3 h. Citric acid 25 (10%, 20 mL) is added and the mixture is
extracted with ethyl acetate (3x50 mL).  Organic phases were pooled,
washed with sodium bicarbonate and brine, dried with  Na2SO4 and the
solvent was evaporated. The residue was purified by chromatography on
silica gel with heptane/ethyl acetate 2:1 to yield 0.27 g of the title
compound as a yellow  oil, MS (ISP) 338.1, 340.0 (M+H)'. 30 c)
6-(2-Chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid methyl
ester To a solution of
5-bromo-3-(2-chloro-phenyl)-2-pyrrolidin-1-yl-pyrazine (0.25 g)  in 7 ml
methanol was added 2 ml ethyl acetate, 0.035 g
[1,1'-bis(diphenylphosphino) WO 2008/040651 PCT/EP2007/060094  -69
ferrocen] palladium(II) chloride 1:1 complex with dichloromethane and
0.25 ml  



triethylamine and the mixture was stirred at 110 C under 70 bar carbon
monoxide for  18h. The reaction mixture was evaporated and the residue
was purified by  chromatography on silica gel with heptane : ethyl acetate
= 2 : 1 to yield 0.15 g of the title 5 compound as off-white foam, MS (ISP)
318.1 (M+H)+. d)
6-(2-Chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid To a
solution of 6-(2-chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
methyl ester (0.15 g) in tetrahydrofuran (2 mL), water (0.5 mL) and
methanol (0.5 mL)  was added at room temperature 1 ml of a 1M solution
of lithium hydroxide in water and 10 the mixture was stirred for 2 h. The
resulting solution was partitioned between 10%  aqueous citric acid and
ethyl acetate. The phases were separated and the organic layer  was
washed with water and brine. The organic phase was dried over
magnesium sulfate  and evaporated to yield 0.14 g of the title compound
as white solid, MS (ISP) 304.1  (M+H)H. 15 e)
6-(2-Chloro-phenyl)-5-pyrrolidin-l-yl-pyrazine-2-carboxylic acid ((IR,2R)-2-
hydroxy-cycl ohexyl) -amide To a solution of 0.10 g
6-(2-chloro-phenyl)-5-pyrrolidin-l-yl-pyrazine-2- carboxylic acid in 3.0 ml of
DMF is added at room temperature 0.082 g 1,1'- carbonyl- diimidazole,
0.22 ml N-ethyldiisopropylamine and 0.057g (1R,2R)-2-amino 20
cyclohexanol hydrochloride and stirred for 72 hours. To the mixture is
added citric acid  10% solution and ethyl acetate. The organic layer is
washed with sodium bicarbonate  10% solution and sodium chloride
saturated solution. The organic layer is separated and  dried over sodium
sulfate and evaporated at the rotary evaporator. The residue is purified  by
chromatography on silica gel with heptane/ethyl acetate 40/60 to yield
0.055 g of the 25 title compound as white solid, MS (ISP) 401.3 (M+H)'.
Example 20 Preparation of
6-(2-Chloro-phenyl)-5-cyclopentylamino-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy-cyclohexyl)-amide The title compound was
synthesized in analogy to Example 19, using 5-bromo-3- 30
(2-chloro-phenyl)-pyrazin-2-ylamine and bromocyclopentane in step b,
carbonylation  as in step c, saponification as in step d and amide coupling
with (IR,2R)-2-amino- cyclohexanol hydrochloride as in step e to give the
title compound as a white solid, MS  (ISP) 415.3 (M+H) ~. WO
2008/040651 PCT/EP2007/060094  70 



Example 21 Preparation of
5-(4-Chloro-phenyl)-6-cyclopentyloxy-N-((1R,2R)-2-hydroxy-
cyclohexyl)-nicotinamide The title compound was synthesized in analogy
to Example 11, using 3-bromo-2- 5 chloro-5-methyl-pyridine,
cyclopentanol, 4-chlorophenyl-boronic acid and (IR,2R)-2-
amino-cyclohexanol as starting materials, MS (ISP) 415.2 (M+H)+.
Example 22 Preparation of
5-(2-Chloro-5-trifluoromethyl-phenyl)-N-(2-cyclopropyl-2-hydroxy- propyl)
-6-cyclopropylmethoxy-nicotinamide 10 The title compound was
synthesized in analogy to Example 11, using 3-bromo-2-
chloro-5-methyl-pyridine, (hydroxymethyl)cyclopropane, [2-chloro-5-
(trifluoromethyl)phenyl)-boronic acid and
rac-l-amino-2-cyclopropyl-propan-2-ol as  starting materials, MS (ISP)
469.1, 471.0 (M+H)+. Example 23 15 Preparation
of5-(4-Ch.loro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-phenoxy-
nicotinamide a) 3-Bromo-S-methyl-2-phenoxy-pyridine Sodium hydride
dispersion in oil (-70%, 0.68g) was added in portions to a well  stirred
solution of phenol (1.33 g, 14 mmol) in DMA (100 mL). After stirring the 20
mixture for 1 hat 50 C 3-bromo-2-chloro-5-methyl-pyridine (2.68 g, 13
mmol) was  added and stirring continued for 28 h at 100 C. The cooled
mixture was poured into  water and extracted with diethyl ether. Organic
phases were pooled, dried with Na2SO4  and the solvent was evaporated.
The residue was purified by column chromatography on  silica
(n2-heptane/ethyl acetate 8:1) to yield 1.4 g of the tide compound as a
colorless oil, 25 'H NMR(CDCl3): 6 = 2.27 (s, 3H), 7.12 (d, 2H), 7.19 (t,
1H), 7.39 (t, 2H), 7.76 (s, 1H),  7.88 (s, 1H). b)
3-(4-Chloro-phenyl)-5-methyl-2-phenoxy-pyridine
3-Bromo-5-methyl-2-phenoxy-pyridine (0.79 g, 3.0 mmol) was dissolved in
toluene (5 mL). To this solution was added [1,1'-bis(diphenylphosphino)
30 ferrocene]dichloropalladium(II) dichloro-methane complex (120 mg),
4-chlorophenyl- boronic acid (0.7 g, 4.5 mmol), and 2 N sodium carbonate
solution (4.7 mL). The whole WO 2008/040651 PCTIEP2007/060094  -71
mixture was heated with stirring at 90 C for 18 It, cooled to room
temperature and  



elated with ethyl acetate over 10 g ChemElut (Varian). The solvent was
evaporated and  the residue was purified by column chromatography on
silica (n-heptane/ethyl acetate  gradient) to yield 0.61 g of the title
compound as a yellowish oil, MS (ISP) 296.4 5 (M+H)'. c)
5-(4-Chloro-phenyl)-N-((1.R,2R)-2-hydroxy-cyclohexyl)-6-phenoxy-nicotin
amide  The title compound was synthesized in analogy to Example 11,
step e and f using 3- (4-Chloro-phenyl)-5-methyl-2-phenoxy-pyridine and
(IR,2R)-2-amino-cyclohexanol as  starting materials, MS (ISP) 422.9
(M+H) F. 10 Example 24 Preparation of
6-(4-Chloro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid (I-
hydroxy-indan-2-yl) -amide The title compound was synthesized in
analogy to Example 19, using 2-amino-3,5- dibromopyrazine and
4-chlorophenylboronic acid in step a, 1-bromo-5-chloropentane in  15 step
b, carbonylation as in step c, saponification as in step d and amide
coupling with 2 amino-l-indanol as in step e to give the title compound as
a light yellow foam, MS (ISP)  449.3 (M+H)'. Example 25 Preparation of
6-(3,4-Dichloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid (2- 20
cyclopropyl-2-hydroxy-propyl)-amide The title compound was synthesized
in analogy to Example 19, using 2-amino-3,5- dibromopyrazine and
3,4-dichiorophenylboronic acid in step a, 1-bromo-4-chlorobutane  in step
b, carbonylation as in step c, saponification as in step d and amide
coupling with  rac-I-amino-2-cyclopropyl-propan-2-oi as in step e to give
the title compound as a light  25 yellow solid, MS (ISP) 435.3, 437.2
(M+H)`. Example 26 Preparation of 5-(4-Chloro-phenyl)-N
(2-cyclopropyl-2-hydroxy-propyl)-6-(2- methoxy-ethoxy) -nicotinamide The
title compound was synthesized in analogy to the procedure described for
the  30 preparation of Example 6, using
5-bromo-1,6-dihydro-6-oxo-3-pyridinecarboxylic acid  methyl ester,
2-methoxy-ethanol (commercially available), 4-chlorophenyl-boronic acid
WO 2008/040651 PCT/EP2007/060094  -72 (commercially available) and
rac-l-amino -2-cyclopropyl-propan-2-ol (commercially  available) as
starting materials. MS (ISP): 405.4 (MH+). 



Example 27 Preparation of
5-(4-Chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(2- 5
methoxy-ethoxy)-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 6,
using 5-bromo-1,6-dihydro-6-oxo-3-pyridinecarboxylic acid  methyl ester,
2-methoxy-ethanol (commercially available), 4-chlorophenyl-boronic acid
(commercially available) and morpholine (commercially available) as
starting materials.  10 MS (ISP): 377.1 (MHO). Example 28 Preparation of
5-(4-Chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-(2-
propionylamino-ethoxy)-nicotinami.de a)
5-Bromo-6-chloro-N-((R)-l-hydroxymethyl-3-methyl-butyl)-nicotinaniide 15
5-Bromo-6-chloro-nicotinic acid (2.0 g, 8.46 mmol) was dissolved in DMA
(20  mL). To the solution was added TBTU (3.1 g, 9.3 mmol),
N,N-diisopropylethyl amine  (7.4 mL, 42 mmol) and (D)-leucinol (1.1 g, 9.3
mmol). The reaction mixture was stirred  for 16 h at room temperature.
The solvent was evaporated in vacuo and the residue was  purified by
column chromatography on silica (cyclohexane/ethyl acetate gradient) to
20 yield 2.6 g of the title compound as a yellow oil, MS (ISP) 337.1
(M+H)+. b)
(5-Bromo-6-chloro-pyridin-3-y1)-((R)-4-isobutyl-2,2-dimethyl-oxazolidin-3-
yl)- methanone
5-Bromo-6-chloro-N-((R)-1-hydroxymethyl-3-methyl-butyl)-nicotinamide
(2.6 g,  8.0 mmol) was dissolved in 2,2-dimethoxypropane (25 mL, 200
mmol). To the solution  25 was added camphorsulfonic acid (19 mg, 0.08
mmol) and the reaction mixture was stirred for 24 h at 60 C. After cooling
drops of triethylamine were added and the solvent  was evaporated in
vacuo. The residue was purified by column chromatography on silica
(cyclohexane/ethyl acetate gradient) to yield 2.0 g of the title compound as
light yellow  oil. WO 20081040651 PCT/EP2007/060094  73 c)
[6-Chloro-5-(4-chloro-phenyl)-pyridin-3-yl]-((R)-4-isobutyl-2,2-dimethyl-
oxazolidin-3-yl) -methanone (5-Bromo-6-chloro-pyridin-3-yl)
-((R)-4-isobutyl-2,2-dimethyl-oxazolidin-3-yl) - methanone (2.0 g, 5.5
mmol) was dissolved in toluene (10 mL). To this solution was 5 added
[1,1'-bis(diphenylphosphino)ferrocene]dichloropalladium(II)
dichloro-methane  



complex (226 mg), 4-chlorophenyl-boronic acid (1.34 g, 8.3 mmol), and 2
N sodium  carbonate solution (8.3 mL). The whole mixture was heated
with stirring at 90 C for 18  It, cooled to room temperature (RT) and eluted
with ethyl acetate over 10 g ChemElut  (Varian). The solvent was
evaporated and the residue was purified by column 10 chromatography on
silica (cyclohexane/ethyl acetate gradient) to yield 0.81 g of the title
compound as off-white solid. d)
N-{2-[3-(4-Chloro-phenyl)-5-((R)-4-isobutyl-2,2-dimethyl-oxazolidine-3-car
bonyl)- pyridin-2-yloxy] -ethyl} -propionamide Sodium hydride dispersion in
oil (-55%, 72 mg) was added in portions to a well  15 stirred solution of
N-(2-hydroxyethyl)propionamide (71 mg, 0.6 mmol) in THE (13  mL). After
stirring the mixture for 15 min at RT [6-Chloro-5-(4-chloro-phenyl)-pyridin-
3-yl]-((R)-4-isobutyl-2,2-dimethyl-oxazolidin-3-yl)-methanone (225 mg,
0.55 mmol)  was added and stirring continued for 6 It at RT. The mixture
was poured into water and  extracted with diethyl ether. Organic phases
were pooled, dried with Na2SO4 and the 20 solvent was evaporated. The
residue was purified by column chromatography on silica
(cyclohexane/ethyl acetate 8:1 ) to yield 89 mg of the title compound as a
white solid, MS  (ISP) 488.2 (M+H)+. e)
5-(4-Chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-(2-
propionyl.amino-ethoxy) -nicotinamide 25
N-{2-[3-(4-Chloro-phenyl)-5-((R)-4-isobutyl-2,2-dimethyl-oxazolidine-3-
carbonyl)-pyridin-2-yloxy]-ethyl}-propionamide (82 mg, 0.16 mmoi) was
dissolved in  methanol (0.35 mL). To the solution was added
camphorsulfonic acid (1.6 mg, 0.007  mmol) and the reaction mixture was
stirred for I h at RT. The mixture was poured into  water,
sodiumbicarbonate was added and the mixture extracted with ethyl
acetate. 30 Organic phases were pooled, the solvent was evaporated in
vacua and the residue was  purified by column chromatography on silica
(dichl.oromethane/methanol gradient) to  yield 55 mg of the title
compound as a white solid, MS (ISP) 448.3 (M+H)'. WO 2008/040651
PCT/EP2007/060094  -74 Example 29 Preparation of
5-(4-Chtoro-phenyl)-N-((R)-1-hydroxymethyl-pentyl)-6-(2-methoxy-
ethoxy)-nicotinamide The title compound was synthesized in analogy to
the procedure described for the  5 preparation of Example 6, using
5-bromo-l,6-dihydro-6-oxo-3-pyridinecarboxylic acid  



methyl ester, 2-methoxy-ethanol (commercially available),
4-chlorophenyl-boron ic acid  (commercially available) and
(R)-(-)-2-amino-l-hexanol (commercially available) as  starting materials.
MS (ISP): 407.4 (M+H'). Example 30 to Preparation of
5-(4-Chtoro-phenyl)-N-((S)-1-hydroxymethyl-2,2-dimethyl-propyl)-6-
(2-methoxy-ethoxy) -nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 6,
using 5-bromo-1,6-dihydro-6-oxo-3-pyridinecarboxylic acid  methyl ester,
2-methoxy-ethanol (commercially available), 4-chlorophenyl-boronic acid
15 (commercially available) and L-tert-leucinol (commercially available) as
starting  materials. MS (ISP): 407.4 (MH+). Example 31 Preparation of
6-Cyclopropylmethoxy-5-(3,4-difluoro-phenyl)-N-((trans)-2-hydroxy- cycloh
exyl)-nicotinamide 20 a) 5-Bromo-6-cyclopropylmethoxy-nicotinic acid A
mixture of 3.0 g (13 mmol) 5-Bromo-6-chloro-nicotinic acid, 1.4 g (19
mmol)  (hydroxymethyl)cyclopropane and 2.85 g (51 mmol) potassium
hydroxide in DMSO (12  mL) was heated under microwave radiation for 6
min to 100 C. 50 mL water and 1.50  mL citric acid (10%) was added. A
solid precipitated, was filtered off, re-dissolved in 25 ethyl acetate and
dried with Na2SO4. The product crystallized upon evaporation of the
solvent from ethyl acetate/heptane 1:1 to yield 2.1 g (71%) of the title
compound as  white solid, MS (ISP): 270.3 (M-H). b)
5-Bromo-6-cyclopropyhitethoxy-N-((trans)-2-hydroxy-cyclohexyl)-nicotina
mide  5-Bromo-6-cyclopropylmethoxy-nicotinic acid (2.3 g, 8.5 mmol) was
dissolved in  3o DMF (75 mL). To the solution was added TBTU (2.99 g,
9.3 mmol), N,N diisopropylethyl amine (7.2 mL, 42 mmol) and
(trans)-2-amino-cyclohexanol (1.4 g, 9.3 WO 2008/040651
PCT/EP2007/060094  - 75  mmol). The reaction mixture was stirred for 16
h at room temperature. The solvent was  evaporated in vacuo and the
residue was purified by column chromatography on silica  (n-heptane/ethyl
acetate gradient) to yield 2.5 g of the title compound as a white solid,  MS
(ISP) 368.9, 371.0 (M+H)'-. 5 c)
6-Cyclopropylmethoxy-5-(3,4-difluoro-phenyl)-N-((trans)-2-hydroxy-eycloh
exyl)- nicotinamide 



The title compound was synthesised in analogy to the Suzuki reaction
procedure  described for the preparation of Example 5a, from
5-Bromo-6-cyclopropylmethoxy-N-
(trans-2-hydro)cy-cyclohexyl)-nicotinamide and 3,4-difluorophenylborronic
acid 1o (commercially available). MS (ISP): 403.4 (M+H)'.  Example 32
Preparation of
6-Cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((trans)-2-hydroxy-
cyclohexyi) -nicotinamide The title compound was synthesized in analogy
to the procedure described for the  15 preparation of Example 31, using
5-bromo-N-(trans-2-hydroxy-cyclohexyl)-6-(2-
methoxy-ethoxy)-nicotinamide and 4-fluorophenylboronic acid
(commercially  available) as starting materials. MS (ISP): 385.4 (M+H)+.
Example 33 Preparation of
6-Cyclopropylmethoxy-N-((trans)-2-hydroxy-cyclohexyl)-5-(4- 20
trifluoromethyl-phenyl)-nicotinamide The title compound was synthesized
in analogy to the procedure described for the  preparation of Example 31,
using 5-bromo-6-cyclopropylmethoxy-N-(trans-2-hydroxy-
cyclohexyl)-nicotinamide and 4-trifluoromethylphenylboronic acid
(commercially  available) as starting materials. MS (ISP): 435.4 (M+H)'. 25
Example 34 Preparation of
6-Cyclopropylmethoxy-5-(3,4-dichloro-phenyl)-N-((trans)-2-hydroxy-
cyclohexyl)-nicotinamide The title compound was synthesized in analogy
to the procedure described for the  preparation of Example 31, using
5-bromo-6-cyclopropylmethoxy-N- (trans- 2-hydroxy- 3o
cyclohexyl)-nicotinamide and 3,4-difluorophenylboronic acid (commercially
available)  as starting materials. MS (ISP): 437.3 (M+H)`. WO
2008/040651 PCT/EP2007/060094  -76 Example 35 Preparation of
5-(4-Cyano-phenyl)-6-cyclopropylmethoxy-N-((trans)-2-hydroxy-
cyclohexyl)-nicotinamide The title compound was synthesized in analogy
to the procedure described for the  5 preparation of Example 31, using
5-bromo-6-cyclopropylmethoxy-N-(trans-2-hydroxy-
cyclohexyl)-nicotinamide and 4-cyanophenylboronic acid (commercially
available) as  starting materials. MS (ISP): 392.2 (M+H)'. 



Example 36 Preparation of
6-(4-Chloro-phenyl)-5-cyclopropylmethoxy-pyrazine-2-carboxylic acid  10
((R)-1-hydroxymethyl-3-methyl-butyl)-amide a)
5-Bromo-3-(4-chloro-phenyl)-pyrazin-2-ylamine To a solution of 2.5 g of
3,5-dibromo-pyrazin-2-ylamine in 60 ml 1,2-dimethoxy- ethane is added
1.19 g tetrakis(triphenylphosphine) palladium at room temperature and
stirred for 1/2 hour. To the resulting orange solution is added a solution of
2.65 g sodium 15 carbonate in 30.0 mLwater and 1.56 g of
p-chlorophenylboronic acid and the mixture is  stirred for 18 hours at 100
C. The starting material is completely consumed as evidenced  by tlc. The
reaction mixture was partitioned between water and ethyl acetate; the
phases  are separated and the organic phase is dried over sodium sulfate
evaporated and purified  by chromatography on silica gel with heptane :
ethyl acetate = 1 : 1. to yield 2.37 g of the  20 title compound as light
yellow crystals, MS (ISP) 284.0, 286.0 (M+H) . b)
2,5-Dibromo-3-(4-chloro-phenyl)-pyrazine To a solution of 2.36 g
2,5-dibromo-3-(4-chloro-phenyl)-pyrazine in 15 ml  dibromomethane was
added 1.3 ml. isoamylnitrite. To the resulting solution was added
dropwise during ca 30 min. a solution of 1.50 g trimethyloromosiiane in 5
ml 25 dribromomethane at ambient temperature. The mixture was stirred
for 1 h. To the  resulting dark solution was added 30 ml of a 10% aqeous
sodium bicarbonate solution.  The phases were separated and the organic
phase was purified by chromatography on  silica gel with heptan : ethyl
acetate = 9:1. The product fractions were collected and  concentrated
upon which crystallisation occurred. The solid was collected by filtration to
30 yield 2.13 g of the title compound as slightly yellow crystals, MS (ISP)
350.0 (M+H). WO 20081040651 PCT/EP2007/060094  -77 c)
5-Bromo-3-(4-chloro-phenyl)-2-cyclopropylmethoxy-pyrazine To a solution
of 0.079 g cyclopropanol in 2 ml dimethylsulfoxide was added 0.096g
sodium hydride 55% in oil and the mixture was stirred at room
temperature for 45 min.  To the resulting mixture was added 0.348 g
2,5-dibromo-3-(4-chloro-phenyl)-pyrazine 5 and the mixture was stirred at
room temperature for 3h. The reaction mixture was  partitioned between
water and ethyl acetate. The phases were separated and the organic
phase was purified by chromatography on silica gel with heptane:
dichloromethane = 1: 1  to yield 0.199g of the title compound as white
crystals melting at 86-87 C. d)
6-(4-Chloro-phenyl)-5-cyclopropylmethoxy-pyrazine-2-carboxylic acid
((R)-1- 



io hydroxymethyl-3-methyl-butyl)-amide The title compound was
synthesized in analogy to Example 19, carbonylating 5-
bromo-3-(4-chloro-phenyl)-2-eyclopropylmethoxy-pyrazine as in step c,
saponification  as in step d and amide coupling with (R)-leucinol as in step
e to give the title compound  as a light yellow solid, MS (ISP) 404.5
(M+H)'. 15 Example 37 Preparation of
(RS)-5-(4-Chloro-phenyl)-N-(2-hydroxy-3-methoxy-propyl)-6-(2-
methoxy-ethoxy) -nico tinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 6,
using 2,5-dibromo-3-(4-chloro-phenyl)-pyrazine, 2-methoxy- 20 ethanol
(commercially available), and rac-l-amino-3-methoxy-2-propanol
(commercially available) as starting materials to give the title compound
as a yellow oil.  MS (ISP): 395.1 (M+H) +. Example 38 Preparation of
6-(4-Chloro-phenyl)-5-(3-methyl-butoxy)-pyrazine-2-carboxylic acid  25
((1R,2R)-2-hydroxy-cyclohexyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 36, using 2,5-dibromo-3-(4-chloro-phenyl)-pyrazine, 3-methyl-
1-butanol (commercially available), and (1R,2R)-2-amino-eyclohexanol
(commercially  available) as starting materials to give the title compound
as a yellow oil, MS(ISP): 418.2  30 (M+H) +. WO 2008/040651
PCT/PP2007/060094  -78 Example 39 Preparation of
5-(2-Chloro-phenoxy)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((1R,2R)-2-hydroxy-cyclohexyl)-amide a) 5-Amino
-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid methyl ester 5 The title
compound was synthesized in analogy to the procedure described for the
preparation of Example 19c, by carbonylation of
5-bromo-3-(4-chl.oro-phenyl)-pyrazin- 2-ylamine to give the title
compound as an off white solid, mp.: 186-188 C. b)
5-Bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid methylester The
title compound was synthesized in analogy to the procedure described for
the  10 preparation of Example 36b, using
5-amino-6-(4-chloro-phenyl)-pyrazine-2-carboxylic  acid methyl esteras
starting material and isoamylnitrite, dibromomethane and  



trimethylbromosilane as reagents to give the title compound which was
used in the next  step without further purification. b)
5-Bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid methylester 15
The title compound was synthesized in analogy to the procedure
described for the  preparation of Example 19d, by saponification of
5-bromo-6-(4-chloro-phenyl)- pyrazine-2-carboxylic acid methyl ester to
give the title compoundas white solid,  MS(ISP): 312.9 (M-H) . d)
5-Bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((1R,2R)-2-hydroxy- 20 cyclohexyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 19e, using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid, and (1R,2R)-2-amino-cyclohexanol (commercially available) as
starting materials  to give the title compound as a light yellow solid,
MS(ISP): 410.0, 412.0 (M+H) `. 25 e)
5-(2-Chloro-phenoxy)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 36 c, using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((IR,2R)-2-hydroxy-cyclohexyl)-amide, and chlorophenol
(commercially available) 30 as starting materials to give the title
compound as a white solid. mp.: 154-1.55 C,  MS(ISP): 458.3, 460.3
(M+H) -`. WO 2008/040651 PCTIEP2007/060094  -79 Example 40
Preparation of
6-(4-Fluoro-phenyl)-5-(3-metho)cy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl-2-hydroxy-propyl)-amide a)
5-Bromo-3-(4-fluoro-phenyl)-pyrazin-2-ylamine 5 The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 19 a using 2-amino-3,5-dibromopyrazine, and 4-
fluorophenylboronic acid (commercially available) as starting materials to
give the title  compound as a white solid, MS (ISP) 268.1, 270.2 (M+H) '.
b) 6-(4-Fluoro-phenyl)-5-(3-metho)cy-propoxy)-pyrazine-2-carboxylic acid
(2- 10 cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 39 using 5-Bromo-3-(4-fluoro-phenyl)-pyrazin-2-ylamine, 3- 



methoxy-l-propanol (commercially available), and
rac-1-amino-2-cyclopropyl-propan- 2-ol (commercially available) as
starting materials to give the title compound as a 15 colorless oil. MS
(ISP): 404.4 (M+H) `. Example 41 Preparation of
5-Cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
(2-cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  20 preparation
of Example 40 using 5-bromo-3-(4-fluoro-phenyl)-pyrazin-2-ylamine,
hydroxymethylcyclopropane (commercially available), and
rac-l-amino-2-cyclopropyl- propan-2-ol (commercially available) as starting
materials to give the title compound as a  white foam. MS (ISP): 386.4
(M+H) '. Example 42 25 Preparation
of6-((R)-sec-Butoxy)-5-(4-ehloro-phenyl)-N-((1R,2R)-2-hydroxy-
cyclohexyl) -nicotinam ide The title compound was synthesized in analogy
to the procedure described for the  preparation of Example 5, using
5-bromo-6-chloro-3-pyridinecarboxylic acid methyl  ester,
4-chlorophenyl-boronic acid (commercially available), (R)-(-)-2-butanol 30
(commercially available), and (IR,2R) -2-amino-cyclohexanol
(commercially available)  as starting materials. MS (ISP): 403.5 (M+H`).
WO 2008/040651 PCT/EP20071060094  -80 Example 43 Preparation
ofN-((1R,2R)-2-Hydroxy-cyclohexyl)-6-(2-meflioxy-ethoxy)-5-(4-
trifluoromethyl-phenyl)-nicotinamide a)
5-Bromo-6-(2-meth.oxy-ethoxy)-nicotinic acid 5 A mixture of 325 mg (1.3
mmol) 5-bromo-6-chloro-nicotinic acid methyl ester,  233 mg (3.24 mmol)
2-methoxyethanol and 493 mg (3.24 mmol) DBU was heated under
microwave radiation for 2 min to 180 C. 0.65 mL water and 0.49 mL 5N
KOH aq. was  added and the mixture was heated under microwave
radiation for 2 min to 160 C. The  mixture was acidified with IN HCI aq.
and extracted with ethyl acetate. After evaporation i0 the residue was
purified by preparative HPLC on reversed phase eluting with a gradient
formed from acetonitrile/water/HCOOH. The combined product fractions
were  evaporated to yield 237 mg (66%) of the title compound as white
solid. MS (ISP): 274  (M-H). 



b)
N-((1R,2R)-2-Hydroxy-cyclohexyl)-6-(2-methoxy-ethoxy)-5-(4-trifluorometh
yl- i5 phenyl)-nicotinamide The title compound was synthesized in analogy
to the procedure described for the  preparation of Example 31 b to c ,
using 5-bromo-6-(2-methoxy-ethoxy)-nicotinic acid,
4-trifluoromethylphenyl-boronic acid (commercially available) and
(IR,2R)-2-amino- cyclohexanol (commercially available) as starting
materials. MS (ISP): 439.0 (M+H`).  20 Example 44 Preparation of
N-((1R,2R)-2-Hydroxy-cyclohexyl)-6-(2-methoxy-ethoxy)-5-(4-
trifluoromethoxy-phenyl)-nicotinamide  The title compound was
synthesized in analogy to the procedure described for the preparation of
Example 43, using 5-bromo-6-chloro-nicotinic acid methyl ester, 2- 25
methoxy-ethanol (commercially available),
4-trifluoromethoxyphenyl-boronic acid  (commercially available) and
(IR,2R)-2-amino-cyclohexanol (commercially available) as  starting
materials. MS (ISP): 455.1 (M+H`). WO 2008/040651
PCT/EP2007/060094  81 Example 45 Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(2-
isopropoxy-ethoxy) -nicotinamide The title compound was synthesized in
analogy to the procedure described for the  5 preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester, 2- isopropoxy-ethanol
(commercially available), 4-chlorophenyl-boronic acid  (commercially
available) and (IR,2R)-2-amino-cyclohexanol (commercially available) as
starting materials. MS (ISP): 433.2 (M+H'). Example 46 10 Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-isopropoxy-
nicotinamide The title compound was synthesized in analogy to the
procedure described for the  preparation of Example 43, using
5-bromo-6-chloro-nicotinic acid methyl ester, 4- chlorophenyl-boronic acid
(commercially available), isopropanol (commercially 15 available), and
(IR,2R)-2-amino-cyclohexanol (commercially available) as starting
materials. MS (ISP): 389.3, 391.4 (M+H+). Example 47 Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-[(2-methoxy- 



ethyl) -methyl- amino] -nicotinamide 20 The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 43, using 5-bromo-6-chloro-nicotinic acid methyl ester, 4-
chlorophenyl-boronic acid (commercially available),
(2-methoxy-ethyl)-methyl-canine  (commercially available), and
(lR,2R)-2-amino-cyclohexanol (commercially available)  as starting
materials. MS (ISP): 452.0 (M+H E). 25 Example 48 Preparation of
5-(4-Chloro-phenyl)-N-((I.R,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy- l
-methyl-ethoxy) -nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester, 4 30
chlorophenyl-boronic acid (commercially available),
rac-l-methoxy-2-propanol WO 2008/040651 PCT/EP2007/060094  -82
(commercially available), and (1R,2R)-2-amino-cyclohexanol
(commercially available)  as starting materials. MS (ISP): 419.1 (M+H4).
Example 49 Preparation of
5-(4-Chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(1- 5
methoxymethyl-propoxy)-nicotinamide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 43, using 5-bromo-6-chloro-nicotinic acid methyl ester, 4-
chlorophenyl-boronic acid (commercially available),
rac-l-methoxy-2-butanol  (commercially available), and
(1R,2R)-2-amino-cyclohexanol (commercially available) 10 as starting
materials. MS (ISP): 433.3, 435.3 (M+H+).  Example 50 Preparation of
6-(4-Fluoro-phenyl)-5-((S)-2-methoxy-propoxy)-pyrazine-2-carboxylic  acid
(2-cyclopropyl-2-hydroxy-propyi)-amide The title compound was
synthesized in analogy to the procedure described for the  15 preparation
of Example 40 using 5-bromo-3-(4-Fuoro-phenyl)-pyrazin-2-ylamine, (S)-
(+)-2-methoxypropanol (commercially available), and
rac-l-amino-2-cyclopropyl- propan-2-ol (commercially available) as starting
materials to give the title compound as a  colorless oil. MS (ISP): 404.4
(M+H) '. Example 51 20 Preparation of
5-(4-Chloro-phenyl)-N-((1R,2.R)-2-hydroxy-cyclohexyl)-6-isobutoxy- 



nicotinamide The title compound was synthesized in analogy to the
procedure described for the  preparation of Example 31, using
5-bromo-6-chloro-3-pyridinecarboxylic acid, 2- methyl-l-propanol
(commercially available), 4-chlorophenyl-boronic acid 25 (commercially
available), and (IR,2R)-2-amino-cyclohexanol (commercially available)  as
starting materials. MS (ISP): 403.4 (M+H+). Example 52 Preparation of
5-(4-Chloro-phenyl)-6-(2-ethoxy-ethoxy)-N-((1R,2R)-2-hydroxy-
cyclohe)cyl)-nicotinamide 30 The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 31,
using 5-bromo-6-chloro-3-pyridinecarboxylic acid, 2 WO 2008/040651
PCT/EP2007/060094  -83 ethoxyethanol (commercially available),
4-chlorophenyl-boronic acid (commercially  available), and
(IR,2R)-2-amino-cyclohexanol (commercially available) as starting
materials. MS (ISP): 419.3 (M+H'). Example 53 5 Preparation
of6-(4-Chloro-phenyl)-5-[(R)-1-(tetrahydro-furan-2-yl)methoxy]-
pyrazine-2-carboxylic acid ((S)-2-cyclopropyl-2-hydroxy-propyl)-amid e
The title compound was synthesized in analogy to the procedure
described for the  preparation of Example 39 using
5-bromo-3-(4-chloro-phenyl)-pyrazin-2-ylamine, (R)-
(-)-2-(hydroxymethyl)tetrahydofurane (commercially available), and (S)-a
10 (aminomethyl)-a-methyl-cyclopropanemethanol (WO 2006/106054) as
starting  materials to give the title compound as a colorless foam. MS
(ISP): 432.3, 434.3 (M+H)  Example 54 Preparation of
6-(4-Chloro-phenyl)-5-[(x)-1-(tetrahydro-furan-2-yl)methoxy]- 15
pyrazine-2-carboxylic acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide
The title compound was synthesized in analogy to the procedure
described for the  preparation of Example 39 using
5-bromo-3-(4-chloro-phenyl)-pyrazin-2-ylamine, (R)- (-)
-2-(hydroxymethyl)tetrahydofurane (commercially available), and (R)-a-
(aminomethyl)-a-methyl-cyclopropanemethanol (WO 2006/106054) as
starting 20 materials to give the title compound as a colorless foam. MS
(ISP): 432.3(M+H) +.  Example 55 Preparation of
5-(4-Chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-((S)-2- 



methoxy-propoxy)-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  25 preparation of Example 31,
using 5-bromo-6-chloro-3-pyridinecarboxylic acid, (S)-(+)-
2-methoxypropanol (commercially available), 4-chlorophenyl-boronic acid
(commercially available), and (IR,2R)-2-amino-cyclohexanol
(commercially available)  as starting materials. MS (ISP): 419.2 (M+H'-).
WO 2008/040651 PCT/EP2007/060094  -84 Example 56 Preparation of
6-sec-Butoxy-5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-
nicotinamide The title compound was synthesized in analogy to the
procedure described for the  5 preparation of Example 31, using
5-bromo-6-chloro-3-pyridinecarboxylic acid, rac-2- butanol (commercially
available), 4-chlorophenyl-boronic acid (commercially available),  and
(1R,2R)-2-amino-cyclohexanol (commercially available) as starting
materials. MS  (ISP): 403.2 (M+H`). Example 57 10 Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(oxetan-2-
yl.methoxy) -nicotinamide The title compound was synthesized in analogy
to the procedure described for the  preparation of Example 31, using
5-bromo-6-chloro-3-pyridinecarboxylic acid, rac-2- hydroxymethyloxetane
(commercially available), 4-chlorophenyl-boronic acid 15 (commercially
available), and (1R,2R)-2-amino-cyclohexanol (commercially available)
as starting materials. MS (ISP): 417.2 (M+H'), Example 58 Preparation of
5-(2-Metho)cy-ethoxy)-6-(4-trifluoromethyl-phenyl)-pyrazine-2- carboxylic
acid (2-cyclopropyl-2-hydro)cy-propyl)-amide 20 The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 40 a to b using 2-aniino-3,5-dibromopyrazine, 4-
trifluoromethylphenylboronic acid, 2-methoxy-ethanol (commercially
available), and  rac-l-amino-2-cyclopropyl-propan-2-ol as starting
materials to give the title compound  as a colorless oil, MS (ISP):
440.3(M+H) '. 25 Example 59 Preparation of
5-Cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2- 



carboxylic acid (2-cyclopropyl-2-hydroxy-propyl)-amide The title
compound was synthesized in analogy to the procedure described for the
preparation of Example 40 a to b, using 2-amino-3,5-dibromopyrazine, 4
30 trifluoromethylphenylboronic acid, hydroxymethylcyclopropane
(commercially WO 2008/040651. PCT/EP2007/060094  -85 available),
and rac-l-amino-2-cyclopropyl-propan-2-ol as starting materials to give the
title compound as a colorless oil, MS (ISP): 436.1(M+H) Example 60
Preparation of
5-(3-Methoxy-propoxy)-6-(4-trifluoromethyl-phenyl)-pyrazine-2- 5
carboxylic acid (2-cyclopropyl-2-hydroxy-propyl)-amide The title
compound was synthesized in analogy to the procedure described for the
preparation of Example 40 a to b, using 2-amino-3,5-dibromopyrazine, 4-
tnfluoromethylphenylboronic acid, 3-methoxy-l-propanol (commercially
available), and  rac-l-amino-2-cyclopropyl-propan -2-ol as starting
materials to give the title compound  10 as a colorless oil, MS (ISP):
454.2(M+H) T. Example 61 Preparation of
5-Butoxy-6-(4-trifluoromethyi-phenyl)-pyrazine-2-carboxylic acid (2-
cyclopropyl-2-hydroxy-propyl)-amide The title compound was synthesized
in analogy to the procedure described for the  15 preparation of Example
40 a to b, using 2-amino-3,5-dibromopyrazine, 4-
trifluoromethylphenylboronic acid, 1-butanol (commercially available), and
rac-l- amino-2-cyclopropyl-propan-2-ol as starting materials to give the title
compound as a  colorless oil, MS (ISP): 438.1(M+H) +. Example 62 20
Preparation of 6-(4-Chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl) -amide a)
5-Bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid ((R)
-2-cyclopropyl-2- hydro)cy-p ropyl) -amide The title compound was
synthesized in analogy to the procedure described for the  25 preparation
of Example 39 a to d using 5-bromo-3-(4-chloro-phenyl)-pyrazin-2-ylamine
(Example 36 a), and (R)-a-(aminomethy)-a-methyl-cyclopropanemethanol
(WO  2006/106054) as starting materials to give the title compound as an
off-white solid, mp.:  125-126 C. 



WO 2008/040651 PCT/EP2007/060094  -86 b)
6-(4-Chloro-phenyl)-5-pyrrolidin-l-yl-pyrazine-2-carboxylic acid ((1?)-2-
cyclopropyl-2-hydroxy-propyl) -amide To a solution of 0.020 g of
5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic  acid
((R-2-cyclopropyl-2-hydroxy-propyl)-amide in 2 ml dimethylsulfoxide was
added at  5 room temperature 0.017 g of pyrrolidine. The mixture was
stirred for 6 hours. The starting material was completely consumed, as
evidenced by HPLC and TLC. The  reaction mixture was partitioned
between 10% citric acid and ethyl acetate. The phases  were separated
and the organic layer was washed with 10% sodium bicarbonate and
brine and dried over magnesium sulfate and evaporated. The residue was
purified by 10 chromatography on silica gel to yield 0.017g (89% yield) of
the title compound as white  foam. MS (ISP) (M+H') = 401.3. Example 63
Preparation of
6-(4-Chloro-phenyl)-5-(3-methyl-butylamino)-pyrazine-2-carboxylic  acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide 15 The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 62 using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic  acid
((R-2-cyclopropyl-2-hydroxy-propyl)-amide and isoamylamine as starting
materials  to give the title compound as a white foam, MS(ISP):
417.4(M+H) Example 64 20 Preparation of
6-(4-Chloro-phenyl)-5-(cyciopropylmethyl-amino)-pyrazine-2- carboxylic
acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 62 using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic  acid
((R-2-cyclopropyl-2-hydroxy-propyl)-amide and aminomethylcyclopropane
as 25 starting materials to give the title compound as a colorless oil, MS
(ISP): 401..3(M+H)  Example 65 Preparation of
6-(4-Chloro-phenyl)-5-cyclopropylamino-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide  The title compound was
synthesized in analogy to the procedure described for the 30 preparation
of Example 62 using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((R-2-cyclopropyl-2-hydroxy-propyl)-amide and cyclopropylamine as
starting  materials to give the title compound as a colorless oil, MS (ISP):
387.3(M+H) '. 



WO 20081040651 PCT1EP20071060094  -87 Example 66 Preparation of
6-(4-Chloro-phenyl)-5-(3-methoxy-azetidin-1-yl)-pyrazine-2-carboxylic
acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  5 preparation
of Example 62 using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((R-2-cycloprop),l-2-hydroxy-propyl)-amide and 3-methoxy-azetidine
(CAN  110925-17-2) as starting materials to give the title compound as a
colorless oil, MS (ISP):  417.5 (M+H) `. Example 67 1o Preparation of
6-(4-Chloro-phenyl)-5-(3-hydroxy-azetidin-l-yl)-pyrazine-2-carboxylic  acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 62 using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic  acid
((R-2-cyclopropyl-2-hydroxy-propyl)-amide and 3-hydroxy-azetidine (CAN
45347 15 82-8) as starting materials to give the title compound as an
off-white foam, MS (ISP):  403.3 (M+H)'. Example 68 Preparation of
5-(4-Chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(2,2,2-
trifluoro-eth oxy)-nicotinamide 20 The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 5,
using 5-bromo-6-chloro-nicotinic acid methylester, 2,2,2- trifluoro-ethanol
(commercially available), 4-chlorophenyl-boronic acid (commercially
available) and rac-l-amino-2-cyclopropyl-propan -2-ol (commercially
available) as  starting materials. MS (ISP): 429.1 (M+H'). 25 Example 69
Preparation of
N-((IR,2R)-2-Hydro)cy-cyclohexyl)-6-(2,2,2-trifluoro-ethoxy)-5-(4-
trifluoromethyl-ph enyl) -nicotinamide The title compound was synthesized
in analogy to the procedure described for the  preparation of Example 5,
using 5-bromo-6-chloro-nicotinic acid methylester, 2,2,2 30
trifluoro-ethanol (commercially available), 4-trifluoromethyl.phenyl-boronic
acid WO 2008/040651 PCT/EP20071060094  -88 



(commercially available) and (IR,2R)-2-amino-cyclohexanol (commercially
available) as  starting materials. MS(ISP): 463.1 (M+H+). Example 70
Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-[3-(2-oxo- 5
pyrrolidin- l -yl) -propoxy] -nicotinamide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 6, using 5-bromo-1,6-dihydro-6-oxo-3-pyridinecarboxylic acid
methyl ester, ]-(3-hydroxypropyl)-2-pyrrolidone (commercially available), 4
chlorophenyl-boronic acid (commercially available) and
(1R,2R)-2-amino-cyclohexanol  10 (commercially available) as starting
materials. MSA (ISP): 472.1 (M+W). Example 71 Preparation of
5-Cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide  The title compound was
synthesized in analogy to the procedure described for the 15 preparation
of Example 36 using 5-bromo-3-(4-flu oro-phenyl)-pyrazine-2-ylamine
(example 40 a), (R)-a-(aminomethyl)-a-methyl-cyclopropanemethanol
(WO  2006/106054) and hydroxymethylcyclopropane as starting materials
to give the title  compound as an off-white solid, MS (ISP): 386.3 (M+H)
Example 72 20 Preparation of
5-Cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((S)-2-cyclopropyl-2-hydroxy-propyl)-amide  The title compound was
synthesized in analogy to the procedure described for the preparation of
Example 36 using 5-bromo-3-(4-fluoro-phenyl)-pyrazine-2-ylamine
(example 40 a), (S)-a-(aminomethyl)-a-methyl-cyclopropanemethanol
(WO 25 2006/106054) and hydroxymethylcyclopropane as starting
materials to give the title  compound as an off-white solid, M.S (ISP):
386.3 (M+H) Example 73 Preparation of
5-(4-Fluoro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(3-metho)cy-
propoxy) -nicotinamide 30 The title compound was synthesized in analogy
to the procedure described for the  preparation of Example 31, using
5-bromo-6-chloro-3-pyridinecarboxylic acid, 3 WO 2008/040651
PCT/EP2007/060094  -89 methoxy-I-propanol (commercially available),
4-fluorophenyl-boronic acid  



(commercially available), and (1R,2R)-2-amino -cyclohexanol
(commercially available)  to give the title compound as a colorless solid,
MS (ISP): 403.5 (M+H) Example 74 5 Preparation of
6-(4-Chloro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic  acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide To a solution of 0.04Ig
(0.001mo1) 5-bromo-6-(4-chloro-phenyl)-pyrazine-2- carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide (example 62 a)in 1.0 ml
2,2,2-trifluoroethanol was added 0.200 g (0.006 mol) cesium carbonate
and the mixture 10 was stirred at room temperature for 7 days. The
reaction mixture was partitioned  between water and ethyl acetate, the
phases were separated and the organic phase was  purified by
chromatography on silica gel with heptane : ethyl aceate = 2 : I to yield
0.042  g (98% yield) of the title compound as white crystals melting at
96-97 C. Example 75 15 Preparation of
6-(4-Chloro-phenyl)-5-[(S)-1-(tetrahydro-furan-2-yl)methoxy]-
pyrazine-2-carboxylic acid ((S)-2-cyclopropyl-2-hydroxy-propyl)-amide The
title compound was synthesized in analogy to the procedure described for
the  preparation of Example 39 using
5-bromo-3-(4-chloro-phenyl)-pyrazine-2-ylainine, (S)-
a-(aminomethyl)-a-methyl-cyclopropanemethanol (WO 2006/106054) and
(S)-(-) 20 tetrahydrofurfuryl alcohol as starting materials to give the title
compound as an off-white  solid, MS (ISP): 432.0 (M+H) ~. Example 76
Preparation of
5-(4-Chloro-phenyl)-6-(cyclopropylmethyl-methyl-amino)-N-((1R,2R)-
2-hydroxy-cyclohexyl)-nicotinamide 25 The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 43, using 5-bromo-6-chloro-nicotinic acid methyl ester,
cyclopropylmethyl methylamine hydrochloride, (commercially available), 4-
chlorophenyl-boronic acid (commercially available) and
(1R,2R)-2-amino-cyclohexanol  (commercially available) as starting
materials. MS (ISP): 414.3 (M+H' ). WO 2008/040651
PCT/EP2007/060094  -90 Example 77 Preparation of
6-(Cyclopropylmethyl-methyl-amino)-5-(4-fluoro-phenyl)-N-((1R,2R)-
2-hydroxy-cyclohexyl)-nicotinamide The title compound was synthesized
in analogy to the procedure described for the  



5 preparation of Example 43, using 5-bromo-6-chloro-nicotinic acid methyl
ester,  cyclopropylmethyl methylamnine hydrochloride (commercially
available), 4- fluorophenyl-boronic acid (commercially available) and
(1R,2R)-2-amino-cyclohexanol  (commercially available) as starting
materials. MS (ISP): 398.3 (M+H'). Example 78 10 Preparation of
N-(2-Cyclopropyl-2-hydroxy-propyl)-6-(cyclopropylmethyl-methyl-
amino)-5-(4-fluoro-phenyl)-nicotinamide  The title compound was
synthesized in analogy to the procedure described for the preparation of
Example 43, using 5-bromo-6-ch.l.oro-nicotinic acid methyl ester,
cyclopropylmethyl methylamine hydrochloride, (commercially available), 4
15 fluorophenyl-boronic acid (commercially available) and
rac-l-amino-2-cyclopropyl- propan-2-ol (commercially available) as starting
materials. MS (ISP): 398.0 (M+H).  Example 79 Preparation of
N-((S)-2-Cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-
trifluoromethyl-phenyl)-nicotinamide 20 The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 43, using 5-bromo-6-chloro-nicotinic acid methyl ester,
hydroxymethylcyclopropane (commercially available),
4-trifluoromethylphenyl-boronic  acid (commercially available) and.
(S)-a-(aminomethyl)-a-methyl- cyciopropanemethanol (WO 2006/106054)
as starting materials. MS (ISP): 435.3 25 (M+H`). Example 80 Preparation
of 5-Butoxy-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid ((R)-2-
cyclopropyl-2-hydroxy-propyl) -amide The title compound was synthesized
in analogy to the procedure described for the  30 preparation of Example
39 using 5-bromo-3-(4-chloro-phenyl)-pyrazine-2-ylamine, (R)-
a-(aminomethyl)-a-methyl-cyciopropanemethanol (WO 2006/106054) and
1-butanol WO 2008/040651 PCT/EP2007/060094  -91 as starting
materials to give the title compound as a colorless oil, MS (ISP): 404.4
(M+H)  Example 81 Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxry-cyclohexyl)-6-(methyl- 5
propyl- amino) -nicotinamide The title compound was synthesized in
analogy to the procedure described for the  



preparation of Example 43, using 5-bromo-6-chloro-nicotinic acid methyl
ester, N- methyl -N-propylamine, (4-chloro-phenyl)-boronic acid and
(1R,2R)-2-amino- cyclohexanol hydrochloride as starting materials. MS
(ISP): 402.3 (M+H+). 10 Example 82 Preparation of
5-(4-Chloro-phenyl)-N-(2-cyclopropyl-2-hydroxry-propyl)-6-(methyl-
propyl-amino) -nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester, N 15
methyl-N-propylamine, (4-chloro-phenyl)-boronic acid and
rac-l-amino-2-cyclopropyl- propan-2-ol as starting materials. MS (ISP):
402.5 (M+H'). Example 83 Preparation of
5-Cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2- carboxylic
acid ((R)-2-cyclopropyl-2-hydroxry-propyl)-amide 20 The title compound
was synthesized in analogy to the procedure described for the
preparation of Example 40 using 2-amino-3,5-bromo-pyrazine,
4-trifluoromethyl- phenyl-boronic acid,
(R)-a-(aminomethyl)-a.-methyl-cyclopropanemethanol (WO  2006/106054)
and hydroxymethylcyclopropane as starting materials to give the title
compound as a colorless oil, MS (ISP): 436.1 (M+H) +. 25 Example 84
Preparation of 5-Azepan-1-yl-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl.) -amide The tide compound
was synthesized in analogy to the procedure described for the
preparation of Example 62 using
5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic  30 acid
((R-2-cyclopropyl-2-hydro)cy-propyl)-amide and hexamethylene imine as
starting materials to give the title compound as a colorless oil. MS (ISP):
429.5(M+H)'. WO 20081040651 PCT1EP2007/060094  -92 Example 85
Preparation
of5-[Methyl-(3-methyl-butyl)-amino]-6-(4-trifluoromethyl-phenyl)-
pyrazine-2-carboxylic acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide a)
5-Bromo-3-(4-trifluoro-phenyl)-pyrazin-2-ylamine 5 The title compound
was synthesized in analogy to the procedure described for the
preparation of Example 19 a using 2-amino-3,5-dibromopyrazine, and
4-trifluoro- methylphenylboronic acid (commercially available) as starting
materials to give the title  



compound as a yellow solid, MS (ISP) 317-9, 320.0 (M+H) +. b)
5-Bromo-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic acid
((R-2-cyclopropyl- i0 2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 39 a to d using 5-bromo-3-(4-trifluoro-phenyl)-pyrazin-2- ylamine,
and (R)-a-(aminomethyl)-a-methyl -cyclopropanemethanol (WO
2006/106054) as starting materials to give the title compound as a
colorless foam, MS  15 (ISP): 444.1, 446.0(M+H) +. c)
5-[Methyl-(3-methyl-butyl)-amino
1-6-(4-trifluoromethyl-phenyl)-pyrazine-2- carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 62 using 5-bromo-6-(4-trifluoromethyl-phenyl)-pyrazine-2 20
carboxylic acid ((R-2-cyclopropyl-2-hydroxy-propyl)-amide and
methylisoamylamine as  starting materials to give the title compound as
an off-white oil. MS (ISP): 465.5(M+H) +. Example 86 Preparation of
N-((S)-2-Cyclopropyl-2-hydroxy-propyl)-6-(2-methoxy-ethoxy)-5-(4- 25
trifluoromethyl-phenyl)-nicotinamide The title compound was synthesized
in analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  methoxyethanol
(commercially available), 4-trifluoromethylphenylboronic acid
(commercially available) and rac-l-amino-2-cyclopropyl-propan-2-ol
(commercially 30 available) as starting materials. The two enantiomers
were separated by column  chromatography on chiral phase. MS (ISP):
439.0 (M+H+). WO 2008/040651 PCT/EP2007/060094  -93 Example 87
Preparation of
5-(4-Chloro-phenyl)-N-(2-cyclopropyl-2-hydro)Cy-propyl)-6-[(2-
methoxy-ethyl.)-methyl-amino]-nicotinamide  The title compound was
synthesized in analogy to the procedure described for the 5 preparation of
Example 43, using 5-bromo-6-chloro-nicotinic acid methyl ester, N-(2-
methoxyethyl)methylamine (commercially available),
4-chlorophenyl-boronic acid  (commercially available) and
rac-I-amino-2-cyclopropyl-propan-2-ol (commercially  available) as starting
materials. MS (ISP): 418.3 (M+H'). 



Example 88 i0 Preparation of
5-(4-Fluoro-phenyl)-N-((1.R,2R)-2-hydroxy-cyclohexyl)-6-(methyl-
propyl-amino) -nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester, N-
methyl-N-propylamine (commercially available), 4-chorophenyl-boronic
acid 15 (commercially available) and (1R,2R)-2-amino-cyclohexanol
(commercially available) as  starting materials. MS (ISP): 386.2 (M+H').
Example 89 Preparation of
N-((R)-2-Cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-
fluoro-phenyl)-nicotinamide 20 The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  cyclopropylmethanol
(commercially available), 4-fluorophenylboronic acid  (commercially
available) and rac-l-amino-2-cyclopropyl-propan-2-ol (commercially
available) as starting materials. The two enantiomers were separated by
column 25 chromatography on chiral phase. MS (ISP): 385.3 (M+H4).
Example 90 Preparation of 3'-(4-Chloro-phenyl)-3,4,5,6-tetrahydro-2H- [
1,2']bipyridinyl-5'- carboxylic acid (2-cyclopropyl-2-hydroxy-propyl)-amide
The title compound was synthesized in analogy to the procedure
described for the  30 preparation of Example 43, using
5-bromo-6-chloro-nicotinic acid methyl ester,  piperidine (commercially
available), 4-chlorophenyl-boronic acid (commercially WO 20081040651
PCT/EP2007/060094  -94 available) and rac-l-amino-2-cyclopropyl-propan
-2-ol (commercially available) as  starting materials. MS (ISP): 414.4
(M+H+). Example 91 Preparation of
N-((S)-2-Cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4- 5
trifluoromethoxy-phenyl)-nicotinamide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 43, using 5-bromo-6-chloro-nicotinic acid methyl ester,
cyclopropylmethanol (commercially available),
4-trifluoromethoxyphenylboronic acid  (commercially available) and
rac-l-amino-2-cyclopropyl-propan-2-ol (commercially 



to available) as starting materials. The two enantiomers were separated
by column  chromatography on chiral phase. MS (ISP): 451.1 (M+H+).
Example 92 Preparation of
5-(4-Chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-
methyl-2H- [ 1,2,4] triazol-3-ylmethoxy)-nicotinamide 15 The title
compound was synthesized in analogy to the procedure described for the
preparation of Example 5, using 5-bromo-6-chloro-3-pyridinecarboxylic
acid methyl  ester, 4-chlorophenyl-boronic acid (commercially available),
1-methyl-iH-1,2,4-triazole- 5-methanol (CAN 91616-36-3), and
(S)-a-(aminomethyl)-a-methyl- cyclopropanemethanol (WO 2006/106054)
as starting materials. MS (ISP): 442.1 20 (M+H+). Example 93
Preparation of
5-(4-Chl.oro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(1-methyl-
1H-imidazol-2-ylmethoxy) -nicotinamide a)
5-Bromo-6-(1-methyl-lH-imidazol-2-ylmethoxy)-nicotinic acid methyl ester
25 5-Bromo-6-hydroxy-3-pyridinecarboxylic acid methyl ester (1.0 g, 4.3
mmol) was  suspended in tetrahydrofurane,
I-methyl-lH-imidazole-2-methanol (0.72 g, 6.5 mmol)  and
triphenylphosphine was added (1.70 g, 6.5 mmol). To this mixture was
added with  stirring diisopropyl-azodicarboxylate (1.35 mL, 6.5 mmol) at
room temperature. Stirring  was continued for 1 h at room temperature,
solvent was removed and the residue was 30 purified by chromatography
with heptane/ethylacetate/methanol on silica gel to yield  0.38 g of the title
compound as a colorless solid, MS (ISP) 326.0, 328.0 (M+H)'. WO
2008/040651 PCT/E,P2007/060094  -95 b)
5-(4-Chloro-phenyl)-6-(1-methyl -1H-imidazol-2-ylmethoxy)-nicotinic acid
methyl  ester 5-Bromo-6-(1-methyl-lH-imidazol-2-ylmethoxy)-nicotinic acid
methyl ester (0.35  g, 1.1 mmol) was dissolved in toluene (6 mL). To this
solution was added (4-chloro 5 phenyl) -boronic acid (0.17 g, 1.1 mmol),
[1,l'-bis(diphenylphosphino)ferrocene]- dichloropalladium(II)
dichloro-methane complex (43 mg), and 2 N sodium carbonate  solution (2
mL). The whole mixture was heated with stirring at 90 C for 18 h, cooled
to  room temperature and and eluted with ethyl acetate over 10 g
ChemElut (Varian). The  solvent was evaporated and the residue was
purified by column chromatography on silica 10 (n-heptane/ethyl acetate
gradient) to yield 0.29 g of the title compound as an off-white  



solid, MS (ISP) 358.1 (M+H)'. c) 5- (4-Chloro-phenyl) -6-( 1-methyl-
1.H-imidazol-2-ylmethoxy) -nicotinic acid
5-(4-Chloro-phenyl)-6-(I-methyl-1H-imidazol-2-ylmethoxy)-nicotinic acid
methyl ester (0.28 g, 0.8 mmol) was dissolved in tetrahydrofuran (4.5 mL).
Water (1.5 1.5 mL) and lithium hydroxide (99 mg, 2.3 mmol) was added
and the mixture was stirred for  1 h at 80 C. The mixture was cooled to
room temperature; citric acid (4 mL, 10%) was  added and the mixture
was extracted with ethyl acetate. Organic phases were pooled  dried with
Na2SO4 and the solvent evaporated to give a quantitative yield of the title
compound as beige solid, MS (ISP) 342.0 (M-H)-. 20 d)
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(1-methyl-1H-imi
dazol-2- ylmethoxy)-nicotinamide The title compound was synthesized in
analogy to Example 3d, using 5-(4-chloro-
phenyl)-6-(1-methyl-IH-imidazol-2-ylmethoxy)-nicotinic acid and
(1R,2R)-2-amino-l- cyelohexanol as starting materials to yield
5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy 25
cyclohexyl)-6-(1-methyl-IH-imidazol-2-ylmethoxy)-nicotinamide, MS (ISP)
441.2  (M+H)I. Example 94 Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(2-methyl- 2H-[
1,2,4]triazol-3-ylmethoxy)-nicotinamide 30 The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 5, using 5-bromo-6-chloro-3-pyridinecarboxylic acid methyl
ester, 4-chlorophenyl-boronic acid (commercially available),
1-methyl-1H-1.,2,4-triazole WO 2008/040651 PCT/EP2007/060094  -96
5-methanol (CAN 91616-36-3), and (IR,2R)-2-amino-l-cyclohexanol as
starting  materials. MS (ISP): 442.1 (M+H+). Example 95 Preparation of
5-(4-Chloro-phenyl) N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6- 5
(pyridu1-4-ylmethoxy)-nicotinamide The title compound was synthesized
in analogy to the procedure described for the  preparation of Example 5,
using 5-bromo-6-chloro-3-pyridinecarboxylic acid methyl  ester,
4-chl.orophenyl-boronic acid (commercially available), 4-(hydroxymethyl)-
pyridine, and (S)-a-(aminomethyl)-a-methyl-cyclopropanemethanol (WO
10 2006/106054) as starting materials. MS (ISP): 438.1 (M+H').  



Example 96 Preparation of
6-(4-Fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic  acid
((S)-2-cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  15 preparation
of Example 36 using 5-bromo-3-(4-fluoro-phenyl)-pyrazine-2-ylamine
(example 40 a) and (S)-a-(aminomethyl)-a-methyl-cyclopropanemethanol
(WO  2006/106054) as starting materials to produce
5-bromo-6-(4-fluoro-phenyl)-pyrazine-2- carboxylic acid
((S)-2-cyclopropyl-2-hydroxy-propyl)-amide and in analogy to Example  74
reaction with 2,2,2-trifluoroethanol to give the title compound as a white
solid, MS  20 (ISP): 414.5 (M+H) '. Example 97 Preparation of
6-(4-Fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic  acid
((IR,2R)-2-hydroxy-cyclohexyl)-amide The title compound was
synthesized in analogy to the procedure described for the  25 preparation
of Example 36 using 5-bromo-3-(4-fluoro-phenyl)-pyrazine-2-ylamine
(example 40 a) and (1R,2R)-2-amino-l-cyclohexanol as starting materials
to produce 5- bromo-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy-cyclohexyl)- alnide and in analogy to Example 74
reaction with 2,2,2-trifluoroethanol to give the title  compound as a white
solid, mp.: 133-134 C. WO 2008/040651 PCT/EP2007/060094  97
Example 98 Preparation of 6- (4-Chloro-phenyl)-5-
[(2-hydroxy-ethyl)-methyl-amino] -pyrazine-2- carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  5 preparation
of Example 62 using 5-bromo-6-(4-chioro-phenyl)-pyrazine-2-carboxylic
acid ((R-2-cyclopropyl-2-hydroxy-propyl)-amide and
2-(methylamino)ethanol as  starting materials to give the title compound
as a light yellow oil. MS(ISP): 405.3 (M+H)+. Example 99 10 Preparation
of 6-(4-Fluoro-phenyl)-5-(2-methoxy-ethoxy)-pyrazine-2-carboxylic acid
((1R,2R)-2-hydroxy-cyclohexyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 36 using 5-bromo-3-(4-fluoro-phenyl)-pyrazine-2-ylamine  



(example 40 a), (IR,2R)-2-amino-l-cyclohexanol and 2-methoxyethanol as
starting 15 materials to give the title compound as a white solid, MS (ISP):
390.4 (M+H)  Example 100 Preparation of
5-Cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy-cyclohexyl)-amide The title compound was
synthesized in analogy to the procedure described for the  20 preparation
of Example 36 using 5-bromo-3-(4-fluoro-phenyl)-pyrazine-2-ylamine
(example 40 a), (IR,2R)-2-amino-t-cyclohexanol and
hydroxymethylcyclopropane as,  starting materials to give the title
compound as a white foam, MS (ISP): 386.3 (M+H) Example 101
Preparation of
5-(4-Cyano-phenyl)-N-((R)-2-cyctopropyl-2-hydroxy-propyl)-6- 25
cyclopropylmethoxy-nicotinamide The tide compound was synthesized
from 5-bromo-6-cyclopropylmeth.oxy- nicotinic acid (example 31 a) by
Suzuki reaction with. 4-cyanophenyl-boronic acid (in  analogy to 31 c) and
amide coupling with (R)-a-(aminomethyl)-a-methyl- cyclopropanemethanol
(WO 2006/106054) (in analogy to example 31 b), to give the title 30
compound as a white solid, MS (ISP): 392.2 (M+H)'. WO 2008/040651
PCT/EP2007/060094  -98 Example 102 Preparation of
5-(4-Chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-
cyclopropylmethoxy-nicotinamide The title compound was synthesized in
analogy to Example 31., using 5-bromo-6- 5 chloro-3-pyridinecarboxylic
acid, cyclopropanemethanol, (4-chloro-phenyl)-boronic  acid and
(R)-a-(aminomethyl)-a-methyl-cyclopropanemethanol as starting materials
to  yield 5-(4-chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6
cyclopropylmethoxy-nicotinamide as a white solid, MS (ISP) 401.3 (M+Hy.
Example 103 10 Preparation of
5-(4-Chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-
cyclopropylmethoxy-nicotinamide The title compound was synthesized in
analogy to Example 31, using 5-bromo-6- chloro-3-pyridinecarboxylic acid,
cyclopropanemethanol, (4-chloro-phenyl)-boronic  acid and (S)-a-(aminom
ethyl) -a-meth yl-cyclopropanemethanol as starting materials to  15 yield
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydro)cy-propyl)-6 



cyclopropylmethoxy-nicotinamide as a colorless solid, MS (ISP) 401.3
(M+H)`.  Example 104 Preparation of
5-(4-Chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-(3-
methyl-isoxazol-5-ylmethoxy) -nicotinamide 20 The title compound was
synthesized in analogy to Example 31, using 5-bromo-6-
chloro-3-pyridinecarboxyl.ic acid, 3-methyl-5-isoxazolemethanol,
(4-chloro-phenyl)- boronic acid and
(R)-a.-(aminomethyl)-a-methyl-cyclopropanemethanoi as starting
materials to yield
5-(4-chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydro)Cy-propyl)-6-(3-
methyl-isoxazol-5-ylmetho)cy)-nicotinamide as a white foam, MS (ISP)
442.1 (M+H)'.  25 Example 105 Preparation of
6-Cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-(1-hydroxymethyl-
cyclopentyl) -nicotinamide The title compound was synthesized in analogy
to Example 31, using 5-bromo-6- chloro-3-pyridinecarboxyl.ic acid,
hydroxymethylcyclopropanol, (4-fluoro-phenyl) 30 boronic acid and 1-a
vino-cyclopeotanemethanol as starting materials to yield 6 WO
2008/040651 PCT1EP2007/060094  -99
cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-(1-hydroxymethyl-cyclopentyl)-
nicotinamide as a colorless foam, MS (ISP) 385.1 (M+H)+. Example 106
Preparation of 5-[ Bis-(2-hydroxy-ethyl)-amino ]
-6-(4-chloro-phenyl)-pyrazine-2- 5 carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 62 using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic  acid
((R-2-cyclopropyl-2-hydroxy-propyl)-amide and diethanoamine as starting
materials to give the title compound as a light yellow oil. MS (ISP):
435.3(M+H)+. 10 Example 10 Preparation of
5-Cyclopropylmethoxy-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-
carboxylic acid ((1R,2R)-2-hydroxy-cyclohexyl)-amide The title compound
was synthesized in analogy to the procedure described for the
preparation of Example 36 using
5-bromo-3-(4-trifluoromethoxy-phenyl)-pyrazine-2- 1.5 ylamine (prepared
in analogy to example 40 a), (IR,2R)-2-amino-l-cyclohexanol and
hydroxymethylcyclopropane as starting materials to give the title
compound as a white  foam, MS (ISP): 452.3 (M+H) +. 



Example 108 Preparation of 5-(Cyclopropylmethyl-methyl-amino)-6-(4-trill
uoromethoxy-phenyl)- 20 pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy-cyclohexyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 62 using 5-bromo-3-(4-trifluoromethoxy-phenyl)-pyrazine-2-
ylamine (prepared in analogy to example 40 a),
(1R,2R)-2-amino-l-cyclohexanol and  cyclopropylmethyl-methyl-amine
hydrochloride as starting materials to give the title 25 compound as an
off-white foam, MS (ISP): 465.4(M+H)+.  Example 109 Preparation of
5-Cyclopropylmethoxy-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-
carboxylic acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide The title
compound was synthesized in analogy to the procedure described for the
30 preparation of Example 36 using
5-bromo-3-(4-trifluoromethoxy-phenyl)-pyrazine-2- ylamine (prepared in
analogy to example 40 a), (R)-a-(aminomethyl)-a-methyl WO
2008/040651 PCT/EP2007/060094  -100 cyclopropanemethanol and
hydroxymethylcyclopropane as starting materials to give the  title
compound as colorless oil, MS (ISP): 452.0 (M+H) ' . Example I 10
Preparation of
6-Cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-(2-hydroxy-2-methyl- 5
propyl)-nicotinamide The title compound was synthesized in analogy to
Example 31, using 5-bromo-6- chloro-3-pyridinecarboxylic acid,
hydroxymethyl-cyclopropan, 4-fluorophenylboronic  acid and
1-amino-2-methyl.-propan-2-ol hydrochloride as starting materials to yield
6- cyclopropylmethoxy-5-(4-fluoro-phenyl) -N-(2-hydroxy-2-methyl-propyl)
-nicotinamide.  10 MS (ISP) 359.1 (M+H)'-. Example 111 Preparation of
5-(5-Bromo-furan-2-ylethynyl)-6-(4-chloro-phenyl)-pyrazine-2- carboxylic
acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide a)
6-(4-Chloro-phenyl)-5-triethyl.silanylethynyl-pyrazine-2-carboxylic acid
((R)-2- 15 cyclopropyl-2-hydroxy-propyl)-amide A mixture of 7.0 mg
bistriphenylphosphinpalladium dichloride and 4 mg  copperiodide in 5 ml
triethylamine was heated to reflux for 30 min. To the resulting  solution
was added 0.41g 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)- 



2-cyclopropyl-2-hydroxy-propyl)-amide (example 62 a)and 0.28 g
triethylsilane and the 20 mixture was refluxed for 0.5 h. The reaction
mixture was cooled to room temperature  and partitioned between 10%
citric acid and ethyl acetate. The organic phase was purified  by
chromatography on silica gel with heptane : ethyl acetate = 1 : 1 to yield
0.45g of 6- (4-chloro-phenyl)-5-triethylsilanylethynyl-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide as a solidifying foam. 25
b) 6-(4-Chloro-phenyl)-5-ethynyl-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- hydroxy-propyl)-amide To a solution of 0.40 g
6-(4-chloro-phenyl)-5-triethylsilanyl.ethynyl-pyrazine-2- carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide in 10 ml methanol was  added
at room temperature 0.40 g ammonium fluoride and the mixture was
stirred at 30 room temperature for 30 min. The orange reaction mixture
was partitioned between  water and ethyl aceate, the phases were
separated and the organic phase was purified by  chromatography on
silica gel with heptane : ethyl aceate = 1 : 1 to yield 6-(4-chloro WO
2008/040651 PCTIEP2007/060094  -101
phenyl)-5-ethynyl-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)- amide as light yellow foam. c)
5-(5-Bromo-furan-2-ylethynyl)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((R)- 2-cycl.opropyl-2-hydroxy-propyl.) -amide 5 A mixture of 7.0 mg
bistriphenylphosphinpalladium dichloride and 0.004 g  copperiodide in 3
ml triethylamine was heated to reflux for 0.5 h The reaction was cooled  to
room temperature and 0.100 g
6-(4-chloro-phenyl)-5-ethynyl-pyrazine-2-carboxylic  acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide and 0.20 g 2-5-dibromofuran
was  added and the mixture was stirred at room temperature for 15 min
(no reaction by tic) 10 and then refluxed for 30 min. The reaction mixture
was cooled to room temperature and  partitioned between 10% citric acid
and ethyl aceate. The phases were separated and the  organic phase was
purified by chromatography on silica gel with heptane : ethyl acetate.  = 1 :
1 to yield the title compound as orange grin, MS (ISP) 502.0 (M+H)'.
Example 112 15 Preparation of
5-(4-Chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(3-methoxy- prop-
I -ynyl)-nicotinamide a)
6-Chloro-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-nicotinami
de  The title compound was synthesized in analogy to Example 5 d from
6-chloro-5- 



(4-chloro-phenyl) -nicotinic acid (Example 5 b) and
(1R,2R)-2-amino-l-cyclohexanol to 20 yield
6-chloro-5-(4-chloro-phenyl)-N-((1R,2R)-2-hydro)cy-cyclohexyl)-nicotinami
de as  a colorless solid, MS (ISP) 364.9, 366.9 (M+H)+. b)
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(3-methoxy-prop-
l-ynyl)- nicotinamide To a mixture of
6-chloro-5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)- 25
nicotinamide (450 mg), 52 mg bistriphenylphosphinpalladium dichloride,
14 mg  copperiodide, 146 mg triphenylphosphine and methyl propargyl
ether (0.1.2 mL) in 10  mL DMF is added diethylamine (1.9 L). The mixture
is heated in the microwave oven  for 40 min at 120 C. The reaction
mixture was cooled to room temperature and  partitioned between 1 N
hydrochloric acid and ethyl. acetate. The organic phase was 30 purified by
gradient chromatography on silica gel with heptane : ethyl. acetate to yield
0.13 g of the title compound as a light yellow solid, MS (ISP) 399.1
(M+H)'. WO 2008/040651 PCT/EP2007/060094  -102 Example 113
Preparation of
5-(4-Chloro-phenyl)-6-cyclopropylethynyl-N-((1.R,2R)-2-hydroxy-
cyclohexyl) -nicotinatnide The title compound was synthesized in analogy
to Example 112, using 6-chloro-5- 5
(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-nicotinamideand
ethynylcyclopropane as starting materials to yield the product as an
off-white solid, MS  (ISP) 395.3, 397.2 (M+H) '. Example 114 Preparation
of 5-(4-Chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy- io
cyclohexyl)-2-methyl-nicotinamide a)
5-Bromo-6-cyclopropylmethoxy-2-methyl-nicotinic acid ethyl ester A
mixture of 5-bromo-6-chloro-2-methyl-3-pyridinecarboxylic acid ethyl ester
(CAN 41598-77-0) (0.7 g, 2.5 mmol), hydroxymethylcyclopropane (0.57
mL, 6.2 mmol)  and DBU (0.94 mL) was heated for 15 min in a microwave
oven to 1.00 C. The reaction 15 mixture was cooled to room temperature
and partitioned between 10% citric acid and  ethyl acetate. The phases
were separated and the organic phase was purified by  chromatography
on silica gel with a cyclohexane : ethyl acetate gradient to yield the title
compound as light yellow solid, MS (ISP) 314.0, 316.0 (M+H)', b)
5-Bromo-6-cyclopropylmethoxy-2-methyl-nicotinic acid 



20 Sodium hydroxide solution (1 N, 3.6 mL) was added to a solution of
5-bromo-6- cyclopropylmethoxy-2-methyl-nicotinic acid ethyl ester (0.58 g,
1.8 mmol) in THE (5.3  mL). The mixture was heated for 5 h to 70 C,
cooled and neutralised with hydrochloric  acid (1 N, 1.8 mL). After addition
of citric acid the product precipitated and was purified  by chromatography
on silica gel with a dichloromethane : methanol gradient to yield the  25
title compound as colorless solid, MS (ISP) 284.1 (M-H) '. c)
5-Bromo-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexyl)-2-methy
l- nicotinami.de The title compound was synthesized in analogy to the
procedure described for the  preparation of Example 3lb, using
5-bromo-6-cyclopropylmethoxy-2-methyl-nicotinic  30 acid and
(IR,2R)-2-amino-l-cyclohexanol as starting materials, MS (ISP): 383.1,
385.1  (M+H)' WO 2008/040651. PCT/EP2007/060094  - 103  d)
5-(4-Chloro-phenyl)-6-cyclopropylmethoxy-N-((1R,2R)-2-hydroxy-cyclohex
yl)-2- methyl-nicotinamide The title compound was synthesized in analogy
to the procedure described for the  preparation of Example 31c, using
5-bromo-6-cyclopropylmethoxy-N-((1R,2R)-2 5
hydroxy-cyclohexyl)-2-methyl-nicotinamide and 5-chlorophenyl-boronic
acid as starting  materials, MS(ISP): 415.3 (M+H)'. Example 115
Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(5-methyl-
isoxazol-3-ylmethoxy)-nicotinanide 10 The title compound was
synthesized in analogy to Example 31, using 5-bromo-6-
chloro-3-pyridinecarboxylic acid, 5-methyl-3-isoxazolemethanol,
(4-chloro-phenyl)- boronic acid and ((IR,2R)-2-amino-l-cyclohexanoi as
starting materials to yield 5-(4-
chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(5-methyl-isoxazol-3-yl
methoxy)- nicotinamide, MS (ISP) 442.1 (M+H)T. 15 Example 116
Preparation of
N-((R)-2-Cyclopropyl-2-hydroxy-propyl)-5-(4-fluoro-phenyl)-6-
(pyridin-2-ylmethoxy)-nicotinamide The title compound was synthesized in
analogy to Example 31, using 5-bromo-6- chloro-3-pyridinecarboxylic acid,
2-pyridinemethanol, (4-fluoro-phenyl)-boronic acid  20 and (R)
-a-(aminomethyl) -a-methyl-cyclopropanemethanol as starting materials to
yield 



N-((R)-2-cyclopropyl-2-hydroxy-propyl)-5-(4-fluoro-phenyl)-6-(pyridin-2-yl
methoxy)- nicotinamide, MS (ISP) 422.0 (M+H)+. Example 117
Preparation of
5-(2-Pyridin-3-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2- 25
carboxylic acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide To a solution
of 0.1 g 5-bromo-6-(4-trifluoromethoxy-phenyl)-pyrazine-2- carboxylic acid
((R)-2-cyclopropyl-2-hydro)cy-propyl)-amide in 2.0 ml of TEA is added  at
room temperature 0.0 15 g of his (triphenylphosphine) palladium(II)
chloride, 0.002 g  cuprous iodide and 0.034 g meta-ethynylpyri dine. The
mixture is treated at 100 C, 1 1/2 30 hours at the microwave. The starting
material is consumed, as evidenced by HPLC. To  the mixture is 1N HCl
solution in water and ethyl acetate. The organic layer is washed  with
sodium bicarbonate and sodium chloride 10% solution in water. The
residue is WO 2008/040651 PCT/EP2007/060094  - 104 purified by
chromatography in silica gel. The intermediate was hydrogenated under a
hydrogen atmosphere in the presence of palladium on charcoal to yield
after filtration  and evaporation of the solvent the title compound as
off-white oil, MS (ISP) 487.3  (M+H)'. 5 Example 118 Preparation of
5-(4-Chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-2-methyl-6-
(2,2,2-trifluoro-ethoxy) -nicotinamide The title compound was synthesized
in analogy to Example 114, using 5-bromo-6-
chloro-2-methyl-3-pyridinecarboxylic acid ethyl ester,
2,2,2-trifluoroethanol, ((1R,2R)- 10 2-amino-1-cyclohexanol and
(4-chloro-phenyl)-boronic acid as starting materials to yield the product as
off-white solid, MS (ISP) 443.4 (M+H)'.  Example 119 Preparation of
6-(4-Chloro-phenyl)-5-thiomorpholin-4-yl-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide  15 The title compound was
synthesized in analogy to the procedure described for the preparation of
Example 62 using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic  acid
((R-2-cyclopropyl-2-hydro)cy-propyl)-amide and thiomorpholine as starting
materials to give the title compound as a light yellow foam, MS (ISP):
415.3(M+H- (H20))'. 20 Example 1.20 



Preparation of
6-(4-Chloro-phenyl)-5-(4,4-difluoro-piperidin-l-yl)-pyrazine-2- carboxylic
acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 62 using 5-bromo-6-(4-chloro-phenyl)-pyrazine-2-carboxylic  25
acid ((R-2-cyclopropyl-2-hydroxy-propyl)-amide and 4,4-difluoropiperidine
hydrochloride as starting materials to give the title compound as white
solid, MS (ISP):  451.1 (M+H)'. WO 2008/040651 PCT/EP2007/060094  -
105  Example 121 Preparation of
6-(4-Chloro-phenyl)-5-(2-cyclopropyl-ethyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)-amide  The title compound was
synthesized in analogy to Example 117, using 5-bromo-6 5
(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy-propyl)- amide and ethynylcyelopropane as
starting materials to yield the product as colorless  foam, MS (ISP) 400.1
(M+H)'. Example 122 Preparation of
5-(2-Pyridin-2-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2- 10
carboxylic acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide The title
compound was synthesized in analogy to Example 117, using 5-bromo-6-
(4-trifluormeth.oxy-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl.-2-hydroxy- propyl)-amide and ortho-ethynylpyridine as
starting materials to yield the product as  light brown oil, MS (ISP) 487.4
(M+H)+. 15 Example 123 Preparation of
(RS)-6-Cyclopropylmethoxy-N-(3,3,3-trifluoro-2-hydroxy-2-methyl-
propyl)-5-(4-trifluoromethyl-phenyl)-nicotinamide  The title compound was
synthesized in analogy to Example 31, using 5-bromo-6
chloro-3-pyridinecarboxylic acid, hydroxymethylcyclopropan,
4-trifluoromethyl 20 phenylboronic acid and
3-amino-1,1,1-trifluoro-2-methyl-propan-2-ol (CAN [354-68- 7]) as starting
materials to yield (RS)-6-cyclopropylmethoxy :NV-(3,3,3-trifluoro-2-
hydro)cy-2-methyl-propyl)-5-(4-trifluoromethyl-phenyl)-nicotinamide as
off-white solid,  MS (ISP) 463.0 (M+H)`. Example 124 25 Preparation of
(RS)-6-Cyclopropylmethoxy-N-(3,3,3-trifluoro-2-hydroxy-2-methyl- 



propyl) - 5 - (4-trifluorometho)cy-phenyl) -nicotinamide The title compound
was synthesized in analogy to Example 31, using 5-bromo-6-
chloro-3-pyridinecarboxylic acid, hydroxymethylcyclopropane,
4-trifluoromethoxy- phenylboronic acid and
3-amino-1,1,1-trifluoro-2-methyl-propan-2-ol (CAN [354-68 30 7]) as
starting materials to yield (RS)-6-cyclopropylmethoxy-N-(3,3,3-trifluoro-2
WO 2008/040651 PCT/EP2007/060094  -106
hydroxy-2-methyl-propyl)-5-(4-trifluoromethoxy-phenyl)-nicotinamide as
light brown  solid, MS (ISP) 479.0 (M+H)+. Example 125 Preparation of
5-(4-Fluoro-phenyl)-N-((1R,2R)-2-hydro)cy-cyclohexyl)-6-(3-methyl- 5
pyridin-2-ylmetho)cy)-nicotinamide The title compound was synthesized in
analogy to Example 31, using 5-bromo-6- chloro-3-pyridinecarboxylic acid,
(3-methyl-pyridin-2-yl) -methanol, (4-fluoro-phenyl)- bnrnnic acid and ((1
R,2R)-2-amino-l-cyclohexanol as starting materials to yield 5-(4-
fluoro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohe)cyl)-6-(3-methyl-pyridin-2-yl
methoxy)- 10 nicotinamide, MS (ISP) 436.2 (M+H)`. Example 126
Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyyl)-6-(pyridin-2-
ylmethoxy)-nicotinamide The title compound was synthesized in analogy
to Example 31, using 5-bromo-6- 15 chloro-3-pyridinecarboxylic acid,
2-pyridinemethanoi, (4-chloro-phenyl)-boronic acid  and
((1R,2R)-2-amino-l-cyclohexanol as starting materials to yield
5-(4-chloro-phenyl)-
N-((lR,2R)-2-hydro)cy-cyclohexyl)-6-(pyridin-2-ylmethoxy)-nicotinamide,
MS (ISP)  440.2 (M+H). Example 127 20 Preparation of
6-(4-Fluoro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid ((R)-2-
cyclopropyl-2-hydroxy-propyl)-amide The title compound was synthesized
in analogy to the procedure described for the  preparation of Example 62
using 5-bromo-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic  acid
((R-2-cyclopropyl-2-hydroxy-propyl)-amide and piperidine as starting
materials to  25 give the title compound as white solid, MS (ISP): 421.1
(M+H)`. WO 2008/040651 PCT/EP2007/060094  - 107 



Example 128 Preparation of
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-[2-(1-
hydroxy-cyclopentyl) -ethyl] -nicotinamide a)
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(1-hydroxy- 5
cyclopentylethynyl)-nicotinamide The title compound was synthesized in
analogy to Example 112, using 6-chloro-5-
(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-nicotinamide and 1-
edhynylcyclopentanol as starting materials to yield the product as
colorless solid, MS  (ISP) 439.1, 441.2 (M+H)`. io b)
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-[2-(1-hydroxy-
cyclopenntyl)-ethyl] -nicotinamide
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(1-hydroxy-
cyclopentyleth),nyl)-nicotinamide (120 mg, 0.27 nmol) was dissolved in
ethylacetate (15  mL) and hydrogenated in the presence of palladium on
charcoal (10%) at room 15 temperature and atmospheric pressure. After
filtation and evaporation of the solvent the  residue was purified by
chromatography on silica gel with a ethyl acetate: methanol  gradient to
yield the product as colorless foam, MS (ISP) 443.1, 445.1 (M+H)`.
Example 129 Preparation of
5-(4-Cyano-phenyl)-6-cyclopropylmethoxy-N-((1R,2R)-2-hydroxy- 20
cyclohexyl)-nicotinamide The title compound was synthesized in analogy
to Example 31, using 5-bromo-6- chloro-3-pyridinecarboxylic acid,
4-pyridinemethanol, (4-cyano-phenyl)-boronic acid  and
(1.R,2R)-2-amino-l-cyclohexanol as starting materials to yield
5-(4-cyano-phenyl)-
6-cyclopropyhnethoxy-N-((IR,2R)-2-hydroxy-cyclohexyl)-nicotinamide, MS
(ISP) 392.2  25 (M+H)+. Example 130 Preparation of
6-Cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((R)-3,3,3-trifluoro-2-
hydroxy-2-methyl-p ropyl) -nicotinamide The title compound was
synthesized in analogy to Example 31, using 5-bromo-6- 30
chloro-3-pyridinecarboxylic acid, hydroxymethylcyclopropan,
4-fluorophenylboronic  acid and
3-amino-1,1,1-trifluoro-2-methyl-propan-2-ol (CAN [354-68-7]) as starting
WO 2008/040651 PCT/EP2007/060094  - 108 materials to yield
(RS)-6-cyclopropylmethoxy-N-(3,3,3-trifuoro-2-hydroxy-2-methyl- 



propyl)-5-(4-fluoro-phenyl)-nicotinamide. The two enantiomers were
separated by  column chromatography on chiral phase. White solid, MS
(ISP) 413.1 (M+H)"-. Example 131 5 Preparation of
5-(4-Chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy- cycloh
exyl) -2-trifluoromethyl-nicotinamide a)
5-Bromo-6-cyclopropylmethoxy-2-trill uoromethyl-nicotinic acid ethyl ester
5-Bromo-l,6-dihydro-6-oxo-2-(trifluormnethyl)-3-pyridinecarboxylic acid
ethyl  ester (CAN 8621.1.1-61-3) (1.3 g, 3.6 mmol) was dissolved in THE
(15 mL). To the to solution were added hydroxymethylcyclopropane (0.35
mL, 4.3 mmol),  triphenylphosphine (1.1 g, 4.3 mmol) and diethyl
azodicarboxylate (0.69 mL, 4.3 mmol)  at 0 C. The mixture was stirred for
30 min at 0 C and for 16 h at room temperature.  The solvent was
removed in vacuo and the residue was purified by chromatography on
silica gel with dichloromethane: methanol 4:1 to yield the product as
yellowish oil, MS  15 (ISP) 368.0, 370.0 (M+H)'-. b)
5-(4-Chloro-phenyl)-6-cyclopropylmethoxy-2-trifluoromethyl-nicotinic acid
ethyl  ester 5-Bromo-6-cyclopropylmethoxy-2-trifluoromethyl-nicotinic acid
ethyl ester (0.3 g,  0.81 mmol) was dissolved in dioxane (1.6 mL). To this
solution was added with stirring  20
[1,1'-bis(diphenylphosphino)ferrocenejdichloropalladium(II) CH2CIZ (33
mg, 0.04 mmol), 4-chlorophenylboronic acid (197 mg, 1.2 mmol) and
sodium carbonate solution  (2M, 1.2 mL). This mixture was heated to 80 C
for 5 h and cooled to room temperature.  Water (150 mL) was added, the
phases were separated and the water mixture was  extracted with
ethylacetate. Organic phases were pooled, dried with MgSO4 and the 25
volatiles removed in vacuo. The residue was purified by flash
chromatography on silica  (dichloromethane/methanol, 4:1) to give the title
compound (0.37 g) as light yellow oil;  MS (ISP) 400.1 (M+H)+. c)
5-(4-Chloro-phenyl)-6-cyclopropylmethoxy-2-trifluoromethyl-nicotinic acid
The tide compound was synthesized in analogy to Example 5c, using
5-(4-chloro- 30 phenyl)-6-cyclopropylmethoxy-2-trifluoromethyl-nicotinic
acid ethyl ester as starting  material, MS (ISP) 370.0 (M-H)+. WO
2008/040651 PCT/EP20071060094  -109 d)
5-(4-Chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohex
yl)-2- trifluoromethyl-nicotinamide 



The title compound was synthesized in analogy to Example 5d, using
5-(4-Chloro- phenyl)-6-cyclopropylmethoxy-2-trifluoromethyl-nicotinic acid
and (1R,2R)-2-amino-l- 5 cyclohexanol as starting materials, MS (ISP)
469.3 (M+H)'. Example 132 Preparation of
N-((S)-1-Hydroxymethyl-3-methyl-butyl)-5-(3-methoxy-phenyl)-6-
pyrrolidin-1-yl-nicotinammide The title compound was synthesized in
analogy to the procedure described for the  10 preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  pyrrolidine
(commercially available), 3-methoxyph.enyl-boronic acid (commercially
available) and (S)-(+)-leucinol (commercially available) as starting
materials. MS (ISP):  398.3 (M+H'). Example 133 15 Preparation
ofN-((S)-I-Hydro)cymethyl-3-methyl-butyl)-5-(4-methoxy-phenyl)-6-
pyrrolidin-1. -yl-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  pyrrolidine
(commercially available), 4-methoxyphenyl-boronic acid (commercially 20
available) and (S)-(+)-leucinol (commercially available) as starting
materials. MS (ISP):  398.2 (M+H'). Example 134 Preparation of
5-(4-Chloro-3-methyl-phenyl)-N-((R)-1-hydroxymethyl-3-methyl- b
utyl)-6-pyrrolidin-1-yl-nicotinamide 25 The title compound was synthesized
in analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  pyrrolidine
(commercially available), 3-chloro-4-methylphenyl-boronic acid
(commercially available) and (R)-(-)-leucinol (commercially available) as
starting  materials. MS(ISP): 416.4 (M+H'). WO 2008/040651
PCT/EP2007/060094  -110 Example 135 Preparation of N-((R) - l
-Hydroxymethyl-3-methyl-butyl)-5-(3-metho)cy-phenyl)-6- pyrrolidin-
1-yl-nicotinamide The title compound was synthesized in analogy to the
procedure described for the  5 preparation of Example 43, using
5-bromo-6-chloro-nicotinic acid methyl ester,  



pyrrolid.ine (commercially available), 3-methoxyphenyl-boronic acid
(commercially  available) and (R)-(-)-leucinol (commercially available) as
starting materials. MS (ISP):  398.3 (M+H'). Example 136 10 Preparation
ofN-((R)-1-Hydroxymethyl-3-methyl-butyl)-S-(4-methoxy-phenyl)-6-
pyrrolidin-1-yl-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  pyrrol.idine
(commercially available), 4-methoxyphenyl-boronic acid (commercially 15
available) and (R)-(-)-leucinol (commercially available) as starting
materials. MS (ISP):  398.2 (M+H'). Example 137 Preparation of
N-((R)-l-Hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-i-yl-5-(4-
trifluoromethyl-phenyl) -nicotinamide 20 The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 43, using 5-bromo-6-chloro-nicotinic acid methyl. ester,
pyrrolidine (commercially available), 4-trifl.uoromethylphenyl-boronic acid
(commercially available) and (R)-(-)-leucinol (commercially available) as
starting  materials. NIS (ISP): 436.4 (M+H'). 25 Example 138 Preparation
of N-((R)-1-Hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-yl-5-(4-
trifluoromethoxy-phenyl)-nicotinamide The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 43, using 5-bromo-6-chloro-nicotinic acid methyl ester, 30
pyrrolidine (commercially available), 4-trifluoromethoxyphenyl-boronic acid
WO 2008/040651 PCT/EP2007/060094  lll  (commercially available) and
(R)-(-)-l.eucinol (commercially available) as starting  materials. MS (ISP):
452.3 (M+H+). Example 139 Preparation of
5-(4-Cyano-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6- 5
pyrrolidin-1-yl-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  



pyrrolidine (commercially available), 4-cyanophenyl-boronic acid
(commercially  available) and (R)-(-)-leucinol (commercially available) as
starting materials. MS (ISP):  10 393.4 (M+H+). Example 140 Preparation
of 5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(2-pyridin-2-
yl-ethyl)-nicotinamide a) 5-(4-Chloro-phenyl)-6-pyridin-2-ylethynyl-nicotinic
acid methyl ester 15 A degassed solution of 2-ethynyl-pyridine (2.Ommol.,
CAN 1945-84-2) in  tetrahydrofuran and N-ethyldiisopropylamine (1:1,
lOml) was added to a degassed  suspension of
6-chloro-5-(4-chloro-phenyl) -nicotinic acid methyl ester (1.Ommol),
[1,1'-bis(diphenylphosphino)ferrocene]palladium(II) dichloride
dichloromethane  complex (1:1) (49mg, 0.06mmol), polymer supported
triphenylphoshine (135mg, 20 1.48mmol/g, 0.2mmol) and copper(I)iodide
(11mg, 0.06mmol) in tetrahydrofuran and  N-ethyldiisopropylamine (1:1,
5ml). The reaction mixture was heated at 120 C for 20  hours under an
atmosphere of nitrogen. The reaction mixture was cooled to room
temperature and the solids were removed by filtration. The solids were
washed with ethyl  acetate (100ml), the organic liquors were combined
and washed with saturated aqueous 25 ammonium chloride solution (3 x
50ml). The organic layer was then dried over Mg504  and concentrated in
vacuo. Purification by flash column chromatography (20% ethyl
acetate/heptane) gave the title compound as brown oil. b)
5-(4-Chloro-phenyl) -6-(2-pyridin-2-yl-ethyl) -nicotinic acid methyl ester
Palladium on carbon (10% w/w, 30mg) was added to a solution of
5-(4-Chloro 30 phenyl)-6-pyridin-2-ylethynyl-nicotinic acid methyl ester
(0.83mmol) in ethanol (I Oral),  The reaction mixture was stirred at room
temperature under an atmosphere of hydrogen  for 20 hours. The reaction
vessel was purged with nitrogen and catalyst was removed by WO
2008/040651 PCT/EP2007/060094  -112 filtration. The reaction mixture
was concentrated in vacuo to give 5-(4-Chloro-phenyl)-
6-(2-pyridin-2-yl-ethyl)-nicotinic acid methyl ester (59% yield). c)
5-(4-Chloro-phenyl) -6-(2-pyridin-2-yl-ethyl) -nicotinic acid Aqueous 1M
lithium hydroxide solution (2.25ml, 2.25mmol) was added to a 5 solution of
65-(4-Chioro-phenyl)-6-(2-pyridin-2-yl-ethyl)-nicotinic acid methyl ester
(0.49mmol) in tetrahydrofuran and methanol (6:1, 7ml). The reaction
mixture was  stirred for 20 hours at room temperature then concentrated.
in vacuo. The residue was  



treated with 4M HCI in dioxane (0.56m1, 2.2Smmol) and concentrated in
vacuo to give  crude 5-(4-Chioro-phenyl)-6-(2-pyridin-2-yl-ethyl)-nicotinic
acid. This material was 10 used in the subsequent amide coupling step
without further purification. d)
5-(4-Chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-pyridin-2-yl-eth
yl)- nicotinamide The title compound was synthesized in analogy to
Example 5d, using 5-(4-chloro- phenyl)-6-(2-pyridin-2-yl-ethyl)-nicotinic
acid and (IR,2R)-2-amino-cyclohexanol as  15 starting materials, LC at
215 nm; Rt 3.10: 98%, m/z (ES`): 436.4 (M+H). Example 141 Preparation
of N-((1R,2R)-2-Hydroxy-cyclohexyl)-6-[2-(3-methyl-3H-imidazol-4-yl)-
ethyl ] -5-(4-trifluoromethyl-phenyl) -nicotinamide The title compound was
synthesized in analogy to the procedure described for the  20 preparation
of Example 140, using 5-ethynyl-l-methyl-lH-imidazole (CAN 71759-92-7),
6-chloro-5-(4-trifluoromethyl-phenyl)-nicotinic acid methyl ester, and
(IR,2R)-2- amino-cyclohexanol (commercially available) as starting
materials, LC at 2lSnm; Rt  3.11: 100%, m/z (ES'): 473.5 (M+H). Example
142 25 Preparation of
5-(4-Chioro-phenyl)-6-[2-(5-fluoro-pyridin-2-yl)-ethyl]-N-((1R,2R)-2-
hydroxy-cyclohexyl)-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 140,
using 2-ethynyl-5-fluoro-pyridine (CAN 884494-34-2), 6-
chloro-5-(4-chloro-phenyl) -nicotinic acid methyl ester, and
(1R,2R)-2-amino 30 cyclohexanol (commercially available) as starting
materials, LC at 215nm; Rt 4.12: 99%,  m/z (ES"): 454.5 (M+H). WO
2008/040651 PCT/EP2007/060094  -113 Example 143 Preparation of 6-
[2-(5-Fluoro-pyridin-2-yl) -ethyl] -N-((1R,2R)-2-hydroxy-cyclohe)Cyl)- 5-
(4-trifluo romethyl-phenyl) -nicotinamide The title compound was
synthesized in analogy to the procedure described for the  5 preparation
of Example 140, using 2-ethynyl-5-fluoro-pyridine (CAN 884494-34-2), 6-
chloro-5-(4-trifluoromethyl -phenyl)-nicotinic acid methyl ester, and
(IR,2R)-2-amino- cyclohexanol (commercially available) as starting
materials, LC at 215nm; Rt 4.26: 95%,  mlz (ES'): 488.5 (M+H). 



Example 144 10 Preparation of
5-(4-Chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-
pyridin-2-yl-ethyl)-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 140,
using 2-ethynyl-pyridine (CAN 1945-84-2), 6-chloro-5-(4-
chloro-phenyl)-nicotinic acid methyl ester, and
(R)-a-(aminomethyl)-a-methyl 15 cyclopropanemethanol as starting
materials, LC at 215nm; Rt 3.16: 88%, mlz (ES'):  436.4 (M+H). Example
145 Preparation
N-((R)-2-Cyclopropyl-2-hydroxy-propyl)-6-(2-pyridin-2-yl-ethyl)-5-(4-
trifluorom ethyl-phenyl) -nicotinamide 20 The title compound was
synthesized in analogy to the procedure described for the  preparation of
Example 140, using 2-ethynyl-pyridine (CAN 1945-84-2), 6-chloro-5-(4-
trifluoromethyl-phenyl) -nicotinic acid methyl ester, and
(R)-a-(aminomethyl)-a- methyl-cyclopropanemethanol as starting
materials, LC at 215nm; Rt 3.30: 98%, m/z  (ESA): 470.5 (M+H). 25
Example 146 Preparation of 2-{
[6-(4-Fluoro-phenyl)-5-piperidin-1-yl-pyrazine-2-carbonyl]-amino}-
2-methyl-propionic acid methyl ester a)
5-Bromo-3-(4-fluoro-phenyl)-pyrazin-2-ylamine Tetrakis
(triphenylphosphine) palladium (0) (1.12g, 0.97mmol, 0.05eq) was added
30 portion-wise to a solution of 2-amino-3,5-dibromopyrazine (5.01g,
19.76mmol, 1.Oeq) in  1,2-dimethoxyethane (100ml) at room temperature
and the reaction stirred for 0.5 WO 2008/040651 PCT/EP2007/060094  -
114 hours. A solution of sodium carbonate (5.30g, 50.5mmol, 2.6eq) in
water (SOml) was  added portion-wise to the resulting mixture, followed by
4-fluorophenylboronic acid  (3.08g, 21.9mmol, l.1 eq). The mixture was
heated to 100 C for 5 h. The resulting yellow  solution was partitioned
between 10% aqueous citric acid (25ml) and ethyl. acetate 5 (50ml). The
organic layer was washed with 10% aqueous sodium bicarbonate (25m1),
brine (25ml), dried over magnesium sulfate and concentrated in vacua
The residue was  purified by chromatography on silica gel with a gradient
of heptane to dichloromethane  to afford
5-Bromo-3-(4-fluoro-phenyl)-pyrazin-2-ylamine as white crystals. Yield =
3.22g (60%). HPLC-MS = 100%; 1.89min (MW = 268; M+1 = 270.1). 



10 b) 5-Amino-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid methyl ester
To a methanol solution (35ml) of
5-bromo-3-(4-fluoro-phenyl)-pyrazin-2-ylamine  (1.87g, 6.97mmol, l.Oeq)
was added 15 ml ethyl acetate at room temperature. [ 1,1'-
bis(diphenylphosphino) ferrocen]palladium (II)chloride 1:1 complex with
dichloromethane (0.26g, 0.32mmol, 0.05eq) was added portion-wise to
the reaction 15 mixture followed by triethylamine (1.95m1, 13.5mmol.,
2.Oeq) and the solution was  heated with stirring to 110 C under 70 bar
carbon monoxide for 18 hours. On cooling  and removal of carbon
monoxide, the reaction mixture was concentrated in vacuo and  the
residue purified by chromatography on silica gel with heptane : ethyl
acetate (1:1) to  afford 5-Amino-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic
acid methyl ester as white 20 crystals. Yield = 1.26g (73%). 'H-NMR (400
MHz, DMSO): 6 3.80 (3H, s), 7.11 (2H, br  s), 7.33 (2H, t, j = 8.87 Hz),
7.67-7.70 (2H, in), 8.56 (1H, s). HPLC-MS = 100%;  1.49min (MW = 247;
M+1 = 248.3). c) 5-Bromo-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
methyl ester To a suspension of
5-atnino-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid 25 methyl ester
(1.26g, S.lOmmol, I.Oeq) in dibromomethane (25m1) was added isoamyl
nitrite (0.85m1, 6.29mmol, 1.2eq) at room temperature. The resulting
suspension was  added over 30 minutes at room temperature to a
dibromomethane (Sml) solution of  trimethylbromosilane (0.82m1,
5.90mmol, 1.1 Seq). The mixture was stirred for 2 hours  at room
temperature after which time the turbid solution was added to aqueous
sodium 30 bicarbonate (10%, 15ml). The phases were mixed, separated
and the organic layer dried  over magnesium sulfate, concentrated in
vacuo and purified by chromatography on silica  gel using a gradient of
heptane to 10% ethyl acetate in heptane to afford 5-Bromo-6-(4-
fluoro-phenyl)-pyrazine-2-carboxylic acid methyl ester as white crystals.
Yield = 0.81g  (51%).'H NMR (250 MHz, DMSO): 6 3.92 (3H, s), 7.38 (2H,
t, j = 8.98 Hz), 7.76-7.81  35 (2H, m), 8.98 (1H, s). HPLC-MS = 100%;
2.13min (MW = 311; M+l = 313.0). WO 2008/040651
PCT/EP2007/060094  -115 d)
6-(4-Fluoro-phenyl)-5-piperidin-I-yl-pyrazine-2-carboxylic acid methyl ester
Piperidine (0.48m1, 4.82mmol, 2.Oeq) was added portion-wise to a
acetonitrile  (2m1) solution of
5-Bromo-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid methyl ester
(0.75g, 2.41mmol, I.Oeq) at room temperature. The mixture was irradiated
at 100 C in a 5 microwave with stirring for 30 minutes. HPLC-MS indicated
complete consumption of  starting material. The crude mixture was cooled
to room temperature concentrated. The  



residue was re-dissolved in ethyl acetate (10ml), washed with water (5m1)
and the  organic phase dried over MgSO4. Following filtration and
evaporation in vacuo, the  residue was purified by chromatography on
silica gel using a gradient of heptane to 10% 10 ethyl acetate in heptane
to afford 6-(4-fluoro-phenyl)-5-piperidin-l-yl-pyrazine-2- carboxylic acid
methyl ester. Yield = 0.48g (63%). 'H NMR (250 MHz, CDC13): 6 1.42-
1.53 (6H, m), 3.20-3.24 (4H, m), 3.88 (3H, s), 7.06 (2H, t, j = 8.78 Hz),
7.74-7.80 (2H,  m), 8.68 (IH, s). e)
6-(4-Fluoro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid 15 To a
tetrahydrofuran (5m1) solution of 6-(4-Fluoro-phenyl)-5-piperidin-1-yl-
pyrazine-2-carboxylic acid methyl ester (0.48g, 1.52mmol, I.Oeq) was
added a solution of  lithium hydroxide (IM, 1.52ml, 1.52mmol, I.Oeq) in
water. The mixture was stirred  overnight at room temperature after which
time the resulting solution was acidified with  hydrochloric acid (pH-5) and
aqueous phase extracted with ethyl acetate (2 x IOml). 20 The organic
phase was dried over magnesium sulfate and concentrated in vacuo to
afford  6-(4-flu oro-phenyl)-5-piperidin-l-yl-pyrazine-2-carboxylic acid as
white crystals. Yield =  0.42g (91%).'H NMR (400 MHz, DMSO): S
1.46-1.53 (6H, m), 3.22-3.25 (4H, m), 7.32  (2H, t, j = 8.87 Hz), 7.82-7.86
(2H, m), 8.62 (IH, s). f)
2-{[6-(4-Fluoro-phenyl)-5-piperidin-l-yl-pyrazine-2-carbonyl)-amino]
-2-methyl- 25 propionic acid methyl ester To a dichloromethane (Iml)
solution of 6-(4-Fluoro-phenyl)-5-piperidin-1-yl- pyrazine-2-carboxylic acid
(0.107g, 0.358mmol, I.Oeq) was added oxalyl chloride  (0.136g,
1.07mmol, 3.0eq). The reaction was stirred at room temperature for 3
hours  after which time the solvent was removed in vacuo. The residue
was re-dissolved in 30 dichloromethane (3ml) and added portion-wise to a
dichloromethane (Iml) solution of  aminoisobutyric acid methyl ester
(0.066g, 0.429mmo1, 1.2eq). PS-N,N-diisopropyl- ethylamine (0.31g,
1.04mmol, 3.Oeq) resin was added to the reaction and the mixture  stirred
overnight at room temperature. PS-isocyanate (0.15g, 0.358mmol, I.Oeq)
and PS- aminomethyl (0.15g, 0.358mmol, I.Oeq) resin were added to the
reaction and the 35 mixture stirred for a further l2hrs at room temperature.
The reaction was filtered and WO 2008/040651 PCT/EP2007/060094  -
116 resin washed successfully with dichloromethane (2 x 3m1). The
combined filtrates were  concentrated in vacuo and the residue purified by
chromatography on silica gel with  heptane: ethyl acetate (1.:1) to afford
2-{[6-(4-fluoro-phenyl)-5-piperidin-1-yl-pyrazine- 



2-carbonyl] -amino] -2-methyl-propionic acid methyl ester. Yield = 0.030g
(21 %). HPLC 5 MS = 100%; 2.52min (MW = 400; M+1 = 401.2).
Example 147 Preparation of
(R)-2-{[6-(4-Fluoro-phenyl)-5-pyrrolidin-l-yl-pyrazine-2-carbonyl]-
amino]-3-methyl-butyric acid methyl ester The tide compound was
synthesized in analogy to the procedure described for the  10 preparation
of Example 146, using 5-bromo-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic
acid methyl ester, pyrrolid.ine and (R)-valine methyl ester as starting
materials, LC at  215nm; Rt 2.43: 100%, m/z (ES'): 401.2 (M+H). Example
148 Preparation of
6-(4-Butylcarbamoyl-butoxy)-5-(4-chloro-phenyl)-N-((1R,2R)-2- 15
hydroxy-cyclohexyl)-nicotinamide a) 5-Bromo-6-(5-hydroxy-pentyloxy)
-nicotinic acid The title compound was synthesized in analogy to the
procedure described for the  preparation of Example 31 a, using
5-bromo-6-chloro-nicotinic acid and 1,5-pentanediol  as starting materials
to give the product as brownish oil, MS(ISP): 302.3 (M-H'). 20 b)
5-Bromo-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(5-hydroxy-pentyloxy)-nicoti
namide  The title compound was synthesized in analogy to the procedure
described for the  preparation of Example 31b, using
5-bromo-6-(5-hydroxy-pentyloxy)-nicotinic acid and
(1R,2R)-2-amino-cyclohexanol as starting materials to give the product as
white solid,  MS (ISP): 403.4 (M+H'). 25 c)
5-(4-Chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(5-hydroxy-pentyl
.oxy)- nicotinamide The title compound was synthesized in analogy to the
procedure described for the  preparation of Example 31c, using
5-Bromo-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(5-
hydro)cy-pentvloxy)-nicotinamide and 4-chlorophenyl-boronic acid as
starting materials  30 to give the product as white solid, MS (ISP): 433.4,
435.4 (M+H+). WO 2008/040651 PCT/EP2007/060094  -117 d)
5-[3-(4-Chloro-phenyl)-5-((IR,2R)-2-hydroxy-cyclohexylcarbamoyl)-pyridin-
2- yloxy]-pentanoic acid
5-(4-Chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(5-hydroxy-
pentyloxy)-nicotinamide (0.23 g, 0.5 mmol) was dissolved in
dichloromethane (15 mL).  5 To the solution was added
2,2,6,6-tetramethyl-l-piperidinyloxy (1 mg), 



tetrabutylammoniumchlorid (1.5 mg), 5 mL of an aqeuos solution of
sodium  bicarbonate (0.5 M) and potassium carbonate (0.05 M) and
N-chlorosuccinimid (0.146  g, 1.1 mmol). The mixture was stirred for 72
hat room temperature and afterwards  poured into citric acid (10%, 20 mL)
and extracted with dichloromethane. Organic 10 phases were pooled,
dried with Na2SO4 and the solvent was evaporated. The residue
(aldehyde contaminated with. some starting alcohol) was redissolved in
tert-butanol (5  mL). To the solution was added 2-methyl-butene solution
(2 M in THE, 5 mL), sodium  chlorite (210 mg), and sodium
dihydrogenphosphate (0.345 g). The mixture was stirred  for 72 h at room
temperature and afterwards poured into citric acid (10%, 50 mL) and 15
extracted with ethyl acetate. Organic phases were pooled, dried with
MgSO4 and the  solvent was evaporated. The residue was purified by
column chromatography on silica  (dichloromethane/methanol gradient) to
yield 0.062g of the title compound as a white  foam, MS (ISP) 445.2
(M-H)'. e)
6-(4-Butylcarbamoyl-butoxy)-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy- 20
cyclohexyl)-nicotinamide 5- [ 3-(4-Chloro-phenyl) -5-((1 R, 2R)
-2-hydroxy-cyclohexylcarbamoyl) -pyridin-2- yloxy]-pentanoic acid (20 mg)
was dissolved in DMF (1 mL). To the solution was added  TBTU (16 mg),
N,N-diisopropylethyl amine (0.038 mL, 42) and (N)-butylamine (0.005
mL). The reaction mixture was stirred for 16 h at room temperature. The
solvent was 25 evaporated in vacua and the residue was purified by
column chromatography on silica  (dichloromethane/methanol gradient) to
yield 21 mg of the title compound as a white  solid, MS (ISP) 502.1, 504.1
(M+H)`. Example 149 Preparation of
5-[4-(2-Butylcarbamoyl-ethyl)-phenyl]-6-cyclopropylmethoxy-N- 30
((IR,2R)-2-hydroxy-cyclohexyl)-nicotinamide a)
3-{4-[2-Cyclopropylmethoxy-5-((1R,2R)-2-hydroxy-cyclohexylcarbamoyl)-p
yridin-3- yl]-phenyl}-propionic acid The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 31c,
using 5-bromo-6-cyclopropylmethoxy-N-((lR,2R)-2 WO 2008/040651
PCT/EP2007/060094  - 118  hydroxy-cyclohexyl)-nicotinamide and
4-(2-carbethoxyethyl)benzene-boronic acid  (commercially available) as
starting materials to give the product as white solid,  MS(ISP): 437.2
(M-H+). 



b)
5-[4-(2-Butylcarbamoyl-ethyl)-phenyl]-6-cyclopropylmethoxy-N-((1R,2R)-2-
5 hydroxy-cyclohexyl)-nicotinamide The title compound was synthesized
in analogy to the procedure described for the  preparation of Example
148e, using 3-{ 4-[2-Cyclopropylmethoxy-5-((1,R,2R)-2-hydroxy-
cyclohexylcarbamoyl) -pyridin-3-yl]-phenyll-propionic acid and
(N)-butylamine as  starting materials to give the product as white foam,
MS (ISP): 494.3 (Ivi+H+). 10 Example 150 Preparation of
5-(2,4-Dichloro-phenyl)-N-(2-hydroxy-ethyl)-6-propoxy-nicotinamide  The
title compound was synthesized in analogy to the procedure described for
the  preparation of Example 43, using 5-bromo-6-chloro-nicotinic acid
methyl ester, n- propanol (commercially available),
2,4-dichlorophenylboronic acid (commercially 15 available) and
aminoethanol (commercially available) as starting materials. MS (ISP):
369.2, 371.2 (M+H'). Example 151 Preparation of
6-Cyclopentylmethoxy-5-(2,4-dichloro-phenyl)-N-(2-hydroxy-ethyl)-
nicotinamide 20 The title compound was synthesized in analogy to the
procedure described for the  preparation of Example 43, using
5-bromo-6-chloro-nicotinic acid methyl ester,
hydroxymethylcyclopentanepropanol (commercially available), 2,4-
dichlorophenylboronic acid (commercially available) and aminoethanol
(commercially  available) as starting materials. iMS (ISP): 409.3, 411.3
(M+H'). 25 Example 152 Preparation of
5-(4-Chloro-phenyl)-N-((S)-1-hydroxymethyl-3-methyl-butyl)-6-
pyrrolidin-1-yl-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester, 30 pyrrolidine
(commercially available), 4-chlorophenyl-boronic acid (commercially WO
20081040651 PCT/EP2007/060094  - 119 available) and (S)-(+)-leueinol
(commercially available) as starting materials. MS (ISP):  402.3 (M+H').
Example 153 Preparation of
5-(3,4-Dichloro-phenyl)-N-((S)-l-hydroxymethyl-3-methyl-butyl)-6- 5
pyrrolidin-I-yl-nicotinamide 



The title compound was synthesized in analogy to the procedure
described for the  preparation of Example 43, using
5-bromo-6-chloro-nicotinic acid methyl ester,  pyrrolidi e (commercially
available), 3,4-dichlorophenyl-boronic acid (commercially  available) and
(S)-(+)-leucinol (commercially available) as starting materials. MS (ISP):
10 436.3 (M+H+). Example 154 Preparation of
5-(4-Chloro-3-methyl-phenyl)-N-((S)-1.-hydroxymethyl-3-methyl- butyl)
-6-pyrrolidin- l -yl-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  15 preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  pyrrolidine
(commercially available), 4-chloro-3-methylphenyl-boronic acid
(commercially available) and (S)-(+)-leucinol (commercially available) as
starting  materials. MS (ISP): 416.3 (M+H'). Example 155 20 Preparation
of 5-(2-Fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-
pyrrolidin-1-yl-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  pyrrolidine
(commercially available), 2-fluorophenyl-boronic acid (commercially 25
available) and (R)-(-)-leucinol (commercially available) as starting
materials. MS (ISP):  386.4 (M+H'). Example 156 Preparation of
5-(4-Fluoro-phenyl)-N-((R)-I-hydroxymethyl-3-methyl-butyl)-6- pyrrolidin-
1-yl-nicotinamide 30 The title compound was synthesized in analogy to
the procedure described for the  preparation of Example 43, using
5-bromo-6-chloro-nicotinic acid methyl ester, WO 2008/040651
PCT/EP2007/060094  - 120 pyrrolidine (commercially available),
4-fluorophenyl-boronic acid (commercially  available) and (R)-(-)-leu.cinol
(commercially available) as starting materials. MS (ISP):  386.4 (M+H').
Example 157 5 Preparation of
5-(3-Chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-
pyrrolidin-1-yl-nicotinamide 



The title compound was synthesized in analogy to the procedure
described for the  preparation of Example 43, using
5-bromo-6-chloro-nicotinic acid methyl ester,  pyrrolidine (commercially
available), 3-chl.orophenyl-boronic acid (commercially 10 available) and
(R)-(-)-l.eucinol (commercially available) as starting materials. MS (ISP):
402.4 (M+H). Example 1.58 Preparation of
5-(4-Chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-
pyrrolidin-1-yl-nicotinamide 15 The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester,  pyrrolidine
(commercially available), 4-chlorophenyl-boronic acid (commercially
available) and (R)-(-)-leucinol (commercially available) as starting
materials. MS (ISP):  402.4 (M+H'). 20 Example 159 Preparation of
5-(3,4-Dichloro-phenyl)-N-((R)-l-hydroxymethyl-3-methyl-butyl)-6-
pyrrolidin-1-yl-nicotinamide The title compound was synthesized in
analogy to the procedure described for the  preparation of Example 43,
using 5-bromo-6-chloro-nicotinic acid methyl ester, 25 pyrrolidine
(commercially available), 3,4-dichlorophenyl-boronic acid (commercially
available) and (R)-(-)-leucinol (commercially available) as starting
materials. MS (ISP):  436.3, 438.3 (M+H). WO 2008/040651
PCT/EP2007/060094  -1.21 Example 160 Preparation of
3'-(3-Chloro-phenyl)-3,4,5,6-tetrahydro-2H-[ 1,2']bipyridinyl-5'- carboxylic
acid ((S)-1-hydroxymethyl-3-methyl-butyl)-amide The title compound was
synthesized in analogy to the procedure described for the  5 preparation
of Example 43, using 5-bromo-6-chloro-nicotinic acid methyl ester,
pyrrolidine (commercially available), 3-chlorophenyl-boronic acid
(commercially  available) and (S)-(+)-leucinol (commercially available) as
starting materials. MS (ISP):  416.4 (M+H'). Example 161  10 Cholesterol
efflux assay The ability of compounds of the invention to stimulate
cholesterol efflux is  



determined in replicate cultures of THP- I cells in 96-well microplates.
Cells are plated at  an initial density of 150,000 cells/well and
differentiated to macrophages with the  addition of PMA (100ng/ml) for 72
hrs in 10% fetal bovine serum, 3 l/L of b 15 mercaptoethanol, RPMI-1640
medium. Cells are washed once with RPMI-1640 and  loaded with
RPMI-1640 medium containing 2% FCS, 50 pg/mI acetylated LDL, and 10
Ci/ml [31H1]cholesterol for 48 hours at 37 C. After loading the cells are
washed once  with RPMI-1640 and incubated with the compound of
interest from DMSO solutions for  an additional 24 hrs in RPMI-1640
medium containing lmg/ml fatty acid free-bovine 20 serum albumin (BSA).
Upon incubation cells are washed once, and cholesterol efflux is  induced
by the addition of 10 pg/ml Apolipoprotein Al in RPMI-1640 containing 1
mg/ml BSA and in the presence of the compound for an additional 6 hrs.
Following  incubation radioactivity is determined in the supernatants and
cholesterol efflux is  expressed as the percent stimulation over replicate
cultures treated only with DMSO. 25 Sigmoidal curves were fitted using
the XLfit3 program (ID Business Solutions Ltd. UK)  and EC50 values
were determined. The compounds of the present invention exhibit EC5o
values in a range of 0.01 pM to 100  pM in the cholesterol efflux assay.
Preferably, the compounds of the present invention  have EC5o values in
a range of 0.01 pM to 10.0 pM; more preferably 0.01 pM to 1 pM. WO
2008/040651 PCTIEP2007/060094  -122 Example 162 Film coated tablets
containing the following ingredients can be manufactured in a
conventional manner: Ingredients Per tablet  Kernel: Compound of
formula (I) 10.0 mg 200.0 mg  Microcrystalline cellulose 23.5 mg 43.5 mg
Lactose hydrous 60.0 mg 70.0 mg  Povidone K30 12.5 mg 15.0 mg
Sodium starch glycolate 12.5 mg 17.0 mg  Magnesium stearate 1.5 mg
4.5 mg  (Kernel Weight) 120.0 mg 350.0 mg  Film Coat: Hydroxypropyl
methyl cellulose 3.5 mg 7.0 mg  



Polyethylene glycol 6000 0.8 mg 1.6 mg  Talc 1.3 mg 2.6 mg  Iron oxyde
(yellow) 0.8 mg 1.6 mg  Titan dioxide 0.8 mg 1.6 mg 5 The active
ingredient is sieved and mixed with microcrystalline cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidone in water. The
granulate is  then mixed with sodium starch glycolate and magesium
stearate and compressed to yield  kernels of 120 or 350 mg respectively.
The kernels are lacquered with an aq. solution I  suspension of the above
mentioned film coat. WO 2008/040651 PCT/EP2007/060094  - 123
Example 163 Capsules containing the following ingredients can be
manufactured in a  conventional manner: Ingredients Per capsule
Compound of formula (1) 25.0 mg  Lactose 1.50.0 mg  Maize starch 20.0
mg  Talc 5.0 mg 5 The components are sieved and mixed and filled into
capsules of size 2.  Example 164 Injection solutions can have the
following composition: Compound of formula (I) 3.0 mg  Polyethylene
glycol 400 150.0 mg  Acetic acid q.s. ad pH 5.0  Water for injection
solutions ad 1.0 ml The active ingredient is dissolved in a mixture of
Polyethylene glycol 400 and water  10 for injection (part). The pH is
adjusted to 5.0 by addition of acetic acid. The volume is  adjusted to 1.0
ml by addition of the residual amount of water. The solution is filtered,
filled into vials using an appropriate overage and sterilized. WO
2008/040651 PCT/EP2007/060094  -124- Claims 1. Use of compounds of
the general formula  



R7  R6 R8 A  R4 1  G N Rz  wherein 5 A is CH or N; R' is selected from
the group consisting of cycloalkyl which is unsubstituted or substituted by
hydroxy, lower hydroxyalkyl or  lower alkoxy, 1-hydroxy-2-indanyl,  10
lower hydroxyalkyl, lower hydroxyhalogenalicyl, lower hydroxyalkoxyalkyl,
-CH2-CR9R1-cycloalkyl, and -CR11R12-COOR13;  R9 is hydrogen or
lower alkyl; R10 is hydrogen, hydroxy or lower alkoxy; 15 R" and R12
independently from each other are hydrogen or lower allcyl;  R13 is lower
alkyl; R2 is hydrogen; or R' and R2 together with the nitrogen atom they
are attached to form a  morpholinyl ring; 20 G is a group selected from the
group consisting of -X-R3, -C--C-R'5 and  -CH2-CH2-RL6; X is O or NR"
R'4 is selected from the group consisting of hydrogen, lower alkyl and
lower  hydroxyalkyl; WO 2008/040651 PCT/EP2007/060094  -125 R3 is
selected from the group consisting of lower alkyl,  cycloalkryl, lower
cycloalkylalkyl,  lower hydroxyalkyl, 5 lower alkoxyalkyl,  lower
halogenalkyl,  



lower carbamoylalkyl, lower alkylcarbonylaminoalkyl,  lower phenylalkyl,
10 lower heterocyclylalkyl wherein the heterocyclyl group is unsubstituted
or  substituted by oxo, lower heteroarylalkyl wherein the heteroaryl group
is unsubstituted or mono- or di-substituted by lower alkyl, and phenyl
which is unsubstituted or mono- or di-substituted by halogen; 15 or R3
and R14 together with the nitrogen atom they are attached to form a 4-,
5-, 6- or 7-membered heterocyclic ring optionally containing a further
heteroatom  selected from nitrogen, oxygen or sulfur, said heterocyclic
ring being  unsubstituted or substituted by one or two groups
independently selected  from hydroxy, lower alkoxy and halogen; 20 R15
is selected from the group consisting of lower alkoxyalkyl, cycloalkyl and
furanyl substituted by halogen; R16 is selected from the group consisting
of cycloalkyl which is unsubstituted or substituted by hydroxy or lower
alkoxy,  heteroaryl selected from pyridyl or imidazolyl which is
unsubstituted or 25 substituted by lower alkyl or halogen, and  lower
alkylaminocarbonyl; R'7 is selected from the group consisting of hydrogen,
lower alkyl and lower  halogenalkyl; R4 and R8 independently from each
other are hydrogen or halogen; 30 R5 and R' independently from each
other are selected from the group consisting of  hydrogen, lower alkyl,
lower alkoxy, halogen, lower halogenalkyl, lower  halogenalkoxy and
cyano; R6 is selected from the group consisisting of hydrogen, lower
alkoxy, halogen, lower  halogenalkyl, lower halogenalkoxy and cyano; 126
and pharmaceutically acceptable salts thereof, in the preparation of a
medicament for the treatment and/or prophylaxis of peripheral  vascular
disease, dyslipidemia, hyperbetalipoproteinemia,
hypoalphalipoproteinemia,  hypercholesterolemia, hypertriglyceridemia,
familial hypercholesterolemia, cardiovascular  disorders, angina, ischemia,
cardiac ischemia, stroke, myocardial infarction, reperfusion  



injury, angioplastic restenosis, hypertension, and vascular complications
of diabetes, obesity  or endotoxemia. 2. The use according to claim 1,
wherein the compounds of formula I have the  formula R7  R6 R8 O  R6 A
NCR I-A  Ra Rz X N Rn  13 R  wherein A is CH or N; R' is selected from
the group consisting of cycloalkyl which is unsubstituted or substituted by
hydroxy, lower hydroxyalkyl or  lower alkoxy, 1-hydroxy-2-indanyl,  lower
hydroxyalkyl, lower hydroxyhalogenalkyl, lower hydroxyalkoxyalkyl,
-CHz-CR9R10-cycloalkyl, and -CR"R12-COOR13:  R9 is hydrogen or
lower alkyl; R10 is hydrogen, hydroxy or lower alkoxy; R" and R12
independently from each other are hydrogen or lower alkyl;  R13 is lower
alkyl; R2 is hydrogen; or R' and R2 together with the nitrogen atom they
are attached to form a morpholinyl  ring; X is 0 or NR14; 1.27  R'4 is
selected from the group consisting of hydrogen, lower alkyl and lower
hydroxyalkyl; R3 is selected from the group consisting of lower alkyl,
cycloalkyl, 



lower cycloalkylalkyl,  lower hydroxyalkyl,  lower alkoxyalkyl,  lower
halogenalkyl,  lower carbamoylalkyl, lower alkylcarbonylaminoalkyl,  lower
phenylalkyl, lower heterocyclylalkyl wherein the heterocyclyl group is
unsubstituted or substituted  by oxo, lower heteroarylalkyl wherein the
heteroaryl group is unsubstituted or mono- or di- substituted by lower
alkyl, and phenyl which is unsubstituted or mono- or di-substituted by
halogen; or R3 and R14 together with the nitrogen atom they are attached
to form a 4-, 5-, 6- or 7- membered heterocyclic ring optionally containing
a further heteroatom selected from  nitrogen, oxygen or sulfur, said
heterocyclic ring being unsubstituted or substituted by  one or two groups
independently selected from hydroxy, lower alkoxy and halogen;  R4 and
R8 independently from each other are hydrogen or halogen; R5 and R7
independently from each other are selected from the group consisting of
hydrogen, lower alkyl, lower alkoxy, halogen, lower halogenalkyl, lower
halogenalkoxy and cyano; R6 is selected from the group consisisting of
hydrogen, lower alkoxy, halogen, lower  halogenalkyl, lower
halogenalkoxy and cyano; R'7 is selected from the group consisting of
hydrogen, lower alkyl and lower  halogenalkyl; and pharmaceutically
acceptable salts thereof, in the preparation of a medicament for the
treatment and/or prophylaxis of 127a  peripheral vascular disease,
dyslipidemia, hyperbetalipoproteinemia,  hypoalphalipoproteinemia,
hypercholesterolemia, hypertriglyceridemia, familial
hypercholesterolemia, cardiovascular disorders, angina, ischemia, cardiac
i.schemia,  stroke, myocardial infarction, reperfusion injury, angioplastic
restenosis,  hypertension, and vascular complications of diabetes, obesity
or endotoxemia. 128  3. The use according to claim 1, wherein the
compounds of formula I have the  



formula R7  R6 R8 O  R5 A N7R I-B  Rq N R17 R2 R-15 wherein A, R' to
R8, R15 and R17 are as defined in claim 1, and pharmaceutically
acceptable  salts thereof, for the preparation of medicaments for the
treatment and/or prophylaxis of peripheral  vascular disease, dyslipidemia,
hyperbetalipoproteinemia, hypoalphalipoproteinemia,
hypercholesterolemia, hypertriglyceridemia, familial hypercholesterolemia,
cardiovascular  disorders, angina, ischemia, cardiac ischemia, stroke,
myocardial infarction, reperfusion  injury, angioplastic restenosis,
hypertension, and vascular complications of diabetes, obesity  or
endotoxemia. 4. The use according to claim 1, wherein the compounds of
formula I have the  formula R7  R6 R8 O  R5 A NR I-C  Rq ( N R17 R1C z
R16 wherein A, R' to R8, R16 and R17 are as defined in claim 1, and
pharmaceutically acceptable  salts thereof, for the preparation of
medicaments for the treatment and/or prophylaxis of peripheral  vascular
disease, dyslipidemia, hyperbetalipoproteinemia,
hypoalphalipoproteinemia,  hypercholesterolemia, hypertriglyceridemia,
familial hypercholesterolemia, cardiovascular  disorders, angina, ischemia,
cardiac ischemia, stroke, myocardial infarction, reperfusion  injury,
angioplastic restenosis, hypertension, and vascular complications of
diabetes, obesity  or endotoxemia. 128a  5. The use of compounds of
formula I according to any one of claims 1 to 4,  wherein A is CH. 



6. The use of compounds of formula I according to any one of claims 1 to
4,  wherein A is N. WO 2008/040651 PCT/EP2007/060094  -129 7. The
use according to any one of claims 1, 2 or 5, wherein the compounds of
formula I have the formula R7  R6 R8 0 R5 NR I-D  R4 I i RZ X N  13 R
wherein 5 R1 is selected from the group consisting of cycloalkyl which is
unsubstituted or substituted by hydroxy or lower alkoxy,  lower
hydroxyalkyl, lower hydroxyhalogenalkyl, -CH2-CR9R10-cycloalkyl, and
-CR"R12-COOR13;  10 R9 is hydrogen or lower alkyl; R10 is hydrogen,
hydroxy or lower alkoxy; R" and R12 independently from each other are
hydrogen or lower alkyl;  R13 is lower alkyl; R2 is hydrogen;  15 X is 0 or
NR 14. R14 is hydrogen or lower alkyl; R3 is selected from the group
consisting of lower alkyl,  cycloalkyl, lower cycloalkylalkyl,  20 lower
alkoxyalkyl,  lower halogenalkyl,  lower carbamoylalkyl,  lower phenylalkyl,
lower heterocyclylallcyl, 



25 lower heteroarylalkyl. wherein the heteroaryl group is unsubstituted or
mono- or  di-substituted by halogen, and phenyl which is unsubstituted or
mono- or di-substituted by halogen; 130  or R3 and R14 together with the
nitrogen atom they are attached to form a 5-, 6- or 7- membered
heterocyclic ring; R4 and R8 independently from each other are hydrogen
or halogen; R5 and R7 independently from each other are selected from
the group consisting of  hydrogen, halogen, lower halogenalkyl, lower
halogenaikoxy and cyano; R6 is selected from the group consisisting of
hydrogen, halogen, lower halogenalkyl,  lower halogenalkoxy and cyano;
and of pharmaceutically acceptable salts thereof, in the preparation of a
medicament for the treatment and/or prophylaxis of peripheral  vascular
disease, dyslipidemia, hyperbetalipoproteinemia,
hypoalphalipoproteinemia,  hypercholesterolemia, hypertriglyceridemia,
familial hypercholesterolemia, cardiovascular  disorders, angina, ischemia,
cardiac ischemia, stroke, myocardial infarction, reperfusion  injury,
angioplastic restenosis, hypertension, and vascular complications of
diabetes, obesity  or endotoxemia. 8. The use of compounds of formula I
according to any one of claims 1, 2 or 7,  wherein X is 0. 9. The use of
compounds of formula I according to any one of claims 1 to 8, wherein
BY is cycloalkyl substituted by hydroxy. 10. The use of compounds of
formula I according to any one of claims I to 8wherein  BY is
-CHz-CR9R10-eycloalkyl and wherein R9 is hydrogen and R1 is hydroxy.
11. The use of compounds of formula I according to any one of claims 1, 2
or 7,  wherein R3 is selected from the group consisting of lower
cycloalkylalkyl, lower  alkoxyalkyl and lower halogenalkyl. 12. The use of
compounds of formula I according to any one of claims 1 to 11,  wherein
R6 is halogen or lower halogenalkyl and R4, R5, R7 and R8 are hydrogen.
13. The use of compounds of formula I according to any one of claims 1, 2
or 7,  wherein R1 is cycloalkyl which is substituted by hydroxy,  or
-CHz-CR9R10-cycloalkyl; WO 2008/040651 PCT/EP2007/060094  



- 131  R9 is hydrogen or lower alkyl; R10 is hydrogen, hydroxy or lower
alkoxy;  R2 is hydrogen; X is O; 5 R3 is selected from the group consisting
of lower cycloalkylalkyl, lower alkoxyalkyl  and lower halogenalkyl; R4, R5,
R7 and R8 are hydrogen;  R 6 is halogen; and of pharmaceutically
acceptable salts thereof. 10 14. The use of compounds of formula I
according to claim 7, selected from the  group consisting of.
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((1
R,2R)-2-hydroxy-cyclohexyl)- nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-ethoxy
)- 15 nicotinamide,
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-fluoro-
phenyl)- nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2,2,2-trifluoro-eth
oxy) - nicotinamide, 20
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((LR,2.R)-2-hydroxy-cyclohex
yl)- nicotinamide, and of pharmaceutically acceptable salts thereof. 15.
The use of compounds of formula I according to claim 1, selected from the
group consisting of: 25
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)- nicotinamide, 5-(4-chloro-phenyl)-N-((I
R,2R)-2-hydroxy-cyclohexyl)-6-(2-metho)cy-ethoxy) - nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl
)- 30 nicotinamide, 5-(4-chloro-phenyl) -N-((1 R,2R)
-2-hydroxy-cyclohexyl) -6-(2,2, 2-trifluoro-ethoxy) - nicotinamide, WO
2008/040651 PCT/EP2007/060094  



-132
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-fluoro-
phenyl)- nicotinamide,
6-butoxy-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohe)Cyl)-nicotinam
ide,
5-(4-chloro-phenyl)-N-(2-cyclopropyl.-2-hydroxy-propyl)-6-cyclopropylmeth
oxy- 5 nicotinamide,
6-cyclopentyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((1R,2R)-2-hydrox
y- cyclohexyl)-nicotinamide,
6-(2-chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- cyclohexyl)-amide, 10
6-(2-chloro-phenyl)-5-eyclopentylamino-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl) -amide, 5- (4-chloro-phenyl)
-6-cyclopentvloxy-N-((IR,2R) -2-hydroxy-cyclohexyl) -nicotinamide,
5-(2-chloro-5-trifluoromethyl-phenyl) -N-(2-cyclopropyl-2-hydroxy-propyl)
-6- cyclopropylmethoxy-nicotinamide, 15
6-(4-chloro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid
(1-hydroxy-indan-2- yl)-amide,
6-(3,4-dichloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- hydroxy-propyl) -amide,
5-(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-pentyl)-6-(2-methoxy-ethoxy)-
20 nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((trans)-2-hydroxy-cyclohexyl)
- nicotinamide,
6-cyclopropylmethoxy-5-(3,4-dichloro-phenyl)-N-((trans)-2-hydroxy-cycloh
exyl)- nicotinamide, 25
6-(4-chloro-phenyl)-5-eyclopropylmethoxy-pyrazine-2-carboxylic acid
((R)-1- hydroxymethyl-3-methyl-butyl) -amide,
6-(4-fluoro-phenyl)-5-(3-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl- 2-hydroxy-propyl) -amide,
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- 30 hydroxy-propyl)-amide,
6-((R)-sec-butoxy)-5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-
nicotinamide,
5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-[(2-methoxy-ethyl
)-methyl- 



amino] -nicotinamide, 35
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-l-meth
yl- ethoxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(1-methoxymethyl-
propoxy)- nicotinamide, WO 2008/040651 PCT/EP2007/060094  - 133
6-(4-fluoro-phenyl)-5-((R)-2-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2- cyclopropyl-2-hydroxy-propyl) -amide, 6-(4-chloro-phenyl)-5-
[(R)-i-(tetrahydro-furan-2-yl)methoxy) -pyrazine-2-carboxylic  acid
((R)-2-cyclopropyl-2-hydro)cy-propyl)-atide, 5
5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-((S)-2-methoxy-pr
opoxy)- nicotinamide, 6-sec-butoxy-5-(4-chloro-phenyl) -N-((1 R,2R)
-2-hydroxy-cyclohexyl) -nicotinamide,
6-(4-chloro-phenyl)-5-(3-methyl-butylamino)-pyrazine-2-carboxylic acid
((R)-2- cyclopropyl-2-hydroxy-propyl)-amide, 10
6-(4-chloro-phenyl)-5-(cyclopropylmethyl-amino)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl) -amide, 5-(4-Chloro-phenyl)
-N-(2-cyclopropyl-2-hydroxy-propyl) -6-(2,2,2-trifluoro-ethoxy) -
nicotinamide 5,6-bis-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy- 15 propyl)-amide,
5-(4-chloro-phenyl)-6-(cyclopropylmethyl-methyl-amino)-N-((IR,2R)-2-hydr
oxy- cyclohexyl.) -nicotinamide, 6-(cyclopropylmethyl- methyl
-amino)-5-(4-fluoro-phenyl)-N-((IR,2R)-2-hydroxy- cyclohexyl)
-nicotinamide, 20
N-(2-cyclopropyl-2-hydroxy-propyl)-6-(cycl.opropylmethyl-methyl-amino)-5
-(4-fluoro- phenyl)-nicotinamide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-trifluoro
methyl- phenyl)-nicotinamide,
5-butoxy-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy- 25 propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(methyl-propyl-ami
no)- nicotinamide, 



5- (4-chloro-phenyl) -N-(2-cyclopropyl-2-hydroxy-propyl) -6-
(methyl-propyl-amino) - nicotinamide, 30
5-cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-methoxy-ethoxy)-5-(4-trifluoro
methyl- phenyl)-nicotinamide, 5-(4-fluoro-phenyl)-N-((I
R,2R)-2-hydroxy-cyclohexyl)-6-(methyl-propyl-amino)- 35 nicotinamide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-trifluoro
methoxy- phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(pyridin-4-yl
methoxy)- nicotinamide, WO 2008/040651 PCT/EP2007/060094  - 134
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((S)-2- cyclopropyl-2-hydroxy-propyl) -amide,
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl) -amide, 5
6-(4-fluoro-phenyl)-5-(2-methoxy-ethoxy)-pyrazine-2-carboxylic acid
((iR,2R)-2- hydroxy-cyclohexyl) -amide,
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl)-amide,
5-(4-chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropyl
methoxy- 10 nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylm
ethoxy- nicotinamide,
5-(4-chloro-phenyl)-N-((R)-2-cycl.opropyl-2-hydro)cy-propyl)-6-(3-methyl-i
soxazol-5- ylmethoxy) -nicotinamide, 15
5-cyclopropylmethoxy-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid  ((1 R, 2R) -2 -hydroxy-cyclohexyl) -amide,
5-(cyclopropylmethyl-methyl-amino)-6-(4-trifluoromethoxy-phenyl)-pyrazin
e-2- carboxylic acid ((IR,2R)-2-hydro)cy-cyclohexyl)-amide,
5-cyclopropylmethoxy-6-(4-trifluorometho)cy-phenyl)-pyrazine-2-carboxyli
c acid ((R)- 20 2-cyclopropyl-2-hydroxy-propyl)-amide, 



5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((1R,2R)-2-hydroxy-cyelohex
yl)-2- methyl-nicotinamide,
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-5-(4-fluoro-phenyl)-6-(pyridin-2-yl
metho)cy)- nicotinamide, 25
6-(4-chloro-phenyl)-5-thiomorpholin-4-yl-pyrazine-2-carboxylic acid ((R)-2-
cyclopropyl-2-hydroxy-propyl)-amide,
6-cyclopropylmethoxy-N-(3,3,3-trifluoro-2-hydroxy-2-methyl-propyl)-5-(4-
trifluoromethyl-phenyl) -nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(pyridin-2-ylmetho
xy)- 30 nicotinamide,
5-(4-cyano-phenyl)-6-cyclopropylmethoxy-N-((1R,2R)-2-hydroxy-cyclohex
yl)- nicotinamide, 6-cyclopropylmethoxy-5-(4-fluoro-phenyl) -N-((R) -3,3,
3-trifluoro-2-hydroxy-2-methyl- p ropyl) -nicotinamide, 35
5-(4-chloro-3-methyl-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-py
rrolidin-l- yl-nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-5-(3-metho)cy-phenyl)-6-pyrrolidin
- l -yl- nicotinamide, 135  N-((R)- I
-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-
l-yl-5-(4-trifluoromethoxy-phenyl)- nicotinamide,
5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-6-(2-pyridin-2-yl-ethyl)- nicotinamide
5-(4-chloro-phenyl)-6-[2-(5-fluoro-pyridin-2-yl)-ethyl]-N-((1R,
2R)-2-hydroxy-cyclohexyl)- nicotinamide, 6-(4-butyl
carbanoyl-butoxy)-5-(4-chloro-phenyl)-N-((I R. 2R)-2-hydroxy-cyclohexyl)-
nicotinamide,
5-[4-(2-butylcarbamoyl-ethyl)-phenyl]-6-cyclopropylmethoxy-N-((1R,
2R)-2-hydroxy- eyelohexyi)-nicotinamide, 5-(2-fluoro-phenyl)-N-((R)- 1
-hydroxymethyl-3 -methyl-butyl)-6-pyrrolidin- l-yl- nicotinamide,
5-(4-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- l
-yl- nicotinamide,
5-(3-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-y
l- 



nicotinamide,
5-(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-y
l- nicotinamide,
5-(3,4-dichloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidi
n-l-yl- nicotinamide, 3-(3-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[
1,2']bipyridinyl-5'-carboxylic acid ((S)- 1- hydroxymethyl-3 -methyl-butyl
)-amide, and of pharmaceutically acceptable salts thereof. 16. The use of
compounds of formula I according to any one of claims 1 to 15 for the
treatment and/or prophylaxis of dyslipidemia. 17. The use of compounds
of formula I according to any one of claims 1 to 16 in  combination or
association with another compound selected from the group consisting of
an  HMG-CoA reductase inhibitor, an microsomal triglyceride transfer
protein/ApoB secretion  inhibitor, a PPAR activator, a cholesteryl ester
transfer protein inhibitor, a bile 136  acid reuptake inhibitor, a cholesterol
absorption inhibitor, a cholesterol synthesis inhibitor, a  fibrate, niacin, a
preparation containing niacin or other HM74a agonists, an ion-exchange
resin, an antioxidant, an ACAT inhibitor or a bile acid sequestrant. 18.
Pharmaceutical compositions for the treatment and/or prophylaxis of
peripheral vascular  disease, dyslipidemia, hyperbetalipoproteinemia,
hypoalphalipoproteinemia,  hypercholesterolemia, hypertriglyceridemia,
familial hypercholesterolemia, cardiovascular  disorders, angina, ischemia,
cardiac ischemia, stroke, myocardial infarction, reperfusion  injury,
angioplastic restenosis, hypertension, and vascular complications of
diabetes, obesity  or endotoxemia, comprising one or more compounds of
the formula R7  R6 R8 O  A ~ R' R 4 \ N  R z  G N R wherein  A is CH or
N; R1 is selected from the group consisting of 



cycloalkyl which is unsubstituted or substituted by hydroxy, lower
hydroxyalkyl or  lower alkoxy, 1-hydroxy-2-indanyl,  lower hydroxyalkyl,
lower hydroxyhalogenalkyl, lower hydroxyalkoxyalkyl,
-CH2-CR9R10-cycloalkyl, and -CR71R'2-COOR13;  R9 is hydrogen or
lower alkyl; R'0 is hydrogen, hydroxy or lower alkoxy; R" and R12
independently from each other are hydrogen or lower alkyl;  R13 is lower
alkyl; R2 is hydrogen; or R1 and R2 together with the nitrogen atom they
are attached to form a morpholinyl  ring; 136a  G is a group selected from
the group consisting of-X-R3, -C=C-R15 and  -CH2-CH2-R16; X is O or
NR14; WO 2008/040651 PCT/EP2007/060094  -137 R14 is selected from
the group consisting of hydrogen, lower alkyl and lower  hydroxyalkyl; R3
is selected from the group consisting of lower alkyl,  cycloalkyl, 5 lower
cycloalkylalkyl,  lower hydroxyalkyl,  lower alkoxyalkyl,  lower
halogenalkyl,  lower carbamoylalkyl, 10 lower alkylcarbonylaminoalkyl,
lower phenylalkyl, lower heterocyclylalkyl wherein the heterocyclyl group
is unsubstituted or  substituted by oxo, lower heteroarylalkyl wherein the
heteroaryl group is unsubstituted or mono- 15 or di-substituted by lower
alkyl, and 



phenyl which is unsubstituted or mono- or di-substituted by halogen; or R3
and R14 together with the nitrogen atom they are attached to form a 4-,
5-, 6- or 7-membered heterocyclic ring optionally containing a further
heteroatom  selected from nitrogen, oxygen or sulfur, said heterocyclic
ring being 20 unsubstituted or substituted by one or two groups
independently selected  from hydroxy, lower alkoxy and halogen; R15 is
selected from the group consisting of lower alkoxyalkyl, cycloalkyl and
furanyl substituted by halogen; R16 is selected from the group consisting
of 25 cycloalkyl which is unsubstituted or substituted by hydroxy or lower
alkoxy,  heteroaryl selected from pyridyl or imidazolyl which is
unsubstituted or  substituted by lower alkyl or halogen, and lower
alkylaminocarbonyl; R17 is selected from the group consisting of
hydrogen, lower alkyl and lower  30 halogenalkyl; R4 and R8
independently from each other are hydrogen or halogen; R5 and R7
independently from each other are selected from the group consisting of
hydrogen, lower alkyl, lower alkoxy, halogen, lower halogenalkyl, lower
halogenalkoxy and cyano; 138  R6 is selected from the group consisisting
of hydrogen, lower alkoxy, halogen, lower halogenalkyl, lower
halogenallcoxy and cyan;  and pharmaceutically acceptable salts thereof.
19. Pharmaceutical compositions according to claim 18, wherein the
compounds of  formula I have the formula R7  R6 R8 O R'  R5 A N~ 1-A  I
R x N R17 R  13 R  



wherein A is CH or N; R' is selected from the group consisting of
cycloalkyl which is unsubstituted or substituted by hydroxy, lower
hydroxyalkyl or  lower alkoxy, 1 -hydroxy-2-indanyl, lower hydroxyalkyl,
lower hydroxyhalogenalkyl, lower hydroxyalkoxyalkyl,
-CH2-CR9R10-cycloalkyl, and -CR"R'2-COOR13;  R9 is hydrogen or
lower alkyl.; R1 is hydrogen, hydroxy or lower alkoxy; R" and R12
independently from each other are hydrogen or lower alkyl;  R13 is lower
alkyl; R2 is hydrogen; or R' and R2 together with the nitrogen atom they
are attached to form a morpholinyl  ring; X is 0 orNR14; 139  R14 is
selected from the group consisting of hydrogen, lower alkyl and lower
hydroxyalkyl; R3 is selected from the group consisting of lower alkyl,
cycloalkyl, lower cycloalkylalkyl,  lower hydroxyalkyl,  lower alkoxyalkyl,
lower halogenalkyl,  lower carbamoylalkyl, lower alkylcarbonylaminoalkyl,
lower phenylalkyl, lower heterocyclylalkyl wherein the heterocyclyl group
is unsubstituted or substituted  by oxo, lower heteroarylalkyl wherein the
heteroaryl group is unsubstituted or mono- or di- substituted by lower
alkyl, and phenyl which is unsubstituted or mono- or di-substituted by
halogen; 



or R3 and R14 together with the nitrogen atom they are attached to form a
4-, 5-, 6- or 7- membered heterocyclic ring optionally containing a further
heteroatom selected from  nitrogen, oxygen or sulfur, said heterocyclic
ring being unsubstituted or substituted by  one or two groups
independently selected from hydroxy, lower alkoxy and halogen;  R4 and
R8 independently from each other are hydrogen or halogen; R5 and R7
independently from each other are selected from the group consisting of
hydrogen, lower alkyl, lower alkoxy, halogen, lower halogenalkyl, lower
halogenalkoxy and cyano; R6 is selected from the group consisisting of
hydrogen, lower alkoxy, halogen, lower  halogenalkyl, lower
halogenalkoxy and cyano; R17 is selected from the group consisting of
hydrogen, lower alkyl and lower  halogenalkyl; and pharmaceutically
acceptable salts thereof. 20. Pharmaceutical compositions according to
claim 18, wherein the compounds of  formula I have the formula 140  R7
R$ O  RA N ~R1 I-B  I N Rz  Ri55~ Rwherein A, R' to R8, R15 and Rn are
as defined in claim 18, and pharmaceutically  acceptable salts thereof. 21.
Pharmaceutical compositions according to claim 18, wherein the
compounds of  formula I have the formula R7  R R8 O  R5 A NR E-C I a
R17 Rz R N  R16 



wherein A, R' to R8, R16 and R' 7 are as defined in claim 18, and
pharmaceutically  acceptable salts thereof. 22. Pharmaceutical
compositions according to any one of claims 18 to 21, comprising
compounds of formula I, wherein A is CI-I. 23. Pharmaceutical
compositions according to any one of claims 18 to 21, comprising
compounds of formula 1, wherein A is N. 24. Pharmaceutical
compositions according to claim 18, comprising one or more  compounds
of the formula I having the formula WO 2008/040651
PCT/EP2007/060094  141- 1' R6 R O  Rs NR I-D  R4 RZ X N  13 R
wherein R' is selected from the group consisting of cycloalkyl which is
unsubstituted or substituted by hydroxy or lower alkoxy,  5 lower
hydroxyalkyl, lower hydroxyhalogenalkyl, -CH2-CR9R10-cycloalkyl, and
-CR11R'2_000R13; R9 is hydrogen or lower alkyl; R10 is hydrogen,
hydroxy or lower alkoxy; 10 R11 and R12 independently from each other
are hydrogen or lower alkyl;  R13 is lower alkyl; R2 is hydrogen;  X is 0 or
NR14; R14 is hydrogen or lower alkyl; 15 R3 is selected from the group
consisting of lower alkyl,  cycloalkyl, lower cycloalkylalkyl,  



lower alkoxyalkyl,  lower halogenalkyl, 20 lower carbamoylalkyl,  lower
phenylalkyl,  lower heterocyclylalkyl, lower heteroarylalkyl wherein the
heteroaryl group is unsubstituted or mono- or  di-substituted by lower
alkyl, and 25 phenyl which is unsubstituted or mono- or di-substituted by
halogen; or R3 and R" together with the nitrogen atom they are attached
to form a 5-, 6- or 7- membered heterocyclic ring; 142  R4 and R8
independently from each other are hydrogen or halogen; R5 and R7
independently from each other are selected from the group consisting of
hydrogen, halogen, lower halogenalkyl, lower halogenalkoxy and cyano;
R6 is selected from the group consisisting of hydrogen, halogen, lower
halogenalkyl,  lower halogenalkoxy and cyano; or pharmaceutically
acceptable salts thereof, and a pharmaceutically acceptable carrier and/or
adjuvant. 25. Pharmaceutical compositions according to any one of claim
18, 19 or 24,  comprising compounds of formula 1, wherein X is 0. 26.
Pharmaceutical compositions according to any one of claims 18 to 25,
comprising  compounds of formula I, wherein R1 is cycloalkyl substituted
by hydroxy. 27. Pharmaceutical compositions according to any one of
claims 18 to 25, comprising  compounds of formula I, wherein R' is
-CH2-CR9R70-cycloalkyl and wherein R9 is hydrogen  and R10 is
hydroxy. 28. Pharmaceutical compositions according to any one of claims
18, 19 or 24,  comprising compounds of formula I, wherein R3 is selected
from the group consisting of  lower cycloalkylalkyl, lower alkoxyalkyl and
lower halogenalkyl. 29. Pharmaceutical compositions according to any
one of claims 18 to 28, comprising  compounds of formula I, wherein R6 is
halogen or lower halogenalkyl and R4, R5, R7 and R8  are hydrogen. 30.
Pharmaceutical compositions according to claims 18 or 24, comprising
compounds of formula 1, wherein R' is cycloalkyl which is substituted by
hydroxy,  



or -CH2-CR9R10-cycloalkyl; R9 is hydrogen or lower alkyl; R10 is
hydrogen, hydroxy or lower alkoxy; 143  R2 is hydrogen; X is O; R3 is
selected from the group consisting of lower cycloalkylalkyl, lower
alkoxyalkyl and  lower halogenalkyl; R4, R5, R7 and R5 are hydrogen;  R6
is halogen; or pharmaceutically acceptable salts thereof. 31.
Pharmaceutical compositions according to claim 24, comprising
compounds  selected from the group consisting of:
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((]R,
2R)-2-hydroxy-cyclohexyl)- nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-ethoxy
)- nicotinamide,
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-fluoro-
phenyl)- nicotinamide,
5-(4-chloro-phenyl)-N-((]R,2R)-2-hydroxy-cyclohexyl)-6-(2,2,2-trifluoro-eth
oxy)- nicotinamide, 6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((]R,
2R)-2-hydroxy-cyclohexyl)- nicotinamide, and pharmaceutically
acceptable salts thereof. 32. Pharmaceutical compositions according to
claim 18, comprising compounds  selected from the group consisting of.
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((1R,
2R)-2-hydroxy-cyclohexyl)- nicotinamide, 5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-ethoxy)- nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl
)- nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2,2,2-trifluoro-eth
oxy)- nicotinamide, 



N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-fluoro-
phenyl)- nicotinamide, 6-butoxy-5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-nicotinamide, WO 2008/040651
PCT/EP2007/060094  -144
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-prop)l)-6-cyclopropylmeth
oxy- nicotinamide,
6-cyclopentyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((IR,2R)-2-hydrox
y- cyclohexyl)-nicotinamide, 5
6-(2-chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- cyclohexyl)-amide,
6-(2-chloro-phenyl)-5-cyclopentylamino-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl) -amide, 5- (4-chloro-phenyl)
-6-cyclopentyloxy-N-((IR,2R)-2-hydroxy-cyclohexyl )-nicotinamide,  1n
5-(2-chloro-5-trifluoromethyl-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-
cyclopropylmethoxy-nicotinamide,
6-(4-chloro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid
(1-hydroxy-indan-2- yl)-amide,
6-(3,4-dichloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- 15 hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((R)-1-hydro)cymethyl-pentyl)-6-(2-methoxy-ethoxy)
- nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((trans)-2-hydro)Cy-cyclohexy
l)- nicotinamide, 20
6-cyclopropylmethoxy-5-(3,4-dichloro-phenyl)-N-((trans)-2-hydro)Cy-cyclo
hexyl)- nicotinamide,
6-(4-chloro-phenyl)-5-cyclopropylmethoxy-pyrazine-2-carboxylic acid
((R)-1- hydroxymethyl-3-methyl-butyl) -amide,
6-(4-fluoro-phenyl)-5-(3-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl- 25 2-hydro)cy-propyl)-amide,
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- hydroxy-propyl) -amide, 6- ((R) -sec-butoxy) - 5 - (4
-chloro-phenyl) -N- ((I R,2R) -2 -hydroxy-cyclohexyl) - nicotinamide, 



30
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydro)cy-cyclohexyl)-6-[(2-methoxy-ethyl
)-methyl- amino] -nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-l-meth
yl- ethoxy) -nicotinamide, 5-(4-chloro-phenyl) -N-((1 R,2R)
-2-hydroxy-cyclohexyl)-6-(1-meth oxymethyl-propoxy) - 35 nicotinamide,
6-(4-fluoro-phenyl.)-5-((R)-2-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-1(R)-1-(tetrahydro-furan-2-yl)methoxy]-pyrazine-2-c
arboxylic  acid ((R)-2-cyclopropyl-2-hydroxy-propyl)-amide, WO
2008/040651 PCT/EP2007/060094  -145
5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-((S)-2-methoxy-pr
opoxy)- nicotinamide,
6-sec-butoxy-5-(4-chl.oro-phenyl)-N-((ZR,2R)-2-hydroxy-cyclohexyl)-nicoti
namide,
6-(4-chloro-phenyl)-5-(3-methyl-butylamino)-pyrazine-2-carboxylic acid
((R)-2 5 cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(cyclopropylmethyl-amino)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide, 5- (4-Chloro-phenyl)
-N-(2-cyclopropyl.-2-hydroxy-propyl) -6-(2,2,2-trifluoro-ethoxy)-
nicotinamide 10 5,6-bis-(4-chlorn-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy- propyl)-amide, 5- (4-chloro-phenyl) -6-
(cyclopropylmethyl-methyl- amino) -N-( (I R,2R)-2-hydroxy-
cyclohexyl)-nicotinamide, 6-(cyclopropylmethyl-methyl-amino)
-5-(4-fluoro-phenyl) -N-((1 R,2R)-2-hydroxy- 15 cyclohexyl)-nicotinamide,
N-(2-cyclopropyl-2-hydroxy-propyl)-6-(cyclopropylmethyl-methyl-amino)-5-
(4-fluoro- phenyl)-nicotinamide, N-((S) -2-cyclopropyl-2-hydroxy-propyl)
-6-cyclopropylmethoxy-5-(4-trifluoromethyl- phenyl) -nicotinamide, 20
5-butoxy-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2-hydroxy- propyl)-amide,
5-(4-chloro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(methyl-propyl.-a
mino)- 



nicotinamide,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(methyl-propyl-a
mino)- 25 nicotinamide,
5-cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl) -amide,
N-((S)-2-cyclopropyl.-2-hydroxy-propyl)-6-(2-methoxy-ethoxy)-5-(4-trifluor
omethyl- p henyl) -nicotinamide, 30
5-(4-fluoro-phenyl)-N-((1R,2R)-2-hydroxy-cyclohexyl)-6-(methyl-propyl-am
ino)- nicotinamide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-trifluoro
methoxy- phenyl) -nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(pyridin-4-yl
methoxy)- 35 nicotinamide,
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((S) -2- cyclopropyl-2 -hydroxy-propyl) -amide,
6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cycl oh exyl) -amide, WO 2008/040651
PCT/EP2007/060094  - 146
6-(4-fluoro-phenyl)-5-(2-methoxy-ethoxy)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl) -amide,
5-cyelopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2- hydroxy-cyclohexyl)-amide, 5
5-(4-chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropyl
methoxy- nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylm
ethoxy- nicotinamide,
5-(4-chloro-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-(3-methyl-iso
xazol-5- 10 ylmethoxy)-nicotinami.de,
5-cyclopropylmethoxy-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid  ((IR,2R)-2-hydroxy-cyclohexyl)-amide,
5-(cyclopropylmethyl-methyl-amino) -6- (4-trifluoromethoxy-phenyl)
-pyrazine-2- carboxylic acid ((IR,2R)-2-hydroxy-cyclohexyl)-amide, 15
5-cyclopropylmethoxy-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)- 



2-cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((1R,2R)-2-hydroxy-cyclohex
yl)-2- methyl-nicotinamide,
N-((R)-2-cyclopropyl-2-hydroxy-propyl)-5-(4-fluoro-phenyl)-6-(pyridin-2-yl
methoxy)- 20 nicotinamide,
6-(4-chloro-phenyl)-5-thiomorpholin-4-yl-pyrazine-2-carboxylic acid ((R)-2-
cyclopropyl-2-hydroxy-propyl) -amide,
6-cyclopropylmethoxy-N-(3,3,3-trifluoro-2-hydroxy-2-methyl-propyl)-5-(4-
trifluoromethyl-phenyl) -nicotinamide, 25
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(pyridin-2-ylmetho
xy)- nicotinamide,
5-(4-cyano-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)- nicotinamide, 6-cyclopropylmethoxy-5-(4-fl uoro-phenyl) -N-((R)
-3,3,3-trifluoro-2-hydroxy-2-rnethyl- 30 propyl)-nicotinamide,
5-(4-chloro-3-methyl-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-py
rrolidin-l- yl-nicotinamide, N-((R)-1-hydroxymethyl-3-methyl-butyl)
-5-(3-methoxy-phenyl) -6-pyrrolidin- l-yl- nicotinamide, 35
N-((R)-l-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-yl-5-(4-trifluorometho
)cy- phenyl) -nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(2-pyridin-2-yl-eth
yl)- nicotinamide 147
5-(4-chloro-phenyl)-6-[2-(5-fluoro-pyridin-2-yl)-ethyl]-N-((1R,
2R)-2-hydroxy-cyclohexyl)- nicotinamide,
6-(4-butylcarbamoyl-butoxy)-5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)- nicotinamide,
5-[4-(2-butylcarbamoyl-ethyl)-phenyl]-6-cyclopropylmethoxy-N-((IR,
2R)-2-hydroxy- cyelohexyl)-nicotinamide,
5-(2-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1.-
yl- nicotinamide, 5-(4-fluoro-phenyl)-N-((R)-l
-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-yl- nicotinamide, 



5-(3-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-
l-yl- nicotinamide, 5-(4-chloro-phenyl)-N-((R)- 1
-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- l -yl- nicotinamide,
5-(3,4-dichloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidi
n-l-yl- nicotinamide,
3'-(3-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[1,2']bipyridinyl-5'-carboxylic
acid ((S)-1- hydroxymethyl-3 -methyl-butyl)-amide, and of
pharmaceutically acceptable salts thereof. 33. Pharmaceutical
compositions according to any one of claims 18 to 32 for the  treatment
and/or prophylaxis of dyslipidemia. 34. Pharmaceutical compositions
according to any one of claims 18 to 32, comprising  the compound of
formula I in combination or association with another compound selected
from the group consisting of an HMG-CoA reductase inhibitor, an
microsomal triglyceride  transfer protein/ApoB secretion inhibitor, a PPAR
activator, a cholesteryl ester transfer  protein inhibitor, a bile acid reuptake
inhibitor, a cholesterol absorption inhibitor, a  cholesterol synthesis
inhibitor, a fibrate, niacin, a preparation containing niacin or other  HM74a
agonists, an ion-exchange resin, an antioxidant, an ACAT inhibitor or a
bile acid  sequestrant. 148  35. Compounds of formula I, selected from the
group consisting of.
6-cyclohexyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N((IR,
2R)-2-hydroxy-cyclohexyl)- nicotinamide,
6-butoxy-N-(2-cyclopropyl-2-hydroxy-propyl)-5-(2-fluoro-5-trifluoromethyl-p
henyl)- nicotinamide,
5-(4-chloro-phenyl)-6-cyclohexyloxy-N-((IR,2R)-2-hydroxy-cyclohexyl)-nic
otinamide,  6-cyclopentyloxy-5-(2-fluoro-5-trifluoromethyl-phenyl)-N-((IR,
2R)-2-hydroxy- cyclohexyi)-nicotinamide,
6-cyclopentyloxy-N-(2-cyclopropyl-2-hydroxy-propyl)-5-(2-fluoro-5-trifluoro
methyl- phenyl)-nicotinamide,
6-(2-chloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- cyclohexyl)-amide,
6-(2-chloro-phenyl)-5-cyclopentylamino-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- cyclohexyl)-amide, 



5-(4-chloro-phenyl)-6-cyclopentyloxy-N-((]R,2R)-2-hydroxy-cyclohexyl)-nic
otinamide,
5-(2-chloro-5-trifluoromethyl-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-
cyclopropylmethoxy-nicotinamide, 5-(4-chloro-phenyl)-N-((IR,
2R)-2-hydroxy-cyclohexyl)-6-phenoxy-nieotinamide,
6-(4-chloro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid
(1-hydroxy-indan-2-yl)- amide,
6-(3,4-dichloro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- hydroxy-propyl)-amide,
[5-(4-chloro-phenyl)-6-(2-methoxy-ethoxy)-pyridin-3-y1]-morpholin-4-yl-me
thanone,
5-(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-(2-propionyl
amino- ethoxy)-nicotinamide,
5-(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-pentyl)-6-(2-methoxy-ethoxy)-
nicotinamide,  5 -(4-chloro-phenyl)-N-((S)- l
-hydroxymethyl-2,2-dimethyl-propyl)-6-(2-methoxy-ethoxy)- nicotinamide,
6-cyclopropylmethoxy-5-(3,4-dichloro-phenyl)-N-((trans)-2-hydroxy-eyeloh
exyl)- nicotinamide,
6-(4-chloro-phenyl)-5-cyclopropylmethoxy-pyrazine-2-carboxylic acid
((R)-1- hydroxymethyl-3 -methyl-butyl)-amide,
5-(4-chloro-phenyl)-N-(2-hydroxy-3-methoxy-propyl)-6-(2-methoxy-ethoxy)
-nicotinamide, 149
5-(2-chloro-phenoxy)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- eyclohexyl)-amide,
6-(4-fluoro-phenyl)-5-(3-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl-2- hydroxy-propyl)-amide,
6-((R)-sec-butoxy)-5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-nicotinamide,  5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-6-isopropoxy-nicotinamide,
5-(4-chloro-phenyl)-N-((]R,2R)-2-hydroxy-cyclohexyl)-6-(2-methoxy-l-meth
yl-ethoxy)- nicotinamide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(1-methoxymethyl-
propoxy)- nicotinamide,
6-(4-fluoro-phenyl)-5-((R)-2-methoxy-propoxy)-pyrazine-2-carboxylic acid
(2-cyclopropyl- 2-hydroxy-propyl)-amide, 5-(4-chloro-phenyl)-N-((IR,
2R)-2-hydroxy-cyelohexyl)-6-((S)-2-methoxy-propoxy)- nicotinamide, 



6-sec-butoxy-5-(4-chloro-phenyl)-N-((]R,
2R)-2-hydroxy-cyclohexyl)-nieotinamide,
5-cyclopropylmethoxy-6-(4-trifluoromethyi-phenyl)-pyrazine-2-carboxylic
acid (2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(3-methyl-butylamino)-pyrazine-2-carboxylic acid
((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-cyclopropylamino-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(3-methoxy-azetidin-1-yl)-pyrazine-2-carboxylic acid
((R)-2- cyclopropyl-2-lrydroxy-propyl)-amide, 5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)-6-[3-(2-oxo-pyrrolidin- l -yl)-
propoxy]-nicotinamide, 5-(4-fluoro-phenyl)-N-((I R,
2R)-2-hydroxy-cyclohexyl)-6-(3 -methoxy-propoxy)- nicotinamide,
6-(4-chloro-phenyl)-5-[(S)-1-(tetrahydro-furan-2-yl)methoxy]-pyrazine-2-ca
rboxylic acid  ((S)-2-cyclopropyl-2-hydroxy-propyl)-amide,
N-(2-cyclopropyl-2-hydroxy-propyl)-6-(cyclopropylmethyl-methhyl-amino)-
5-(4-fluoro- phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-(methyl-propyl-a
mino)- nicotinamide,
5-cyclopropylmethoxy-6-(4-trifluoromethyl-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-methoxy-ethoxy)-5-(4-trifluoro
methyl- phenyl)-nicotinamide, 150
5-(4-chloro-phenyl)-N-(2-cyclopropyl-2-hydroxy-propyl)-6-[(2-methoxy-ethy
l)-methyl- amino]-nicotinamide,
3'-(4-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[ 1,2']bipyridinyl-5'-carboxylic
acid (2- cyclopropyl-2-hydroxy-propyl)-amide,
N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylmethoxy-5-(4-trifluoro
methoxy- phenyl)-nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(2-methyl-2H
-[l,2,4]triazol- 3-ylmethoxy)-nieotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-(pyridin-4-yl
methoxy)- nicotinamide, 



6-(4-fluoro-phenyl)-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid
((S)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-cyclopropylmethoxy-6-(4-fluoro-phenyl)-pyrazine-2-carboxylic acid
((IR,2R)-2-hydroxy- cyclohexyl)-amide,
5-(4-cyano-phenyl)-N-((R)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylm
ethoxy- nicotinamide,
5-(4-chloro-phenyl)-N-((S)-2-cyclopropyl-2-hydroxy-propyl)-6-cyclopropylm
ethoxy- nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-(1-hydroxymethyl-cyclopentyl)
-nicotinamide,
5-[bis-(2-hydroxy-ethyl)-amino]-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-(5-bromo-furan-2-ylethynyl)-6-(4-chloro-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-(3-methoxy-prop-1
-ynyl)- nicotinamide, 5-(4-chloro-phenyl)-6-cyclopropylethynyl-N-((IR,
2R)-2-hydroxy-cyclohexyl)-nicotinamide,
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)-2-methyl- nicotinamide,
5-(2-pyridin-3-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,
2R)-2-hydroxy-cyclohexyl)-2-methyl-6-(2,2,2-trifluoro-
ethoxy)-nicotinamide,
6-(4-chloro-phenyl)-5-thiomorpholin-4-yl-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- hydroxy-propyl)-amide,
6-(4-chloro-phenyl)-5-(4,4-difluoro-piperidin-l-yl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide, 151
6-(4-chloro-phenyl)-5-(2-cyclopropyl-ethyl)-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl- 2-hydroxy-propyl)-amide,
5-(2-pyridin-2-yl-ethyl)-6-(4-trifluoromethoxy-phenyl)-pyrazine-2-carboxylic
acid ((R)-2- cyclopropyl-2-hydroxy-propyl)-amide,
6-(4-fluoro-phenyl)-5-piperidin-1-yl-pyrazine-2-carboxylic acid
((R)-2-cyclopropyl-2- hydroxy-propyl)-amide,
5-(4-chloro-phenyl)-N-((IR,2R)-2-hydroxy-cyclohexyl)-6-[2-(I-hydroxy-cyclo
pentyl)- 



ethyl]-nicotinamide,
6-cyclopropylmethoxy-5-(4-fluoro-phenyl)-N-((R)-3,3,3-trifluoro-2-hydroxy-
2-methyl- propyl)-nicotinamide,
5-(4-chloro-phenyl)-6-cyclopropylmethoxy-N-((IR,2R)-2-hydroxy-cyclohexy
l)-2- trifluoromethyl-nicotinamide N-((S)-1-hydroxymethyl-3
-methyl-butyl)-5-(3-methoxy-phenyl)-6-pyrrolidin- l -yl- nicotinamide,
N-((S)-1-hydroxymethyl-3 -methyl-butyl)-5 -(4-methoxy-phenyl)-6-pyrro
lidin- l -yl- nicotinamide, 5-(4-chloro-3-methyl-phenyl)-N-((R)-l
-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-yl- nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-5-(3-methoxy-phenyl)-6-pyrrolidin-
l-yl- nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-5-(4-methoxy-phenyl)-6-pyrrolidin-
l -yl- nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-yl-5-(4-trifluorometh
yl-phenyl)- nicotinamide,
N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l-yl-5-(4-trifluorometho
xy-phenyl)- nicotinamide,
5-(4-cyan-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-1-yl
- nicotinamide, N-((I R, 2R)-2-hydroxy-cyclohexyl)-6-[2-(3-methyl-3
H-imidazoI-4-yl)-ethyl]-5-(4- trifluoromethyl-phenyl)-nicotinamide,
(R)-2-{[6-(4-fluoro-phenyl)-5-pyrrolidin-1-yl-pyrazine-2-carbonyl]-amino}-3-
methyl- butyric acid methyl ester
6-(4-butylcarbamoyl-butoxy)-5-(4-chloro-phenyl)-N-((1R,
2R)-2-hydroxy-cyclohexyl)- nicotinamide,
5-[4-(2-butylcarbamoyl-ethyl)-phenyl]-6-cyclopropylmethoxy-N-((]R,
2R)-2-hydroxy- cyclohexyl)-nicotinamide,
5-(2,4-dichloro-phenyl)-.N--(2-hydroxy-ethyl)-6-propoxy-nicotinamide,
6-cyclopentylmethoxy-5-(2,4-dichloro-phenyl)-N-(2-hydroxy-ethyl)-nicotina
mide, 152
5-(4-chloro-phenyl)-N-((S)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l
-yl- nicotinamide, 



5-(3,4-dichloro-phenyl)-N-((S)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidi
n-l-yl- nicotinamide,
5-(4-chloro-3-methyl-phenyl)-N-((S)-1-hydroxymethyl-3-methyl-butyl)-6-pyr
rolidin-l-yl- nicotinamide, 5 -(2-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3
-methyl-butyl)-6-pyrrolidin- l -yl- nicotinamide,
5-(4-fluoro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin-l
-yl- nicotinamide, 5-(3
-chloro-phenyl)-N-((R)-1-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin- l -yl-
nicotinamide, 5 -(4-chloro-phenyl)-N-((R)-1-hydroxymethyl-3
-methyl-butyl)-6-pyrrolidin-l-yl- nicotinamide,
5-(3,4-dichloro-phenyl)-N-((R)-I-hydroxymethyl-3-methyl-butyl)-6-pyrrolidin
-l-yl- nicotinamide, 3'-(3-chloro-phenyl)-3,4,5,6-tetrahydro-2H-[
1,2']bipyridinyl-5'-carboxylic acid ((S)-1-
hydroxymethyl-3-methyl-butyl)-amide, and all pharmaceutically acceptable
salts thereof. 36. Compounds of the formula I having the formula  R7  6
R8 R O ~ I-B  R5 A R R4 N R17 R2  R15 wherein A, R' to R8, R'5 and R'7
are as defined in claim 1, and pharmaceutically  acceptable salts thereof 
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