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PHARMACEUTICAL USE OF SUBSTITUTED 
AMIDES 

CROSS-REFERENCE TO RELATED 
APPLICATIONS 

[0001] This application is a continuation of US. applica 
tion Ser. No. 11/265,794 ?led Oct. 11, 2005, Which is a 
continuation of International Application No. PCT/DK2004/ 
000250, ?ledApr. 6, 2004, Which claims priority from Danish 
Patent Application Nos. PA 2003 00565, ?led Apr. 11, 2003; 
PA 2003 00972, ?led Jun. 27, 2003; PA 2003 00988, ?led Jun. 
30,2003; PA2003 00989, ?led Jun. 30, 2003; PA 2003 00990, 
?led Jun. 30, 2003; PA 2003 00998, ?led Jul. 2, 2003; PA 
2003 01910, ?led Dec. 22, 2003; and PA 2004 00009, ?led 
Jan. 6, 2004; and US. Patent Application Nos. 60/467,800, 
?led May 2, 2003; 60/486,095, ?led Jul. 10, 2003; 60/486, 
097, ?led Jul. 10, 2003; 60/486,094, ?led Jul. 10, 2003; 
60/486,078, ?led Jul. 10, 2003; 60/486,098, ?led Jul. 10, 
2003; and 60/537,099, ?led Jan. 16, 2004. 

FIELD OF INVENTION 

[0002] The present invention relates to use of substituted 
amides and pharmaceutical compositions comprising the 
compounds for treating disorders Where it is desirable to 
modulate the activity of 11B-hydroxysteroid dehydrogenase 
type 1 (11BHSD1). 

[0003] The present invention also relates to novel substi 
tuted amides, to their use in therapy, to pharmaceutical com 
positions comprising the compounds, to the use of said com 
pounds in the manufacture of medicaments, and to 
therapeutic methods comprising the administration of said 
compounds. The present compounds modulate the activity of 
11B-hydroxysteroid dehydrogenase type 1 (11BHSD1) and 
are accordingly useful in the treatment of diseases in Which 
such a modulation is bene?cial, such as the metabolic syn 
drome. 

BACKGROUND OF THE INVENTION 

[0004] The metabolic syndrome is a major global health 
problem. In the US, the prevalence in the adult population is 
currently estimated to be approximately 25%, and it contin 
ues to increase both in the US and WorldWide. The metabolic 
syndrome is characterised by a combination of insulin resis 
tance, dyslipidemia, obesity and hypertension leading to 
increased morbidity and mortality of cardiovascular diseases. 
People With the metabolic syndrome are at increased risk of 
developing frank type 2 diabetes, the prevalence of Which is 
equally escalating. 
[0005] In type 2 diabetes, obesity and dyslipidemia are also 
highly prevalent and around 70% of people With type 2 dia 
betes additionally have hypertension once again leading to 
increased mortality of cardiovascular diseases. 

[0006] In the clinical setting, it has long been knoWn that 
glucocorticoids are able to induce all of the cardinal features 
of the metabolic syndrome and type 2 diabetes. 

[0007] 11B-hydroxysteroid dehydrogenase type 1 
(11BHSD1) catalyses the local generation of active glucocor 
ticoid in several tissues and organs including predominantly 
the liver and adipose tissue, but also e.g. skeletal muscle, 
bone, pancreas, endothelium, ocular tissue and certain parts 
of the central nervous system. Thus, 11BHSD1 serves as a 
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local regulator of glucocorticoid actions in the tissues and 
organs Where it is expressed (Tannin et al., .1. Biol. Chem., 
266, 16653 (1991); Bujalska et al., Endocrinology, 140, 3188 
(1999); WhorWood et al., JClin EndocrinolMetab, 86, 2296 
(2001); Cooper et al., Bone, 27, 375 (2000); Davani et al., J. 
Biol. Chem., 275, 34841 (2000); Brem et al., Hypertension, 
31, 459 (1998); RauZ et al., Invest. Ophthalmol. VlS. Sci., 42, 
2037 (2001); Moisan et al., Endocrinology, 127, 1450 
(1990)). 

[0008] The role of 11BHSD1 in the metabolic syndrome 
and type 2 diabetes is supported by several lines of evidence. 
In humans, treatment With the non-speci?c 1 1 BHSDl inhibi 
tor carbenoxolone improves insulin sensitivity in lean healthy 
volunteers and people With type 2 diabetes. LikeWise, 
11BHSD1 knock-out mice are resistant to insulin resistance 
induced by obesity and stress. Additionally, the knock-out 
mice present With an anti-atherogenic lipid pro?le of 
decreased VLDL triglycerides and increased HDL-choles 
terol. Conversely, mice that overexpress 11BHSD1 in adipo 
cytes develop insulin resistance, hyperlipidemia and visceral 
obesity, a phenotype that resembles the human metabolic 
syndrome (AndreWs et al., J. Clin. Endocrinol. Metab, 88, 
285 (2003); Walker et al., .1. Clin. Endocrinol. Metab, 80, 
3155 (1995); Mortonet al.,J. Biol. Chem., 276, 41293 (2001); 
Kotelevtsev et al., Proc. Natl. Acad. Sci. USA, 94, 14924 
(1997); MasuZaki et al., Science, 294, 2166 (2001)). 

[0009] The more mechanistic aspects of 11BHSD1 modu 
lation and thereby modulation of intracellular levels of active 
glucocorticoid have been investigated in several rodent mod 
els and different cellular systems. 11BHSD1 promotes the 
features of the metabolic syndrome by increasing hepatic 
expression of the rate-limiting enZymes in gluconeogenesis, 
namely phosphoenolpyuvate carboxykinase and glucose-6 
phosphatase, promoting the differentiation of preadipocytes 
into adipocytes thus facilitating obesity, directly and indi 
rectly stimulating hepatic VLDL secretion, decreasing 
hepatic LDL uptake and increasing vessel contractility 
(Kotelevtsev et al., Proc. Natl. Acad. Sci. USA, 94, 14924 
(1997); Morton et al., .1. Biol. Chem. 276, 41293 (2001); 
Bujalska et al., Endocrinology, 140, 3188 (1999); Souness et 
al., Steroids, 67, 195 (2002), Brindley & Salter, Prog. Lipid 
Res., 30, 349 (1991)). 

[0010] WO 01/90090, WO 01/90091, WO 01/90092, WO 
01/90093 and WO 01/90094 discloses various thiaZol-sul 
fonamides as inhibitors of the human 11B-hydroxysteroid 
dehydrogenase type 1 enZyme, and further states that said 
compounds may be useful in treating diabetes, obesity, glau 
coma, osteoporosis, cognitive disorders, immune disorders 
and depression. 

[0011] We have noW found substituted amides that modu 
late the activity of 11BHSD1 leading to altered intracellular 
concentrations of active glucocorticoid. More speci?cally, 
the present compounds inhibit the activity of 1 1BHSD1 lead 
ing to decreased intracellular concentrations of active gluco 
corticoid. Thus, the present compounds can be used to treat 
disorders Where a decreased level of active intracellular glu 
cocorticoid is desirable, such as e. g. the metabolic syndrome, 
type 2 diabetes, impaired glucose tolerance (IGT), impaired 
fasting glucose (IFG), dyslipidemia, obesity, hypertension, 
diabetic late complications, cardiovascular diseases, arterio 
sclerosis, atherosclerosis, myopathy, muscle Wasting, 
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osteoporosis, neurodegenerative and psychiatric disorders, 
and adverse effects of treatment or therapy With glucocorti 
coid receptor agonists. 

[0012] One object of the present invention is to provide 
compounds, pharmaceutical compositions and use of com 
pounds that modulate the activity of l lBHSDl. 

DEFINITIONS 

[0013] In the following structural formulas and throughout 
the present speci?cation, the following terms have the indi 
cated meaning: 

[0014] The term “halo” includes ?uorine, chlorine, bro 
mine, and iodine. 

[0015] The term “trihalomethyl” includes tri?uoromethyl, 
trichloromethyl, tribromomethyl, and triiodomethyl. 

[0016] The term “trihalomethoxy” includes tri?uorome 
toxy, trichlorometoxy, tribromometoxy, and triiodometoxy. 

[0017] The term “alkyl” includes C l-C8 straight chain satu 
rated and methylene aliphatic hydrocarbon groups, C3-C8 
branched saturated hydrocarbon groups having the speci?ed 
number of carbon atoms. For example, this de?nition shall 
include but is not limited to methyl (Me), ethyl (Et), propyl 
(Pr), butyl (Bu), pentyl, hexyl, isopropyl (i-Pr), isobutyl 
(i-Bu), tert-butyl (t-Bu), secbutyl (s-Bu), isopentyl, neopen 
tyl, and the like. 

[0018] The term “alkenyl” includes C2-C6 straight chain 
unsaturated aliphatic hydrocarbon groups and branched 
Cg-C6 unsaturated aliphatic hydrocarbon groups having the 
speci?ed number of carbon atoms. For example, this de?ni 
tion shall include but is not limited to ethenyl, propenyl, 
butenyl, pentenyl, hexenyl, methylpropenyl, methylbutenyl 
and the like. 

[0019] The term “alkynyl” includes C2-C6 straight chain 
unsaturated aliphatic hydrocarbon groups and C4-C6 
branched unsaturated aliphatic hydrocarbon groups having 
the speci?ed number of carbon atoms. For example, this 
de?nition shall include but is not limited to ethynyl, propynyl, 
butynyl, pentynyl, hexynyl, methylbutynyl, and the like. 

[0020] The term “saturated or partially saturated cyclic, 
bicyclic or tricyclic ring system” represents but are not limit 
to aZiridinyl, aZepanyl, aZocanyl, pyrrolinyl, pyrrolidinyl, 
2-imidaZolinyl, imidaZolidinyl, 2-pyraZolinyl, morpholinyl, 
piperidinyl, thiomorpholinyl, piperaZinyl, phthalimide, 1,2, 
3,4-tetrahydro-quinolinyl, l,2,3,4-tetrahydro-isoquinolinyl, 
l,2,3,4-tetrahydro-quinoxalinyl, indolinyl, l,6-aZa-bicyclo 
[3.2.1]octane, 2-aZa-bicyclo[4. l . l ]octane, 2-aZa-bicyclo 
[3.2.1]octanyl, 7-aZa-bicyclo[4. l . l ]octanyl, 9-aZa-bicyclo 
[3.3.2]decanyl, 4-aZa-tricyclo[4.3.l.l3’8]undecanyl, 9-aZa 
tricyclo [3 .3 .2 .03 ’7]decanyl. 

[0021] The term “saturated orpartially saturated cyclic ring 
system” represents but are not limited to cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, cyclobutenyl, cyclopen 
tenyl, cyclohexenyl, cycloheptenyl, cyclooctenyl, cyclonon 
enyl, cyclodecenyl, tetrahydrofuranyl or tetrahydropyranyl. 

[0022] The term “saturated or partially saturated aromatic 
ring system” represents but are not limited to cyclopentyl, 
cyclohexyl, cyclobutenyl, cyclopentenyl, cyclohexenyl, 
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cycloheptenyl, cyclooctenyl, cyclononenyl, cyclodecenyl, 
tetrahydrofuranyl, tetrahydropyranyl, phenyl, pyridyl or pyri 
midinyl. 

[0023] The term “cycloalkyl” (e.g. cyclopropyl, cyclobu 
tyl, cyclopentyl, cyclohexyl, cycloheptyl, cyclooctyl, 
cyclononyl, cyclodecyl, bicyclo[3.2. l]octyl, spiro[4.5]decyl, 
norpinyl, norbonyl, norcaryl, adamantyl and the like) repre 
sents a saturated, mono-, bi-, tri- or spirocarbocyclic group 
having the speci?ed number of carbon atoms. 

[0024] The term “cycloalkylalkyl” (e.g. cyclopropylm 
ethyl, cyclobutylethyl, adamantylmethyl and the like) repre 
sents a cycloalkyl group as de?ned above attached through an 
alkyl group having the indicated number of carbon atoms or 
substituted alkyl group as de?ned above. 

[0025] The term “cycloalkenyl” (e.g. cyclobutenyl, cyclo 
pentenyl, cyclohexenyl, cycloheptenyl, cyclooctenyl, 
cyclononenyl, cyclodecenyl and the like) represents a par 
tially saturated, mono-, bi-, tri- or spirocarbocyclic group 
having the speci?ed number of carbon atoms. 

[0026] The term “cycloalkylcarbonyl” (e.g. cyclopropyl 
carbonyl, cyclohexylcarbonyl) represents an cycloalkyl 
group as de?ned above having the indicated number of car 
bon atoms attached through a carbonyl group. 

[0027] The term “hetcycloalkylcarbonyl” (e.g. l-piperidin 
4-yl-carbonyl, l-(l ,2,3,4-tetrahydroisoquinolin-6-yl)carbo 
nyl) represents an hetcycloalkyl group as de?ned above hav 
ing the indicated number of carbon atoms attached through a 
carbonyl group. 

[0028] The term "cycloalkylalkylcarbonyl” (e.g. cyclo 
hexylmethylcarbonyl, cycloheptylethylcarbonyl and the like) 
represents a cycloalkyl group as de?ned above attached 
through an alkyl group having the indicated number of carbon 
atoms or substituted alkyl group as de?ned above. 

[0029] The term “hetcycloalkyl” (tetrahydrofuranyl, tet 
rahydropyranyl, tertahydrothiopyranyl, piperidine, pyridZine 
and the like) represents a saturated mono-, bi-, tri- or spiro 
carbocyclic group having the speci?ed number of carbon 
atoms and one or tWo additional heteroatoms or groups 

selected from nitrogen, oxygen, sulphur, S0 or S02. 

[0030] The term “hetcycloalkylalkyl” (e.g. tetrahydrofura 
nylmethyl, tetrahydropyranylethyl, tertahydrothiopyranylm 
ethyl, and the like) represents a hetcycloalkyl group as 
de?ned above attached through an alkyl group having the 
indicated number of carbon atoms or substituted alkyl group 
as de?ned above. 

[0031] The term “alkyloxy” (e.g. methoxy, ethoxy, propy 
loxy, allyloxy, cyclohexyloxy) represents an alkyl group as 
de?ned above having the indicated number of carbon atoms 
attached through an oxygen bridge. 

[0032] The term “alkyloxyalkyl” (e.g. methyloxymethyl 
and the like) represents an alkyloxy group as de?ned above 
attached through an “alkyl” group. 

[0033] The term “aryloxyhetaryl” (e.g. 2-phenoxy-pyridyl 
and the like) represents an aryloxy group as de?ned beloW 
attached through a “hetaryl” group. 

[0034] The term “aryloxy” (e. g. phenoxy, naphthyloxy and 
the like) represents an aryl group as de?ned beloW attached 
through an oxygen bridge. 
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[0035] The term “hetaryloxy” (e.g. 2-pyridyloxy and the 
like) represents a hetaryl group as de?ned below attached 
through an oxygen bridge. 

[0036] The term “arylalkyloxy” (e.g. phenethyloxy, naph 
thylmethyloxy and the like) represents an arylalkyl group as 
de?ned beloW attached through an oxygen bridge. 

[0037] The term “hetarylalkyloxy” (e.g. 2-pyridylmethy 
loxy and the like) represents a hetarylalkyl group as de?ned 
beloW attached through an oxygen bridge. 

[0038] The term “alkyloxycarbonyl” (e.g. methylformiat, 
ethylformiat and the like) represents an alkyloxy group as 
de?ned above attached through a carbonyl group. 

[0039] The term “aryloxycarbonyl” (e.g. phenylformiat, 
2-thiaZolylformiat and the like) represents an aryloxy group 
as de?ned above attached through a carbonyl group. 

[0040] The term “arylalkyloxycarbonyl” (e.g. benZyl 
formiat, phenyletylformiat and the like) represents an “aryla 
lkyloxy” group as de?ned above attached through a carbonyl 
group. 

[0041] The term “alkylthio” (e.g. methylthio, ethylthio and 
the like) represents an alkyl group as de?ned above attached 
through a sulphur bridge. 

[0042] The term “arylthio” (e.g. benZenthiol, naphthylthiol 
and the like) represents an aryl group as de?ned beloW 
attached through a sulphur bridge. 

[0043] The term “hetarylthio” (e. g. pyridine-2-thiol, thiaZ 
ole-2 -thiol and the like) represents an hetaryl group as de?ned 
beloW attached through a sulphur bridge. 

[0044] The term “arylthioalkyl” (e.g. methylsulfanyl ben 
Zene, ethylsulfanyl naphthalene and the like) represents an 
arylthio group as de?ned beloW attached through an alkyl 
group having the indicated number of carbon atoms. 

[0045] The term “hetarylthioalkyl” (e.g. 2-methylsulfanyl 
pyridine, l-ethylsulfanyl-isoquinoline and the like) repre 
sents a hetarylthio group as de?ned beloW attached through 
an alkyl group having the indicated number of carbon atoms. 

[0046] The term “hetaryloxyaryl” (e. g. l-phenoxy-iso 
quinolyl, 2-phenoxypyridyl and the like) represents a hetary 
loxy group as de?ned above attached through an “aryl” group 
as de?ned beloW. 

[0047] The term “hetaryloxyhetaryl” (e.g. l-(2-pyridy 
loxy-isoquinoline), 2-(imidaZol-2-yloxypyridine) and the 
like) represents a hetaryloxy group as de?ned above attached 
through a “hetaryl” group as de?ned beloW. 

[0048] The term “aryloxyalkyl” (e.g. phenoxymethyl, 
naphthyloxyethyl and the like) represents an aryloxy group as 
de?ned above attached through an “alkyl” group having the 
indicated number of carbon atoms. 

[0049] The term “aryloxyaryl” (e.g. l-phenoxy-naphtha 
lene, phenyloxyphenyl and the like) represents an aryloxy 
group as de?ned above attached through an “aryl” group as 
de?ned beloW. 

[0050] The term “arylalkyloxyalkyl” (e.g. ethoxymethyl 
benZene, 2-methoxymethylnaphthalene and the like) repre 
sents an arylalkyloxy group as de?ned above attached 
through an “alkyl” group having the indicated number of 
carbon atoms. 
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[0051] The term “hetaryloxyalkyl” (e.g. 2-pyridyloxym 
ethyl, 2-quinolyloxyethyl and the like) represents a hetary 
loxy group as de?ned above attached through an “alkyl” 
group having the indicated number of carbon atoms. 

[0052] The term “hetarylalkyloxyalkyl” (e.g. 4-meth 
oxymethyl-pyrimidine, 2-methoxymethylquinoline and the 
like) represents a hetarylalkyloxy group as de?ned above 
attached through an “alkyl” group having the indicated num 
ber of carbon atoms. 

[0053] The term “arylalkyl” (e.g. benZyl, phenylethyl, 
3 -phenylpropyl, l -naphtylmethyl, 2-(1 -naphtyl)ethyl and the 
like) represents an aryl group as de?ned beloW attached 
through an alkyl having the indicated number of carbon atoms 
or substituted alkyl group as de?ned above. 

[0054] The term “hetarylalkyl” or “hetaralkyl” (e. g. (2-fu 
ryl)methyl, (3-furyl)methyl, (2-thienyl)methyl, (3-thienyl 
)methyl, (2-pyridyl)methyl, l-methyl-l -(2-pyrimidyl)ethyl 
and the like) represents a hetaryl group as de?ned beloW 
attached through an alkyl having the indicated number of 
carbon atoms or substituted alkyl group as de?ned above. 

[0055] The term “alkylcarbonyl” (e.g. octylcarbonyl, pen 
tylcarbonyl, 3-hexenylcarbonyl) represents an alkyl group as 
de?ned above having the indicated number of carbon atoms 
attached through a carbonyl group. 

[0056] The term “arylcarbonyl” (e.g. benZoyl) represents 
an aryl group as de?ned beloW attached through a carbonyl 
group. 

[0057] The term “hetarylcarbonyl” (e.g. 2-thiophenylcar 
bonyl, 3-methoxy-anthrylcarbonyl, oxaZolylcarbonyl and the 
like) represents a hetaryl group as de?ned beloW attached 
through a carbonyl group. 

[0058] The term “carbonylalkyl” (e.g. acetyl and the like) 
represents a carbonyl group attached through alkyl group as 
de?ned above having the indicated number of carbon atoms. 

[0059] The term “alkylcarbonylalkyl” (e.g. propan-2-one, 
4,4-dimethyl-pentan-2-one and the like) represents an alkyl 
carbonyl group as de?ned above attached through an alkyl 
group as de?ned above having the indicated number of car 
bon atoms. 

[0060] The term “arylcarbonylalkyl” (e.g. l-phenyl-pro 
pan-l-one, l-(3-chloro-phenyl)-2-methylbutan-l-one and 
the like) represents a arylcarbonyl group as de?ned above 
attached through an alkyl group as de?ned above having the 
indicated number of carbon atoms. 

[0061] The term “hetarylcarbonylalkyl” (e.g. l-pyridin-2 
yl-propan- 1 -one, l-(l -H-imidaZol-2-yl)propan-l -one and 
the like) represents a hetarylcarbonyl group as de?ned above 
attached through an alkyl group as de?ned above having the 
indicated number of carbon atoms. 

[0062] The term “arylalkylcarbonyl” (e.g. phenylpropyl 
carbonyl, phenylethylcarbonyl and the like) represents an 
arylalkyl group as de?ned above having the indicated number 
of carbon atoms attached through a carbonyl group. 

[0063] The term “hetarylalkylcarbonyl” (e.g. imidaZolyl 
pentylcarbonyl and the like) represents a hetarylalkyl group 
as de?ned above Wherein the alkyl group is in turn attached 
through a carbonyl. 
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[0064] The term “alkylcarbonylamino” (e.g. methylcarbo 
nylamino, cyclopentylcarbonylaminomethyl, methylcarbo 
nylaminophenyl) represents an “alkylcarbonyl” group as 
de?ned above Wherein the carbonyl is in turn attached 
through the nitrogen atom of an amino group. The nitrogen 
atom may itself be substituted With an alkyl or aryl group. 

[0065] The term “alkylcarbonylaminoalkyl” (e.g. N-pro 
pyl-acetamide, N-butyl-propionamide and the like) repre 
sents an “alkylcarbonylamino” group attached through an 
alkyl group as de?ned above having the indicated number of 
carbon atoms. 

[0066] The term "arylalkylcarbonylamino” (e.g. phenylac 
etamide, 3phenyl-propionamide and the like) represents an 
“arylalkylcarbonyl” group as de?ned above attached through 
an amino group. 

[0067] The term "arylalkylcarbonylaminoalkyl” (e.g. 
N-ethyl-phenylacetamide, N-butyl-3-phenyl-propionamide 
and the like) represents an “arylalkylcarbonylamino” group 
attached through an alkyl group as de?ned above having the 
indicated number of carbon atoms. 

[0068] The term “arylcarbonylamino” (e. g. benZamide, 
naphthalene-l -carboxylic acid amide and the like) represents 
an “arylcarbonyl” group as de?ned above attached through an 
amino group. 

[0069] The term “arylcarbonylaminoalkyl” (e. g. N-propyl 
benZamide, N-Butyl-naphthalene-l -carboxylic acid amide 
and the like) represents an “arylcarbonylamino” group 
attached through an alkyl group as de?ned above having the 
indicated number of carbon atoms. 

[0070] The term “alkylcarboxy” (e. g. heptylcarboxy, 
cyclopropylcarboxy, 3-pentenylcarboxy) represents an alky 
lcarbonyl group as de?ned above Wherein the carbonyl is in 
turn attached through an oxygen bridge. 

[0071] The term “arylcarboxy” (e.g. benZoic acid and the 
like) represents an arylcarbonyl group as de?ned above 
Wherein the carbonyl is in turn attached through an oxygen 
bridge. 

[0072] The term “alkylcarboxyalkyl” (e.g. heptylcar 
boxymethyl, propylcarboxy tert-butyl, 3-pentylcarboxy 
ethyl) represents an 

[0073] The term “arylalkylcarboxy” (e.g. benZylcarboxy, 
phenylpropylcarboxy and the like) represents an arylalkylcar 
bonyl group as de?ned above Wherein the carbonyl is in turn 
attached through an oxygen bridge. 

[0074] The term “arylalkylcarboxyalkyl” (e. g. benZylcar 
boxymethyl, phenylpropylcarboxypropyl and the like) repre 
sents an arylalkylcarboxy group as de?ned above Wherein the 
carboxy group is in turn attached through an alkyl group as 
de?ned above having the indicated number of carbon atoms. 

[0075] The term “hetarylcarboxy” (e.g. pyridine-2-car 
boxylic acid and the like) represents a hetarylcarbonyl group 
as de?ned above Wherein the carbonyl is in turn attached 
through an oxygen bridge. 

[0076] The term “hetarylalkylcarboxy” (e.g. (l-H-imida 
Zol-2-yl)-acetic acid, 3-pyrimidin-2-yl-propionic acid and 
the like) represents a hetarylalkylcarbonyl group as de?ned 
above Wherein the carbonyl is in turn attached through an 
oxygen bridge. 
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[0077] The term “aryl” includes but is not limited to a 
carbocyclic aromatic ring system being either monocyclic, 
bicyclic, or polycyclic, such as phenyl, biphenyl, naphthyl, 
anthracenyl, phenanthrenyl, ?uorenyl, indenyl, pentalenyl, 
aZulenyl, biphenylenyl and the like. Aryl is also intended to 
include the partially hydrogenated derivatives of the carbocy 
clic aromatic systems enumerated above. Non-limiting 
examples of such partially hydrogenated derivatives are 1,2, 
3,4-tetrahydronaphthyl, l,4-dihydronaphthyl and the like. 

[0078] The term “aryll” includes phenyl, biphenyl, naph 
thyl, anthracenyl, phenanthrenyl, and ?uorenyl. 

[0079] The term “aryl2” includes phenyl, biphenyl, and 
naphthyl. 

[0080] The term “hetaryl” includes but is not limited to 
pyrrolyl (2-pyrrolyl), pyraZolyl (3-pyraZolyl), imidaZolyl 
(l-imidaZolyl, 2-imidaZolyl, 4-imidaZolyl, 5-imidaZolyl), 
triaZolyl (1,2,3-triazol-l-yl, 1,2,3-triazol-2-yl 1,2,3-triazol 
4-yl, 1,2,4-triazol-3-yl), oxaZolyl (2-oxaZolyl, 4-oxaZolyl, 
5-oxaZolyl), isoxaZolyl (3-isoxaZolyl, 4-isoxaZolyl, 5-isox 
aZolyl), thiaZolyl (2-thiaZolyl, 4-thiaZolyl, 5-thiaZolyl), 
thiophenyl (2-thiophenyl, 3-thiophenyl, 4-thiophenyl, 
5-thiophenyl), furanyl (2-furanyl, 3-furanyl, 4-furanyl, 
S-furanyl), pyridyl (2-pyridyl, 3-pyridyl, 4-pyridyl, 5-py 
ridyl), 5-tetraZolyl, pyrimidinyl (2-pyrimidinyl, 4-pyrimidi 
nyl, 5-pyrimidinyl, 6-pyrimidinyl), pyraZinyl, pyridaZinyl 
(3-pyridaZinyl, 4-pyridaZinyl, 5-pyridaZinyl), quinolyl 
(Z-quinolyl, 3-quinolyl, 4-quinolyl, 5-quinolyl, 6-quinolyl, 
7-quinolyl, 8-quinolyl), isoquinolyl (l-isoquinolyl, 3-iso 
quinolyl, 4-isoquinolyl, 5-isoquinolyl, 6-isoquinolyl, 7-iso 
quinolyl, 8-isoquinolyl), benZo[b]furanyl (2-benZo[b]fura 
nyl, 3-benZo[b]furanyl, 4-benZo[b]furanyl, 5-benZo[b] 
furanyl, 6-benZo[b]furanyl, 7-benZo[b]furanyl), 2,3-dihydro 
benZo[b]furanyl (2-(2,3-dihydro-benZo[b]?.1ranyl), 3-(2,3 
dihydro-benZo[b]iuranyl), 4-(2,3-dihydro-benZo[b]iuranyl), 
5-(2,3-dihydro-benZo-[b]?.1ranyl), 6-(2,3-dihydro-benZo-[b] 
furanyl), 7-(2,3-dihydro-benZo[b]?.1ranyl)), benZo[b] 
thiophenyl (2-benZo[b]thiophenyl, 3-benZo[b]thiophenyl, 
4-benZo[b]thiophenyl, 5-benZo[b]thiophenyl, 6-benZo[b] 
thiophenyl, 7-benZo[b]thiophenyl), 2,3-dihydro-benZo[b] 
thiophenyl (2-(2,3-dihydro-benZo[b]thiophenyl), 3-(2,3-di 
hydro-benZo[b]thiophenyl), 4-(2,3-dihydro-benZo[b] 
thiophenyl), 5-(2,3-dihydro-benZo[b]thiophenyl), 6-(2,3 
dihydro-benZo[b]thiophenyl), 7-(2,3-dihydro-benZo[b] 
thiophenyl)), 4,5,6,7-tetrahydro-benZo[b]thiophenyl (2-(4,5, 
6 ,7 -tetrahydro -benZo [b]thiophenyl), 3 -(4, 5 ,6 ,7 -tetrahydro - 
benZo[b]thiophenyl), 4-(4,5,6,7-tetrahydro-benZo[b] 
thiophenyl), 5-(4,5,6,7-tetrahydro-benZo[b]thiophenyl), 
6-(4,5,6,7-tetrahydro-benZo[b]thiophenyl), 7-(4,5,6,7-tet 
rahydro-benZo[b]thiophenyl)), thieno[2,3-b]thiophenyl, 4,5, 
6,7-tetrahydro-thieno[2,3-c]pyridyl (4-(4,5,6,7-tetrahydro 
thieno[2,3-c]pyridyl), 5-4,5,6,7-tetrahydro-thieno[2,3-c] 
pyridyl), 6-(4,5,6,7-tetrahydro-thieno[2,3-c]pyridyl), 7-(4,5, 
6,7-tetrahydro-thieno[2,3-c]pyridyl)), indolyl (l-indolyl, 
2-indolyl, 3-indolyl, 4-indolyl, 5-indolyl, 6-indolyl, 7-in 
dolyl), isoindolyl (l-isoindolyl, 2-isoindolyl, 3-isoindolyl, 
4-isoindolyl, 5-isoindolyl, 6-isoindolyl, 7-isoindolyl), 1,3 
dihydro-isoindolyl (l-(l,3-dihydro-isoindolyl), 2-(l,3-dihy 
dro-isoindolyl), 3-(1,3-dihydro-isoindolyl), 4-(l,3-dihydro 
isoindolyl), 5-(1,3-dihydro-isoindolyl), 6-(l,3-dihydro 
isoindolyl), 7-(1 ,3 -dihydro -isoindolyl)), indaZole 
(l-indaZolyl, 3-indaZolyl, 4-indaZolyl, 5-indaZolyl, 6-inda 
Zolyl, 7-indaZolyl), benZimidaZolyl (l-benZimidaZolyl, 
2-benZimidaZolyl, 4-benZimidaZolyl, S-benZimidaZolyl, 
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6-benZimidaZolyl, 7-benZimidaZolyl, 8-benZimidaZolyl), 
benZoxaZolyl (l -benZ-oxaZolyl, 2-benZoxaZolyl), benZothia 
Zolyl (l-benZothiaZolyl, 2-benZothiaZolyl, 4-benZothiaZolyl, 
5-benZothiaZolyl, 6-benZothiaZolyl, 7-benZothiaZolyl), 
benZo-[l ,2,5]oxadiaZolyl, (4-benZo[ l ,2, 5]oxadiaZole, 
5-benZo[l,2,5]oxadiaZole), carbaZolyl (l-carbaZolyl, 2-car 
baZolyl, 3-carbaZolyl, 4-carbaZolyl), piperidinyl (2-piperidi 
nyl, 3-piperidinyl, 4-piperidinyl), pyrrolidinyl (l-pyrrolidi 
nyl, 2-pyrrolidinyl, 3-pyrrolidinyl). 

[0081] The term “alkylSOm” (e. g. ethylsulfonyl, ethylsul? 
nyl and the like) represents an alkyl group as de?ned above, 
Wherein the alkyl group is in turn attached through a sulphur 
bridge Wherein the sulphur is substituted With m oxygen 
atoms. 

[0082] The term “arylSOm” (e. g. phenylsul?nyl, naphthyl 
2-sulfonyl and the like) represents an aryl group as de?ned 
above, Wherein the aryl group is in turn attached through a 
sulphur bridge Wherein the sulphur is substituted With m 
oxygen atoms. 

[0083] The term “hetarylSOm” (e.g. thiaZol-2-sul?nyl, 
pyridine-2-sulfonyl and the like) represents a hetaryl group as 
de?ned above, Wherein the hetaryl group is in turn attached 
through a sulphur bridge Wherein the sulphur is substituted 
With m oxygen atoms. 

[0084] With respect to formula I and II, the term 
“NR4R5carbonylalkyl” (e.g. N,N-dimethyl-propionamide, 
N-isopropyl-N-methyl-propionamide and the like) repre 
sents NR4R5 substituted by a carbonylalkyl group as de?ned 
above. 

[0085] With respect to formula I and II, the term 
“alkylR6alkyl” (e.g. 2-ethoxymethyl, N-ethyl-N-methy 
amine, methyl-propyl-amide, ethanesulfonic acid methyla 
mide and the like) represents an alkyl group as de?ned above, 
substituted by R6, Which is substituted by an alkyl group as 
de?ned above. 

[0086] With respect to formula I and II, the term 
“arylR6alkyl” (e.g. ethoxy-benZene, N-ethyl-N-methyl-phe 
nyl-amine, N-ethyl-benZamide, N-isobutyl-benZenesulfona 
mide and the like) represents an aryl group as de?ned above, 
substituted by R6, Which is substituted by an alkyl group as 
de?ned above. 

[0087] With respect to formula I and II, the term 
“arylalkylR6alkyl” (e.g. benZyloxymethyl, N-ethyl-N-me 
thyl-benZyl-amine, N-ethyl-benZylamide and the like) repre 
sents an arylalkyl group as de?ned above, substituted by R6, 
Which is substituted by an alkyl group as de?ned above. 

[0088] With respect to formula I and II, the term 
“hetarylR6alkyl” (e.g. 2-ethoxy-lH-imidaZol, ethyl-quino 
lin-2-yl-amine, thiaZole-2-carboxylic acid, methyl-propyl 
amide, pyridine-3-sulfonic acid isobutyl-amide and the like) 
represents a hetaryl group as de?ned above, substituted by R6, 
Which is substituted by an alkyl group as de?ned above. 

[0089] With respect to formula I and II, the term “arylcar 
bonylNRls” (e.g. N-benZyl-N-methyl-benZamide and the 
like) represents an arylcarbonyl group as de?ned above, sub 
stituted by NRl5 . 

[0090] With respect to formula I and II, the term “aryl 
SOmNRS” (e.g. N-methyl-benZenesulfonamide and the like) 
represents an aryl group as de?ned above, Wherein the aryl 
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group is in turn attached through a SOmNR8 group Wherein 
the sulphur is substituted With m oxygen atoms and the nitro 
gen atom substituted by RS. 

[0091] With respect to formula III, the term 
“alkylNRsalkyl” (e.g. N-ethyl-N-isobutyl-amine, N,N-dim 
ethylamine and the like Wherein the amino group (N) is sub 
stituted With R5 as de?ned beloW) represents an alkylNR5 
group as de?ned above attached through an “alkyl” group. 

[0092] With respect to formula III, the term 
“arylalkylNRsalkyl” (e.g. N-benZyl-N-methyl-amine, 
N-phenethyl-N-ethyl-amine and the like Wherein the amino 
group (N) is substituted With R5 as de?ned beloW) represents 
an arylalkylNR5 group as de?ned above attached through an 
“alkyl” group. 

[0093] Certain of the above de?ned terms may occur more 
than once in the structural formulae, and upon such occur 
rence each term shall be de?ned independently of the other. 

[0094] The term “optionally substituted” as used herein 
means that the groups in question are either unsubstituted or 
substituted With one or more of the substituents speci?ed. 
When the groups in question are substituted With more than 
one sub stituent, the sub stituents may be the same or different. 

[0095] The term “treatment” is de?ned as the management 
and care of a patient for the purpose of combating or allevi 
ating the disease, condition or disorder, and the term includes 
the administration of the active compound to prevent the 
onset of the symptoms or complications, or alleviating the 
symptoms or complications, or eliminating the disease, con 
dition, or disorder. 

[0096] The term “pharmaceutically acceptable” is de?ned 
as being suitable for administration to humans Without 
adverse events. 

[0097] The term “prodrug” is de?ned as a chemically modi 
?ed form of the active drug, said prodrug being administered 
to the patient and subsequently being converted to the active 
drug. Techniques for development of prodrugs are Well 
knoWn in the art. 

DETAILED DESCRIPTION OF THE INVENTION 

[0098] In one aspect, the present invention provides the use 
of a substituted amide, a prodrug thereof, or a salt thereof With 
a pharmaceutically acceptable acid or base, or any optical 
isomer or mixture of optical isomers, including a racemic 
mixture, or any tautomeric forms for 

a) modulation of the activity of l lBHSDl; or 

b) inhibition of l IBHSDI, 

in a patient in need thereof. 

[0099] In another aspect, the present invention provides the 
use of a substituted amide, a prodrug thereof, or a salt thereof 
With a pharmaceutically acceptable acid or base, or any opti 
cal isomer or mixture of optical isomers, including a racemic 
mixture, or any tautomeric forms for the preparation of a 
pharmaceutical composition for the treatment, prevention 
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and/or prophylaxis of any disorder and disease Where it is 
desirable to 

a) modulate the activity of l l BHSDl; or 

b) inhibit llBHSDl, 

in a patient in need thereof. 

[0100] In another embodiment, the invention provides the 
present use of substituted amides, or a prodrug thereof of the 
general formula (I) 

wherein 

R1 is C3-C1Ocycloalkyl, C3-C1Ohetcycloalkyl, Cl-Csalkyl, 
aryl, hetaryl, arylCl-C6alkyl or hetarylCl-C6alkyl, Wherein 
the cycloalkyl, hetcycloalkyl, alkyl, arylalkyl and hetaryla 
lkyl groups independently are optionally substituted With one 
or more of R4. 

R2 is hydrogen, Cl-Csalkyl, aryl, hetaryl, arylCl-C6alkyl, 
C3-ClOcycloalkylC1-C6alkyl, Cl-C6alkylcarboxyCl-C6alkyl 
Wherein the alkyl, aryl and cycloalkyl groups independently 
are optionally substituted With one or more of R5 ; or 

R1 and R2 together With the nitrogen to Which they are 
attached, are forming a saturated or partially saturated cyclic, 
bicyclic or tricyclic ring system containing from 4 to 10 
carbon atoms and from 0 to 2 additional heteroatoms selected 
from nitrogen, oxygen or sulphur, the ring system optionally 
being substituted With at least one of Cl-Csalkyl, aryl, 
hetaryl, arylCl-C6alkyl, hetarylCl-C6alkyl, hydroxy, oxo, 
cyano, Cl-C6alkyloxy, arylCl-C6alkyloxy, hetarylCl 
C6alkyloxy, Cl-C6alkyloxyCl-C6alkyl, Cl-C6alkylcarbonyl, 
arylcarbonyl, hetarylcarbonyl, arylCl-C6alkylcarbonyl, 
hetarylCl-C6alkylcarbonyl, Cl-C6alkylcarboxy, arylcarboxy 
or arylCl-C6alkylcarboxy Wherein the alkyl and aryl groups 
independently are optionally substituted With one or more of 

R14; 
R3 is C l-Csalkyl, C 1 -C6alkenyl, C 1 -C6alkynyl, 
C3 -C 1 Ocycloalkyl, C3 -C 1 Ohetcycloalkyl, aryl, hetaryl, 
arylC 1 -C6alkyl, C 1 -C6alkyloxyC 1 -C6alkyl, hetarylC 1 - 
C6alkyl, aryl-R6iCl-C6alkyl, hetaryl-R6iCl-C6alkyl or 
arylCl-C6alkyl-R64Cl-C6alkyl Wherein the alkyl, 
cycloalkyl, hetcycloalkyl, alkenyl, alkynyl, aryl and hetaryl 
groups independently are optionally substituted With one or 
more of R7; 

R4 and R5 independently are hydrogen, hydroxy, oxo, cyano, 
halo, methylendioxo, NR8R9, Cl-Csalkyl, Cl-C6alkyloxy, 
trihalomethyl, trihalomethyloxy, C3-C1Ocycloalkyl, 
C3-C1Ohetcycloalkyl, C3-Clocycloalkenyl, aryl, hetaryl, 
hetarylSOn, arylCl-C6alkyloxy, hetarylCl-C6alkyloxy, 
Cl-C6alkyl-R64Cl-C6alkyl, arylCl-C6alkyl-R64Cl 
C6alkyl, Cl-C6alkylcarbonyl, arylcarbonyl, arylCl 
C6alkylcarbonyl, hetarylcarbonyl, hetarylCl-C6alkyl-carbo 
nyl, Cl-C6alkylSOn, Cl-C6alkyl-carboxy, arylcarboxy, 
hetarylcarboxy, arylCl-C6alkylcarboxy or hetarylCl 
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C6alkylcarboxy Wherein the alkyl, cycloalkyl, hetcycloalkyl, 
aryl and hetaryl groups independently are optionally substi 
tuted With one or more of R15; 

R6 is oxygen, sulphur, SOn or NR“; 

R7 is hydrogen, halo, hydroxy, cyano, nitro, COORU, 
C l-Csalkyl, C3-C1Ocycloalkyl, C3-C1Ohetcycloalkyl, methyl 
endioxo, trihalomethyl, trihalomethyloxy, aryl, arylC 1 
C6alkyl, C l -C6alkyloxy, Cl -C6alkyloxyCl -C6alkyl, aryloxy, 
arylC 1 -C6alkyloxy, aryloxyC 1 -C6alkyl, arylC 1 - 
C6alkyloxyCl-C6alkyl, hetaryl, hetarylCl-C6alkyl, hetary 
loxy, hetarylC 1 -C6alkyloxy, hetaryloxyC 1 -C6alkyl, 
hetarylCl-C6alkyl-oxyCl-C6alkyl, NR8R9, SO2NR8R9, 
NR4R5 carbonylC 1 -C6alkyl, arylthio, hetarylthio, 
RlscarbonylNRs, arylSOn, hetarylSOn, Rl9SOmNR8, arylth 
ioCl-C6alkyl, hetarylthioCl-C6alkyl or arylC l-C6alkylR6C 1 
C6alkyl; Wherein the aryl and hetaryl groups independently 
are optionally substituted With one or more R10; 

R8 and R9 independently are hydrogen, Cl-Csalkyl, aryl, 
hetaryl, arylCl-C6alkyl or hetarylCl-C6alkyl Wherein the 
alkyl, aryl and hetaryl groups independently are optionally 
substituted With one or more of R1 l; or 

R8 and R9 together With the nitrogen to Which they are 
attached, are forming a saturated or partially saturated cyclic, 
bicyclic or tricyclic ring system containing from 4 to 10 
carbon atoms and from 0 to 2 additional heteroatoms selected 
from nitrogen, oxygen or sulfur, the ring system optionally 
being substituted With at least one halo, cyano, Cl-Csalkyl, 
aryl, hetaryl, arylCl-C6alkyl, hetarylCl-C6alkyl, hydroxy, 
oxo, Cl-C6alkyloxy, arylCl-C6alkyloxy, hetarylCl 
C6alkyloxy, Cl-C6alkyloxyCl-C6alkyl, Cl-C6alkyl-carbo 
nyl, arylcarbonyl, hetarylcarbonyl, arylCl-C6alkylcarbonyl, 
hetarylCl-C6alkylcarbonyl, Cl-C6alkylcarboxy, arylcar 
boxy, hetarylcarboxy, arylCl-C6alkylcarboxy or hetarylCl 
C6alkylcarboxy; 
R10 and R1 1 independently are hydrogen, hydroxy, oxo, halo, 
cyano, nitro, Cl-Csalkyl, Cl-C6alkyloxy, NR12Rl3, methyl 
endioxo, trihalomethyl or trihalomethyloxy, 

R12 and R13 independently are hydrogen, Cl-Csalkyl or 
arylCl-C6alkyl; 

R14 is hydrogen, halo, hydroxy, oxo, nitro, cyano, C l-Csalkyl, 
C l-C6alkyloxy or aryloxy; 

R15 is hydrogen, halo, hydroxy, oxo, nitro, cyano, CONRSR9 
or COORU; 

R16 is hydrogen, C l-Csalkyl, C3-C 1Ocycloalkyl, 
C3-C 1Ohetcycloalkyl, aryl, arylCl-C6alkyl, hetaryl, 
hetarylCl-C6alkyl, alkylcarbonyl, arylcarbonyl, arylC 1 
C6alkylcarbonyl, aryloxyCl-C6alkyl, hetaryloxyCl-C6alkyl, 
arylthioCl-C6alkyl or hetarylthioCl-C6alkyl; Wherein the 
alkyl, cycloalkyl, hetcycloalkyl, aryl and hetaryl groups inde 
pendently are optionally substituted With one or more of R10; 

R17 is hydrogen, Cl-Csalkyl, aryl or arylCl-C6alkyl; 

R18 is Cl-C6alkyl, C2-C6alkenyl, aryl, arylCl-C6alkyl, 
hetaryl, hetarylCl-C6alkyl, C3-Clocycloalkyl, 
C3-Clohetcycloalkyl, Cl-C6alkyloxy, aryloxy, arylCl 
C6alkyloxy, arylCl-C6alkyloxyCl-C6alkyl, hetaryloxy, 
hetarylCl-C6alkyloxy, hetarylCl-C6alkyloxyCl-C6alkyl or 
R8R9NCl-C6alkyl Wherein the alkyl, alkenyl, cycloalkyl, het 
cycloalkyl, aryl and hetaryl groups are optionally substituted 
With R15; 
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R19 is Cl-C6alkyl, C3-C1Ocycloalkyl, C3-C1Ohetcycloalkyl, 
aryl, arylCl-C6alkyl, hetaryl, hetarylCl-C6alkyl; 

mis1or2; 

nis0, 1 or2; or 

a salt thereof With a pharmaceutically acceptable acid orbase, 
or any optical isomer or mixture of optical isomers, including 
a racemic mixture, or any tautomeric forms. 

[0101] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
above general formula (I) Wherein 

[0102] R1 is C3-Clocycloalkyl, C3-C1Ohetcycloalkyl, 
Cl-Csalkyl, aryl, hetaryl, arylCl-C6alkyl or hetarylCl 
C6alkyl, Wherein the cycloalkyl, hetcycloalkyl, alkyl, aryla 
lkyl and hetarylalkyl groups independently are optionally 
substituted With one or more of R4; 

R2 is hydrogen, Cl-Csalkyl, aryl, hetaryl, arylCl-C6alkyl, 
C3-ClOcycloalkylC1-C6alkyl, Cl-C6alkylcarboxyCl-C6alkyl 
Wherein the alkyl, aryl and cycloalkyl groups independently 
are optionally substituted With one or more of R5 ; or 

[0103] R1 and R2 are together With the nitrogen to Which 
they are attached, are forming a saturated or partially satu 
rated cyclic, bicyclic or tricyclic ring system containing from 
4 to 10 carbon atoms and from 0 to 2 additional heteroatoms 
selected from nitrogen, oxygen or sulphur, the ring system 
optionally being substituted With at least one of C l-Csalkyl, 
aryl, hetaryl, arylCl-C6alkyl, hetarylCl-C6alkyl, hydroxy, 
oxo, cyano, Cl-C6alkyloxy, arylCl-C6alkyloxy, hetarylCl 
C6alkyloxy, Cl-C6alkyloxyCl-C6alkyl, Cl-C6alkylcarbonyl, 
arylcarbonyl, hetarylcarbonyl, arylCl-C6alkylcarbonyl, 
hetarylCl-C6alkylcarbonyl, Cl-C6alkylcarboxy, arylcarboxy 
or arylCl_6alkylcarboxy Wherein the alkyl and aryl groups 
independently are optionally substituted With one or more of 

R14; 
[0104] R3 is Cl-Csalkyl, Cl-C6alkenyl, Cl-C6alkynyl, 
C3-Clocycloalkyl, C3-C1Ohetcycloalkyl, aryl, hetaryl, 
arylCl-C6alkyl, Cl-C6alkyloxyCl-C6alkyl, hetarylCl 
C6alkyl, aryl-R6—Cl-C6alkyl, hetaryl-R6—C1-C6alkyl or 
arylCl-C6alkyl-R64Cl-C6alkyl Wherein the alkyl, 
cycloalkyl, hetcycloalkyl, alkenyl, alkynyl, aryl and hetaryl 
groups independently are optionally substituted With one or 
more of R7; 

[0105] R4 and R5 independently are hydrogen, hydroxy, 
oxo, cyano, halo, methylendioxo, NR8R9, Cl-Csalkyl, 
Cl -C6alkyloxy, trihalomethyl, trihalomethyloxy, 
C3-C1Ocycloalkyl, C3-C1Ohetcycloalkyl, 
C3-C1Ocycloalkenyl, aryl, hetaryl, hetarylSOn, arylCl 
C6alkyloxy, hetarylCl-C6alkyloxy, Cl-C6alkylR64Cl 
C6alkyl, arylCl-C6alkyl-R64Cl-C6alkyl, 
Cl-C6alkylcarbonyl, arylcarbonyl, arylCl-C6alkylcarbonyl, 
hetarylcarbonyl, hetarylC 1 -C6alkyl-carbonyl, 
Cl-C6alkylSOn, Cl-C6alkyl-carboxy, arylcarboxy, hetaryl 
carboxy, arylC 1 -C6alkylcarboxy or hetarylC 1 - 
C6alkylcarboxy Wherein the alkyl, cycloalkyl, hetcycloalkyl, 
aryl and hetaryl groups independently are optionally substi 
tuted With one or more of R15; 

R6 is oxygen, sulphur, SOD, NRl6; 

[0106] R7 is hydrogen, halo, hydroxyl, cyano, nitro, 
COORU, Cl-Csalkyl, C3-C1Ocycloalkyl, 
C3-C1Ohetcycloalkyl, methylendioxo, trihalomethyl, triha 
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lomethyloxy, aryl, arylC 1 -C6alkyl, C 1 -C6alkyloxy, 
Cl-C6alkyloxyCl-C6alkyl, aryloxy, aryloxyCl-C6alkyl, 
arylC 1 -C6alkyloxyC 1 -C6alkyl, hetaryl, hetarylC 1 -C6alkyl, 
hetaryloxy, hetarylCl-C6alkyloxy, hetaryloxyCl-C6alkyl, 
hetarylCl-C6alkyloxyCl-C6alkyl, NR8R9, SO2NR8R9, 
NR4R5carbonylalkyl, arylcarbonylNRs, arylthio, 
hetarylthio, arylSOn, hetarylSOn, aryISOmNRS, arylthioCl 
C6alkyl, hetarylthioCl-C6alkyl or arylCl-C6alkylR6Cl 
C6alkyl; Wherein the aryl and hetaryl groups independently 
are optionally substituted With one or more R10; 

R8 and R9 independently are hydrogen, Cl-Csalkyl, aryl, 
hetaryl, arylCl-C6alkyl or hetarylCl-C6alkyl Wherein the 
alkyl, aryl and hetaryl groups independently are optionally 
substituted With one or more of R1 l; or 

[0107] R8 and R9 together With the nitrogen to Which they 
are attached, are forming a saturated or partially saturated 
cyclic, bicyclic or tricyclic ring system containing from 4 to 
10 carbon atoms and from 0 to 2 additional heteroatoms 
selected from nitrogen, oxygen or sulfur, the ring system 
optionally being substituted With at least one Cl-Csalkyl, 
aryl, hetaryl, arylCl-C6alkyl, hetarylCl-C6alkyl, hydroxy, 
oxo, Cl-C6alkyloxy, arylCl-C6alkyloxy, hetarylCl 
C6alkyloxy, C l-C6alkyloxyC l-C6alkyl, C l-C6alkylcarbonyl, 
arylcarbonyl, hetarylcarbonyl, arylCl-C6alkylcarbonyl, 
hetarylCl-C6alkylcarbonyl, Cl-C6alkylcarboxy, arylcar 
boxy, hetarylcarboxy, arylCl-C6alkyl-carboxy or hetarylCl 
C6alkylcarboxy; 
R10 and R1 1 independently are hydrogen, hydroxy, oxo, halo, 
cyano, nitro, Cl-C6alkyl, Cl-C6-alkyloxy, NRIZRB, methyl 
endioxo, trihalomethyl or trihalomethyloxy, 

R12 and R13 independently are hydrogen, Cl-Csalkyl or 
arylCl-C6alkyl; 
R14 is hydrogen, halo, hydroxy, oxo, nitro, cyano, C l-Csalkyl, 
C l-C6alkyloxy or aryloxy; 

R15 is hydrogen, halo, hydroxy, oxo, nitro, cyano or COORU; 

[0108] R16 is hydrogen, Cl-Csalkyl, C3-Clocycloalkyl, 
C3-Clohetcycloalkyl, aryl, arylCl-C6alkyl, hetaryl, 
hetarylCl-C6alkyl, alkylcarbonyl, arylcarbonyl, arylCl 
C6alkylcarbonyl, aryloxyCl-C6alkyl, hetaryloxyCl-C6alkyl, 
arylthioCl-C6alkyl or hetarylthioCl-C6alkyl; Wherein the 
alkyl, cycloalkyl, hetcycloalkyl, aryl and hetaryl groups inde 
pendently are optionally substituted With one or more of R10; 

R17 is hydrogen, Cl-Csalkyl, aryl or arylCl-C6alkyl; 

m is 1 or 2; 

nis 0, 1 or2; or 

a salt thereof With a pharmaceutically acceptable acid or base, 
or any optical isomer or mixture of optical isomers, including 
a racemic mixture, or any tautomeric forms. 

[0109] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) wherein R1 is C3-C1Ocycloalkyl or 
C3-C 1Ohetcycloalkyl Wherein the cycloalkyl and hetcy 
cloalkyl groups independently are optionally substituted With 
one or more of R4 as de?ned above. 

[0110] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) wherein R1 is C3-C1Ocycloalkyl option 
ally substituted With one or more of R4 as de?ned above. 
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[0111] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R2 is hydrogen or Cl-Csalkyl, 
Wherein the alkyl group is optionally substituted With one or 
more of R5 as de?ned above. 

[0112] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R2 is C l-Csalkyl optionally sub 
stituted With one or more of R5 as de?ned above. 

[0113] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R3 is C3 -C 1Ocycloalkyl, 
C3 -C 1 Ohetcycloalkyl, aryl, hetaryl, arylC 1 -C6alkyl, 
hetarylC 1 -C6alkyl, aryl-R64C 1 -C6alkyl, hetaryl-R64C 1 - 
C6alkyl or arylCl-C6alkyl-R64Cl-C6alkyl Wherein the 
alkyl, cycloalkyl, hetcycloalkyl, aryl and hetaryl groups inde 
pendently are optionally substituted With one or more of R7. 

[0114] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R3 is aryl or hetaryl, Wherein the 
aryl and hetaryl groups are optionally substituted With one or 
more of R7 as de?ned above. 

[0115] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R3 is phenyl optionally substi 
tuted With one or more of R7 as de?ned above. 

[0116] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R3 is phenyl optionally substi 
tuted independently in position 2(ortho) or 4(para) With one 
or more of R7 as de?ned above. 

[0117] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R4 and R5 independently are 
hydrogen, hydroxy, oxo, halo, C l-Csalkyl, Wherein the alkyl 
group is optionally substituted With one or more of R15. 

[0118] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R6 is oxygen. 

[0119] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R7 is hydrogen, halo, hydroxy, 
cyano, Cl-Csalkyl, C3-C1Ocycloalkyl, C3-C1Ohetcycloalkyl, 
trihalomethyl, aryl, arylCl-C6alkyl, Cl-C6alkyloxy, 
Cl-C6alkyloxyCl-C6alkyl, aryloxy, arylCl-C6alkyloxy, ary 
loxyCl-C6alkyl, arylCl-C6alkyloxyCl-C6alkyl, hetaryl, 
hetarylC l -C6alkyl, hetaryloxy, hetarylC l -C6alkyloxy, 
hetaryloXyC 1 -C6alkyl, hetarylC 1 -C6alkyl-oxyC 1 -C6alkyl, 
NR8R9, NR4R5carbonylCl-C6alkyl, RlscarbonylNRs, 
R19SOmNR8, Wherein the aryl and hetaryl groups indepen 
dently are optionally substituted With one or more R10. 

[0120] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) Wherein R8 and R9 together With the nitro 
gen to Which they are attached, are forming a saturated or 
partially saturated cyclic, bicyclic or tricyclic ring system 
containing from 4 to 10 carbon atoms and from 0 to 2 addi 
tional heteroatoms selected from nitrogen, oxygen or sulfur, 
the ring system optionally being substituted With at least one 
halo, cyano, C l-Csalkyl, aryl, hetaryl, arylCl-C6alkyl, 
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hetarylCl-C6alkyl, hydroxy, oxo, Cl-C6alkyloxy, arylCl 
C6alkyloxy, hetarylC 1 -C6alkyloxy, C 1 -C6alkyloxyC 1 - 
C6alkyl, Cl-C6alkylcarbonyl, arylcarbonyl, hetarylcarbonyl, 
arylC l -C6alkylcarbonyl, hetarylC l -C6alkylcarbonyl, 
Cl-C6alkylcarboxy, arylcarboxy, hetarylcarboxy, arylCl 
C6alkylcarboxy or hetarylCl -C6alkylcarboxy. 

[0121] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) wherein R15 is CONR8R9. 

[0122] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of the 
general formula (I) wherein R18 is Cl -C6alkyl optionally sub 
stituted With R15; 

[0123] In another embodiment, the invention provides the 
present use of a substituted amide, or a prodrug thereof of 
general formula (I), selected from the group consisting of: 

[0124] 3 -( l 0, l l -Dihydro-dibenZo[b,f]aZepin-5 -yl)- l -[4 
(lH-imidaZol-4 -yl)-piperidin-l -yl] -propan- 1 -one; 

[0125] 4-(10, l l -Dihydro-dibenZo[b,f]aZepin-5 -yl)- l -[4 
(3H-imidaZol-4 -yl)-piperidin-l -yl] -butan-l -one; 

[0126] 2,4-Bis-benZyloXy-benZamide; 

[0127] (lH-Indol-4 -yl) -piperidin-l -yl-methanone; 
[0128] N-(l ,4-Dioxo-l ,4-dihydro -naphthalen-2-yl) -ben 

Zamide; 

[0129] N- (2,3 -DihydroXy-propyl)-2-(2-phenyl-adaman 
tan-2-yl)-acetamide; 

[013 0] (6-Fluoro -2 -methyl-3 ,4-dihydro -2H-quinolin- l - 
yl) -phenyl-methanone; 

[013 1] (2-Chloro -phenyl)-(6-?uoro-2-methyl-3 ,4-dihy 
dro-2H-quinolin-l -yl) -methanone; 

[0132] 3 -Cyclopentyl- l -(6 -?uoro -2 -methyl-3,4-dihydro 
2H-quinolin- l -yl)-propan-l -one; 

[0133] (3-Chloro -thieno [2,3 -b]thiophen-2 -yl) -thiomor 
pholin-4 -yl -methanone; 

[0134] 2-[2-(4-Chloro-phenyl) -adamantan-2-yl]- l -[4-(4 
methoxy-phenyl) -piperaZin- l -yl]-ethanone; 

[0135] l-(4-BenZyl-piperaZin-l -yl) -2-[2-(4-chloro-phe 
nyl)-adamantan-2 -yl] -ethanone; 

[013 6] 2-[2-(4-Chloro-phenyl) -adamantan-2-yl]- l -(4-me 
thyl-piperaZin- l -yl)-ethanone; 

[0137] l-[4-(6-Chloro-pyridin-2 -yl) -piperaZin-l -yl] -2-(2 
phenyl-adamantan-2-yl)-ethanone; 

[0138] 4-Chloro-N-( l ,7,7-trimethyl-bicyclo [2 .2. l]hept-2 
yl) -benZamide; 

[0139] 3 -Chloro-benZo [b]thiophene-2-carboxylic acid 
(2 -cyano -ethyl)-cyclohexyl-amide; 

[0140] 2-[2-(Bicyclo[2.2. l ]hept-5 -en-2-ylamino)-4-oxo 
4,5 -dihydro -thiaZol-5-yl]-N-(2-chloro-phenyl)acetamide; 

[0141] [3-(4-sec-Butyl-phenoxy) -phenyl] -piperidin- l -yl 
methanone; 

[0142] 3-(6-Chloro-pyridin-2-yloXy)-N-ethyl-benZamide; 

[0143] N-BenZyl-2,4-dichloro-N-pyridin-2-yl-benZamide; 




















































































































































































































































