
WO 2006/037501 PCT/TP2005/010372  1 ALXIL-PYRIDINES AS
11-BETA INHIBITORS FOR DIABETES The present invention is
concerned with novel pyridine derivatives useful as 11b- HSD1 inhibitors
(T2D). The invention is concerned particularly with compounds of formula
I  R3  R 2 R4 R' N '~ NiS"R  6  R (,)  5 and pharmaceutically acceptable
salts and esters thereof, wherein R' is hydrogen, alkyl, cycloalkyl, hydroxy,
hydroxyalkyl, alkoxy, alkoxyalkyl, aminoalkyl,  aryl, heterocyclyl,
alkylsulfonyl, alkylsulfanyl, alkylcarbonylalkyl, alkylcarbonyloxyalkyl,
aminocarbonylalkyl, heterocyclylcarbonylalkyl, heterocyclylalkoxyalkyl, 10
alkoxycarbonylalkyl, alkoxyalkylaminocarbonylalkyl, cycloallrylalkoxyatlcyl,
arylallryloxyalkyl, aryloxyalkyl, haloallryl, haoalkoxy or haloalkoxyalkyl; Rz
is hydrogen, alkyl, cycloalkylalkoxyalkyl, alkoxyalkyl, arylalkoxyalkyl,
haloalkoxyalkyl,  piperidyl, pyrrolidyl, morpholinyl, thiomorpholinyl
arylalkyl, arylalkoxy, aryloxy,  heterocyclylalkoxy or heterocyclylalkyl; 15
R3 is hydrogen or alkyl; R4 is hydrogen, alkyl or halogen;  Wb/11.07.05
WO 2006/037501 PCT/EP2005/010372  2 



R5 is phenyl, naphtyl, thiophenyl, pyridyl, quinolyl, piperidyl, morpholyl,
thiomorpholyl  or 1,2,3,4-tetrahydro-isoquinolinyl optionally substituted
with one or more  substituents independently selected from alkyl,
cycloallcyl, halogen, hydroxy,  hydroxyalkyl, alkoxy, alkoxyalkyl,
hydroxyalkoxy, alkoxyalkoxy, cyano, nitro, 5 trifluoromethyl,
trifluoromethoxy, trifluoromethylcarbonyl, aryl, arylalkyl, aryloxy,
alkoxycarbonylalkoxy and alkylsulfonyl; R6 is hydrogen or alkyl; with the
proviso that N-(6-(1,1-dim ethylethyl)-2-pyridinyl)-4-methyl-
benzenesulfonamide is excluded and in case R' is hydrogen or methyl
then Rz is not  10 hydrogen or methyl. Glucocorticoids (cortisol in
humans, corticosterone in mice and rats) are an  important class of
adrenocorticosteroids that regulate many metabolic and homeostatic
processes and form a key component of the response to stress.
Glucocorticoids act via  intracellular glucocorticoid receptors and, in some
tissues, mineralocorticoid receptors; 15 both being nuclear transcription
factors. Glucocorticoid action on target tissues depends  not only on
circulating steroid concentrations and the cellular expression of receptors,
but  also on intracellular enzymes that critically determine to which extent
glucocorticoids gain  access to receptors in an active form. 11
beta-hydroxysteroid dehydrogenases(llbeta- HSD's) catalyze the
interconversion of the principal active I1-hydroxy-glucocorticoid 20
(Cortisol in men) and their inactive 11-keto metabolites (cortisone in men).
The enzyme I lbeta-hydroxysteroid dehydrogenase type 1 (I lbeta-HSDI)
inter- converts inactive into active glucocorticoids, thereby playing a major
role in local  modulation of cellular agonist concentration and thus
activation of conicosteroid  receptors in target tissues. In a recent study
made by F. Hoffmann-La Roche differences in 25 gene expression in lean
and obese men were analyzed using gene array technology in order  to
identify specific changes in gene expression that might be associated with
insulin  resistance or altered metabolism. This study revealed that the
mRNA for l Ibeta-HSDI is  approximately two-fold up regulated in adipose
tissue in obese individuals. Moreover,  



overexpressing I lbeta-HSDI in adipocytes of mice led to visceral obesity
and to a 30 syndrome-X like phenotype (Masuzaki H. et al., Science. 2001
Dec 7; 294(5549):2166-70.).  Taken together, these data very strongly
support an important role of I Ibeta-HSD 1 in the  induction of obesity and
the impairment of glucose homeostasis and lipid parameters. WO
2006/037501 PCT/EP2005/010372  3 Thus, selective inhibition of this
enzyme could lower blood glucose levels in Type 2  diabetic patients,
normalize elevated lipid parameters and/or reduce weight in obese
subjects . The first pharmacological indication that 11beta-HSDI inhibition
in men might  5 have beneficial effects were obtained by using
carbenoxolone, an anti-ulcer drug which  inhibits both I lbeta-HSDI and
the related enzyme l Ibeta-HSD2. Treatment with  carbenoxolone led to an
increase in insulin sensitivity indicating that that inhibition of  1 lbeta-HSDI
may reduce cellular cortisol levels and therefore minimizing some of its
deleterious effects. (Walker et al. 1995; J. Clin. Endocrinol. Metab. 80,
31155-3159). 10 1 lbeta-HSD 1 is expressed in many tissues including
liver, adipose tissue, vascular  smooth muscles, pancreas and brain. Its
activity is dependent on NADP(H) and it has a  relatively low affinity for its
substrate (compared to I lbeta-HSD2). 11 beta-HSD1 in tissue
homogenates and when purified is bidirectional, exhibiting both I
lbeta-dehydrogenase  and l lbeta-reductase reactions, with greater
stability of the dehydrogenase activity (P.M. 15 Stewart and Z.S.
Krozowski, Vitam. Horm. 57 (1999), pp. 249-324). However, when the
enzyme activity is tested in intact cells, the 1lbeta-reductase activity
predominates, which  regenerates active glucocorticoids from inert
11-keto forms. Such glucocorticoid  regeneration will increase effective
intracellular glucocorticoid levels and thereby  amplifying glucocorticoid
activity. It is this elevated cellular cortisol concentration that 20 might lead
to increased hepatic glucose production, adipocyte differentiation and
insulin  resistance. Inhibition of I Ibeta-HSDI should not only reduce the
typical Syndrome-X /  



Diabetes associated symptoms, but it should also be save and without
major side effect.  Studies with the unspecific inhibitor carbenoxolone
highlight the importance of 25 developing specific 1 lbeta-HSDI inhibitors.
The inhibition of the 1 lbeta-HSD2 enzyme is  badly tolerated and results
in increased blood pressure. In contrast inhibition of 1Ibeta- HSD1 should
be well tolerated since 1 Ibeta-HSDI knockout mice were found be healthy
and to resist hyperglycemia provoked by obesity or stress (Kotelevtsev Y.
et al., Proc Natl  Acad Sci U S A. 1997 Dec 23; 94(26):14924-9). Similar
upon starvation these mice had 30 attenuated activation of key hepatic
enzymes that are involved in gluconeogenesis. In  addition, these mice
had improved lipid and lipoprotein profiles suggesting that inhibition  of
HSDI might be highly efficacious and safe. Recent reports indicate that
1lbeta-HSDI  inhibitors might also be beneficial to reduce high blood
pressure (Masuzaki H. et al., J Clin  Invest. 2003 July;l12(1):83-90; Rauz
S. et al., QJM. 2003 july;96(7):481-90) to improve 4  cognition (Sandeep
TO, et at, Proc Natl Acad Sci USA. 2004 Apr. 27;101(17):6734-9) or  to
improve Alzheimer associated deficits. Taken together l lbeta-HSD1
inhibition might  be a save and efficacious approach to treat symptoms of
diabetes, obesity and other  diseases. According to a first aspect, there is
provided compounds of formula  :R 3 RI N. Ste. F,  I k6 ~d)  wherein R' is
alkyl, cycloalkyl, hydroxalkyl, alkoxyalkyl, aryl,
alkoxyalkylaminocarbonylalkyl, cycloalkylalkoxyaliryl, arylalkyloxyal yl or
trifluoroalkoxyalkyl; RZ is hydrogen, alkyl, c d ' xyaikyl, aik  , ar*WixyRIkyl,
haloalkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl, thiomotphoiinyl 1,  



arylalkoxy, aryloxy, heterocytl xy or heterocyelyiailyl; lb R} is hydrogen or
alkyl; R4 is hydrogen, alkyl or halogen; RS is phenyl, naphtyl, thiophenyl,
pyridyl, quinoiyl, piperidyL morpholyl,  thiomorpholyl
or1,2,3,4-wi:rahydro-isoouinoiinyl optionally substituted with one  or more
substituents independently selected from alkyl, cycioalkyL halogen, 20
hydroxy, hydroxyahcyl, alkoxy, alien hydr , ' xy, tyrano,  nitro,
trifnoromethyl, tr-fluoromethoxy, trifuoromethylarbonyl, aryl, arylalkyi,
aryloxy, alkoxycarbonylalkoxy and yl; R6 is hydrogen or al yl.; wherein aryl
is phenyl or naphthyl optionally substituted with one to three,  substituents
independently selected from al yl, halogen. alkoxy,  trifluoromethoxy, nitro
and trifluoromethyl, wherein hydroxyalkyl is hydroxymethyl; 4a  and
pharmaceutically acceptable salts and esters thereof,  with the proviso
that N-(6-(l,l-d metnylethyl)-2-pyridinyl)-4-methyl-benzenesulfonamide,
3-Cbloro-N-(6-ethyl pyridin-2-yl)-2-methyl-benzenesuifonamide,
N-(6-ethyl-pyridin-2-yl)-4-sifiioromethyi-benzenesulionamide,
N-(6-ethyl-pyridin-2-yl)-4-isopropyl-benzenesulfonamide,
3-Chlorc-N-(6-hydroxymetny] pyridin-2-yl)-2 methyl-bentenesuifonamide,
6-(4-Trifluoromethyl-phenyl)-pyridine-3-sulfonic acid (6-cyclopropyl pvridin
2- yl}amide., and
2-[6-3-Chloro-2-methyl-benzenesutfonylamin)-pyridin-_-yl}-NT,N-die-thy}-
acetamide are excluded and in case R' is hydrogen or methyl then R2 is
not hydrogen or  methyl. 



According to a second aspect, there is provided a process for the
preparation  of a compound as defined above comprising a) reaction of a
compound according to formula  R3  R2. R4  R1 N NH2 I I is in the
presence of a compound according to formula  9"0  Ci'SR5 in order to
obtain a compound of the formula  R3  R2IRO4 O  R1 N N'S' PS  H  Ia 4b
and optionally b) further reaction in the presence of a compound of the
formula R6-X in order to  obtain a compound of the formula R3  R2 R`4 Rfi
wherein R' to R6 are defined as in claim 1 and X is Cl, Br or 1. According
to a third aspect, there is provided compounds as defined above for  use
as therapeutically active substance. According to a fourth aspect, there is
provided compounds as defined above  



for the preparation of medicaments for the prophylaxis and therapy of
illnesses which  are caused by disorders associated with the enzyme 1 I
beta-hydroxysteroid dehydrogenase 1. According to a fifth aspect, there is
provided a pharmaceutical composition  comprising a compound as
defined above and a therapeutically inert carrier.  According to a sixth
aspect, there is provided the use of a compound as defined above for the
preparation of medicaments for the treatment and prophylaxis  of
diabetes, obesity, eating disorders, dyslipidemiae and hypertension.
According to a seventh aspect, there is provided the use of a compound
as  defined above for the preparation of medicaments for the treatment
and prophylaxis  of diabetes Type II. According to an eighth aspect, there
is provided a compound as defined  above, when manufactured according
to a process of the second aspect. 4c  The compounds of formula I and
their pharmaceutically acceptable salts and esters are novel and have
valuable pharmacological properties. Ih particular they are I 1b-HSDI
inhibitors (T2D) and they display selectivity against the related I
Ibeta-HSD2 enzyme.  Therefore the compounds which are specific
1lbeta-HSDI inhibitors (T2D) represent an  approach to e.g. lower blood
glucose levels and normalize lipid parameters in Type 2  diabetic patients
by modulating the local concentration of the active glucocorticoid  cortisol
in target tissue (liver, adipose tissue). The compounds of the present
invention can be used in the prophylaxis and/or  treatment of metabolic
disorders, obesity, dyslipidemiae, hypertension and/or diabetes,
particularly diabetes Type Il. The compounds of this invention can further
be used in the prophylaxis and/or  treatment of high ocular eye pressure,
cognition, Alzheimer and/or neurodegeneration.  Objects of the present
invention are the compounds of formula I and their aforementioned salts
and esters per se and their use as therapeutically active substances, a  



process for the manufacture of the said compounds, intermediates,
pharmaceutical  compositions, medicaments containing the said
compounds, their pharmaceutically  acceptable salts and esters, the use
of the said compounds, esters and salts for the  prophylaxis and/or
therapy of illnesses, especially in the treatment or prophylaxis of eating
disorders, obesity, dyslipidemiae, hypertension and/or diabetes,
particularly diabetes Type  II, and the use of the said compounds, salts
and esters for the production of medicaments  for the treatment or
prophylaxis of metabolic disorders, obesity, dyslipidemiae,  hypertension
and/or diabetes, particularly diabetes Type II. The compounds of the
present invention can further be combined with PPAR  (alpha, gamma,
delta) agonists, DHEA (dehydroepiandrosterone), DPPIV inhibitors,
insulin and/or lipase inhibitors, particularly orlistat. In the present
description the term "alkyl", alone or in combination, signifies a
straight-chain or branched-chain alkyl group with Ito 8 carbon atoms,
preferably a  straight or branched-chain alkyl group with I to 6 carbon
atoms and particularly preferred WO 2006/037501 PCT/EP2005/010372
5 a straight or branched-chain alkyl group with 1 to 4 carbon atoms
Examples of straight- chain and branched C1-Csalkyl groups are methyl,
ethyl, propyl, isopropyl, butyl, isobutyl,  ter-t.-butyl, the isomeric pentyls,
the isomeric hexyls, the isomeric heptyls and the isomeric  octyls,
preferably methyl and ethyl and most preferred methyl. 5 The term
"cycloalkyl", alone or in combination, signifies a cycloalkyl ring with 3 to 8
carbon atoms and preferably a cycloalkyl ring with 3 to 6 carbon atoms.
Examples of C3-C8  cycloalkyl are cyclopropyl, methyl-cyclopropyl,
dimethylcyclopropyl, cyclobutyl, methyl- cyclobutyl, cyclopentyl,
methyl-cyclopentyl, cyclohexyl, methyl-cyclohexyl, dimethyl- cyclohexyl,
cycloheptyl and cyclooctyl, preferably cyclopropyl. 10 The term "alkoxy",
alone or in combination, signifies a group of the formula alkyl- O- in which
the term "alkyl" has the previously given significance, such as methoxy,
ethoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy, sec. butoxy and
tert.butoxy,  



preferably methoxy and ethoxy and most preferred methoxy. The term
"hydroxyalkyl", alone or in combination, signifies an alkyl group as 15
defined before, wherein one or more hydrogen atoms, preferably one
hydrogen atom is  replaced by a hydroxy group. Examples of hydroxyalkyl
are hydroxymethyl and  hydroxyethyl. The term "aryl", alone or in
combination, signifies a phenyl or naphthyl group,  preferably a phenyl
group which optionally carries one or more substituents, preferably 20 one
to three, each independently selected from halogen, trifluoromethyl,
trifluoromethoxy,  amino, alkyl, alkoxy, alkylcarbonyl, cyano, carbamoyl,
alkoxycarbamoyl, methylendioxy,  carboxy, alkoxycarbonyl,
aminocarbonyl, alkyaminocarbonyl, diallcylaminocarbonyl,  hydroxy, nitro,
alkyl-SO2-, amino-SO2-, cycloalkyl and the like. Preferred is phenyl or
naphthyl, particularly phenyl optionally substituted with one to three,
preferably one or 25 two substituents independently selected from alkyl,
halogen, alkoxy, trifluoromethoxy,  nitro and trifluoromethyl. Particularly
preferred is phenyl. The term "aryloxy", alone or in combination, signifies a
aryl-O- group in which the  term "aryl" has the previously given
significance. The term "heterocyclyl", alone or in combination signifies a
saturated, partially  30 unsaturated or aromatic 5- to 10-membered
heterocycle which contains one or more  hetero atoms selected from
nitrogen, oxygen and sulphur. If desired, it can be substituted WO
2006/037501 PCT/EP2005/010372  6 on one or more carbon atoms e.g.
by halogen, alkyl, alkoxy, oxo etc. and/or on a secondary  nitrogen atom
(i.e. -NH-) by alkyl, cycloalkyl, aralkoxycarbonyl, alkanoyl, phenyl or
phenylalkyl or on a tertiary nitrogen atom (i.e.=N-) by oxido, with halogen,
alkyl,  cycloalkyl and alkoxy being preferred, Examples of such
heterocyclyl groups are 5 pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl,
thiomorpholinyl, pyrazoyl, imidazoyl  (e.g. imidazol-4-yl and
I-benzyloxycarbonyl- imidazol-4-yI), pyrazoyl, pyridyl, pyrazinyl,
pyrimidinyl, hexahydro-pyrimidinyl, furyl, thienyl, thiazolyl, oxazolyl, indolyl
(e.g. 2- 



indolyl), quinolyl (e.g. 2-quinolyl, 3-quinolyl and 1-oxido-2-quinolyl),
isoquinolyl (e.g. 1- isoquinolyl and 3-isoquinolyl), tetrahydroquinolyl
(e.g.1,2,3,4-tetrahydro-2-quinolyl), 10 1,2,3,4-tetrahydroisoquinolyl (e.g.
1,2,3,4-tetrahydro-I-oxo-isoquinolyl) and quinoxalinyl.  Preferred examples
are thiophenyl, quinolyl, piperidyl, morpholyl, thiomorpholyl,  oxazolyl,
pyridinyl, pyrimidinyl, pyrazolyl, imidazolyl, pyrrolidinyl and thiazolyl.
Particularly preferred examples are piperidyl, morpholyl, thiomorpholyl,
pyridinyl and  pyrrolidinyl. 15 The term "amino", alone or in combination,
signifies a primary, secondary or  tertiary amino group bonded via the
nitrogen atom, with the secondary amino group  carrying an alkyl or
cycloalkyl substituent and the tertiary amino group carrying two  similar or
different alkyl or cycloalkyl substituents or the two nitrogen substitutents
together forming a ring, such as, for example, -NH2, methylamino,
ethylamino, 20 dimethylamino, diethylamino, methyl-ethylamino,
pyrrolidin- I -yl or piperidino etc.,  preferably primary amino, dimethylamino
and diethylamino and particularly  dimethylamino. The term "halogen",
alone or in combination, signifies fluorine, chlorine, bromine or  iodine and
preferably fluorine, chlorine or bromine. 25 The term "haloalkyl", alone or
in combination, signifies an alkyl group as defined  before, wherein one or
more, preferably one to five hydrogen atoms are replaced by  halogen,
preferably fluoro, Examples of such haloalkyl groups are difluoromethyl,
trifluoromethyl and pentafluoroethyl. Preferred is trifluoromethyl. The term
"haloalkoxy", alone or in combination, signifies an alkoxy group as defined
30 before, wherein one or more, preferably one to five hydrogen atoms
are replaced by  halogen, preferably fluoro. Examples of such haloalkoxy
groups are difluoromethoxy,  trifluoromethoxy, monofluoroethoxy and
pentafluoroethoxy. Preferred is  trifluoromethoxy and monofluoroethoxy.
WO 2006/037501 PCT/EP2005/010372  7 



The term "hydroxyalkyl", alone or in combination, signifies an alkyl group
as  defined before, wherein one or more hydrogen atoms, preferably one
hydrogen atom is  replaced by a hydroxy group. Examples of hydroxyalkyl
are hydroxymethyl and  hydroxyethyl. 5 The term "carbonyl", alone or in
combination, signifies the -C(O)- group.  The term "oxy", alone or in
combination, signifies the -0- group. The term "nitro", alone or in
combination signifies the -NO2 group.  The term "cyano", alone or in
combination signifies the group -CN. The term "pharmaceutically
acceptable salts" refers to those salts which retain the  10 biological
effectiveness and properties of the free bases or free acids, which are not
biologically or otherwise undesirable. The salts are formed with inorganic
acids such as  hydrochloric acid, hydrobromic acid, sulfuric acid, nitric
acid, phosphoric acid and the  like, preferably hydrochloric acid, and
organic acids such as acetic acid, propionic acid,  glycolic acid, pyruvic
acid, oxylic acid, maleic acid, malonic acid, succinic acid, fumaric 15 acid,
tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic acid,
methanesulfonic  acid, ethanesulfonic acid, p-toluenesulfonic acid,
salicylic acid, N-acetylcystein and the  like. In addition these salts may be
prepared form addition of an inorganic base or an  organic base to the
free acid. Salts derived from an inorganic base include, but are not  limited
to, the sodium, potassium, lithium, ammonium, calcium, magnesium salts
and the 20 like. Salts derived from organic bases include, but are not
limited to salts of primary,  secondary, and tertiary amines, substituted
amines including naturally occurring  substituted amines, cyclic amines
and basic ion exchange resins, such as isopropylamine,  trimethylamine,
diethylamine, triethylamine, tripropylamine, ethanolamine, lysine,
arginine, N-ethylpiperidine, piperidine, polymine resins and the like. The
compound of 25 formula I can also be present in the form of zwitterions.
Particularly preferred  pharmaceutically acceptable salts of compounds of
formula I are the hydrochloride salts.  The compounds of formula I can
also be solvated, e.g. hydrated. The solvation can  be effected in the
course of the manufacturing process or can take place e.g. as a 



consequence of hygroscopic properties of an initially anhydrous
compound of formula I  30 (hydration). The term pharmaceutically
acceptable salts also includes physiologically  acceptable solvates. WO
2006/037501 PCT/EP2005/010372  8 "Pharmaceutically acceptable
esters" means that compounds of general formula (I)  maybe derivatised
at functional groups to provide derivatives which are capable of
conversion back to the parent compounds in vivo. Examples of such
compounds include  physiologically acceptable and metabolically labile
ester derivatives, such as 5 methoxymethyl esters, methylthiomethyl
esters and pivaloyloxymethyl esters. Additionally,  any physiologically
acceptable equivalents of the compounds of general formula (I),  similar to
the metabolically labile esters, which are capable of producing the parent
compounds of general formula (1) in vivo, are within the scope of this
invention. The compounds of formula I can contain several asymmetric
centers and can be  10 present in the form of optically pure enantiomers,
mixtures of enantiomers such as, for  example, racemates, optically pure
diastereioisomers, mixtures of diastereoisomers,  diastereoisomeric
racemates or mixtures of diastereoisomeric racemates. Preferred are the
compounds of formula I and pharmaceutically acceptable salts  thereof,
particularly the compounds of formula I. 15 Preferred are the compounds
of formula I, wherein R5 is phenyl, naphtyl, thiophenyl,  pyridyl, quinolyl,
piperidyl, morpholyl, thiomorpholyl or 1,2,3,4-tetrahydro-isoquinolinyl
optionally substituted with one or more substituents, preferably one to
three substituents,  independently selected from alkyl, cycloalkyl, halogen,
hydroxy, hydroxyalkyl, alkoxy,  alkoxyalkyl, hydroxyalkoxy, alkoxyalkoxy,
cyano, nitro, trifluoromethyl, trifluoromethoxy, 20 trifluoromethylcarbonyl,
aryl, arylalkyl, aryloxy, alkoxycarbonylalkoxy and alkyl-SO2- .  Particularly
preferred are those compounds of formula 1, wherein R5 is phenyl,
naphtyl, thiophenyl, pyridyl, quinolyl, piperidyl, morpholyl, thiomorpholyl or
1,2,3,4- tetrahydro-isoquinolinyl optionally substituted with one or two
substituents 



independently selected from alkyl, cycloalkyl, halogen, hydroxy,
hydroxyalkyl, alkoxy, 25 alkoxyalkyl, hydroxyalkoxy, allcoxyalkoxy, cyano,
nitro, trifluoromethyl, trifluoromethoxy,  trifluoromethylcarbonyl, aryl,
arylallcyl, aryloxy, allcoxycarbonylalkoxy and alkyl-S02- .  Further
preferred are compounds according to formula 1, wherein R5 is phenyl,
naphtyl, piperidyl or 1,2,3,4-tetrahydro-isoquinolinyl optionally substituted
with one to  three substituents independently selected from alkyl, halogen,
alkoxy, nitro, 30 trifluoromethyl, trifluoromethoxy, trifluoromethylcarbonyl,
aryl, aryloxy and alkyl-SO2- . WO 2006/037501 PCT/EP2005/010372  9
Particularly preferred are compounds of formula I, wherein RS is phenyl or
naphtyl  optionally substituted with one to three substituents independently
selected from alkyl,  halogen, trifluoromethyl, trifluoromethoxy and aryl.
Also preferred are compounds according to formula I, wherein R6 is
hydrogen.  5 Preferred are compounds of formula I, wherein R' is
hydrogen, alkyl, cycloalkyl,  hydroxy, hydroxyalkryl, alkoxy, alkoxyalkyl,
aminoalkyl, aryl, heterocyclyl, alkylsulfonyl,  alkylsulfanyl,
alkylcarbonylalkyl, alkylcarbonyloxyalkyl, aminocarbonylalkyl,
heterocyclylcarbonylalkyl, heterocyclylalkoxyalkyl such as e.g.
pyridylmethoxymethyl,  alkoxycarbonylalkyl,
alkoxyalkylaminocarbonylalkyI, cycloallcyialkoxyalkyl, 10 arylalkyloxyalkyl,
aryloxyalkyl, haloalkyl, haloalkoxy or haloalkoxyal cyl. Further preferred
are compounds of formula I, wherein R' is alkyl, cycloalkyl,  hydroxyalkyl,
alkoxyalkyl, aryl, alkoxyalkylaminocarbonylalkyl, cycloalkylalkoxyalkyl,
arylalkyloxyalkyl or trifluoroalkoxyalkyl. Another preferred embodiment of
the present invention are compounds of formula  15 I, wherein R' is
hydrogen. Preferred are the compounds of formula 1, wherein R2 is
hydrogen, alkyl,  cycloalkylalkoxyalkyl, alkoxyalkyl, arylalkoxyalkyl,
haloalkoxyalkyl such as e.g. fluoro- ethoxymethyl or
trifluoro-ethoxymethyl, piperidyl, pyrrolidyl, morpholinyl,  thiomorpholinyl
arylalkyl, arylalkoxy, aryloxy, heterocyclylalkoxy or heterocyclylalkyl; 



20 Further preferred are compounds of formula I, wherein R2 is hydrogen,
cycloalkylalkoxyalkyl, alkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl,
thiomorpholinyt,  arylalkyl or aryloxy. Also preferred are compounds
according to formula I, wherein R' is hydrogen.  Further preferred are
compounds according to formula I, wherein R4 is hydrogen or  25
halogen. Particularly preferred are those compounds of formula 1, wherein
R' is hydrogen.  Examples of preferred compounds of formula (I) are: WO
2006/037501 PCT/EP2005/010372  10 3 -Chloro-N- (6-ethyl-pyrid in - 2-
yl )- 2 -methyl-ben ze nes ulfonam ide;  Biphenyl-4-sulfonic acid
(6-ethyl-pyridin-2-yl)-amide;  Biphenyl-4-sulfonic acid
(6-propyl-pyridin-2-yl)-amide;  3-Chloro-2-methyl-
N-(6-propyl-p),ridin-2-yl)-benzenesulfonamide; 5 Naphthalene-2-sulfonic
acid (6-propyl-pyridin-2-yl)-amide;
3,4-Dichloro-N-(6-propyl-pyridin-2-y1)-benzenesulfonam ide;
2,5-Difluoro-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;
2,4-Dichloro-6-methyl-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;
5-Chloro-naphthalene-2-sulfonic acid (6-propyl-pyridin-2-yl)-amide;  10
3,4-Dimethoxy-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;
4,5-Dichloro-2-fluoro-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;  2,4-D
ichloro-5-methyl-N-(6-propyl-p)rridin-2-yl)-benzenesulfonam ide;
Piperidine-l-sulfonic acid (6-propyl-pyridin-2-yl)-amide; 3-Chloro-N-
(6-isopropyl-pyridin-2-yl)-4-methyl-benzenesulfonamide;  15
2,5-Difluoro-N-(6-isopropyl-pyridin-2-yl)-benzenesulfonamide; N-(6-I
sopropyl-pyridin-2-yl)-4-(4-trifluoromethyl-pheno)cy)-benzenesulfonamide;
2,4-Dichloro-N- (6-isopropyl-pyridin-2-yl)-5-methyl-benzenesulfonamide;
N- (6-Isopropyl-pyrid in- 2-yl) -4-methanes ul fo nyl-b enzenes info
namide;  



N-(6-Isopropyl-pyridin-2-yl)-4-trill uoromethoxy-benzenesulfonamide; 20
2-(2,2,2-Trifluoro-acetyl)-1,2,3,4-tetrahydro-isoquinoline-7-sulfonic acid
(6-isopropyl- pyridin-2-yl )-amide; N- (6-Isopropyl-pyridin-2-yl)-3-
(4-trifluoromethyl-phenoxy)-benzenesulfonam ide;  Naphthalene-2-sulfonic
acid (6-isopropyl-pyridin-2-yl)-amide; WO 2006/037501
PCT/EP2005/010372  11
N-(6-Isopropyl-pyridin-2-yi)-3-trifluoromethyl-benzenesulfonamide;
N-[6-(2-Chloro-phenyl)-pyridin-2-yl]-5-fluoro-2-methyl-benzenesulfonamid
e;  3-Chlo ro-N- [6-(2 -chloro-phenyl)-pyridin-2-yl ] -
2-methyl-benzenesulfonamide;  Biphenyl-4-sulfonic acid
[6-(2-chloro-phenyl)-pyridin-2-y1]-amide; 5
3-Chloro-N-[6-(2,4-difluoro-phenyl) -pyridin-2-yl]-2-methyl- benzenes
ulfonamide;  3-Chloro-N- [6- (3-fluoro-phenyl) -pyridin-2-y1]
-2-methyl-benzenesulfonamide;
3-Chloro-N-[6-(2,3-difluoro-phenyl)-pyridin-2-yl]
-2-methyl-benzenesulfonamide;  3-Chloro-N-
[6-(2,5-dichloro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide;  N-
[6-(2,5- Dichlo ro-phenyl)-pyrid in-2-yl]
-5-fluoro-2-methyl-benzenesulfonamide; 10
3-Chloro-N-[6-(3-chloro-phenyl)-pyridin-2-yll-2-methyl-benzenesulfonamid
e;  N- [6-(3-Chloro-phenyl)-pyridin-2-yl ] -5-flux
ro-2-methyl-benzenesulfonamide;  3-Chloro-N-
[6-(2-fluoro-phenyl)-pyridin-2-yl l-2-methyl-benzenesulfonamide;
5-Fluoro-N-[6-(2-fluoro-phenyl)-pyridin-2-yl]-2-mehyl-benzenesulfonamide;
3-Chloro-2-methyl-N- [6-(2-trifluoromethyl-phenyl )-pyridin-2-yll
-benzenesulfonamide; 15
5-Fluoro-2-methyl-N-[6-(2-trifluoromethyl-phenyl)-pyridin-2-yl]-benzenesulf
onamide;
N-[6-(2-Chloro-phenyl)-pyridin-2-yl]-2,5-difluoro-benzenesulfonamide;
N-[6-(2-Chloro-phenyl))-pyridin-2-yI]-2-trifluoromethyl-benzenesulfonamid
e;  3-Chloro-N- [ 6- (2-methoxy-phenyl)-pyridin-2 -yl ]
-2-methyl-benzenesulfonamide;  3-Chloro-N-
[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yll-2-methyl-benzenesulfonamide;
20
5-Fluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-2-methyl-benzenesul
fonamide;  N- [ 2,3' ] Bipyridinyl-6-yl-3-chloro-2-methyl-benzenesulfonam
ide; 



2,5- Difluoro-N- [ 6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yi ]
-benzenesulfonamide; WO 2006/037501 PCT/EP2005/010372  12
2,4-Dichloro-N- (6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yt]-6-methyl-
benzenesulfonamide;
3,4-Dichloro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl)-benzenesulfona
mide;
3-Chloro-N-(6-metho)cy-pyridin-2-yl)-2-methyl-benzenesulfonamide;  5
Biphenyl-4-suifonic acid (6-methoxy-pyridin-2-yl)-amide; 5-Fluoro-N-
(6-methoxy-pyridin-2-yl)-2-methyl-benzenesulfonamide;
Naphthalene-2-sulfonic acid (6-methoxy-pyridin-2-yl)-amide;
3-Chloro-N-(6-etho)cy-pyridin-2-yi)-2-methyl-benzenesulfonamide;
Biphenyl-4-sulfonic acid (6-ethoxy-pyridin-2-yl)-amide; 10
Naphthalene-2-suifonic acid (6-ethoxy-pyridin-2-yl)-amide;
3-Chloro-N-(6-ethylsulfanyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
Biphenyl-4-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide;
Naphthalene- 2- sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide;
Naphthalene-2-suifonic acid (6-ethanesulfonyl-pyridin-2-yl)-amide; 15
3-Chloro-2-methyl-N-[6-(2-oxo-pentyl)-pyridin-2-yl]-benzenesulfonamide;
2- [ 6- (Biphenyl-4-sulfonylam ino)-pyridin-2-yl ] -N,N-diethyl-acetamide;
Biphenyl-4-sulfonic acid
[6-(2-morpholin-4-yl-2-oxo-ethyl)-pyridin-2-yl)-amide;
[6-(3-Chloro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]-acetic acid
methyl ester;  [6-(5-Fluoro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]
-acetic acid methyl ester; 20
N,N-Diethyl-2-16-(4'-fluoro-biphenvl-4-sulfonylamino)-pyridin-2-yl]-acetami
de;  4-Fluoro-biphenyl-4-sulfonic acid
[6-(2-morpholin-4-yl-2-oxo-ethyl)-pyridin-2-yl]- amide;
2-[6-(4-Fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-N-(2-methoxy-ethyl)-
acetamide; WO 20061037501 PCT/EP2005/010372  



13 2- [6-(3-Chloro-2-methyl -ben zenesulfonylamino)-pyridin-2-ylI
-N,N-diethyl-acetamide;
2-[6-(3,4-Dichloro-benzenesulfonylamino)-pyridin-2-y]]-N,N-diethyl-acetam
ide  2-
[6-(3-Chloro-2-methyl-benzenesulfonylamino)-3-methyl-pyridin-2-yl]-N,N-d
iethyl- acetamide; 5
2-[6-(3,4-Dichloro-benzenesulfonylamino)-3-methyl-pyridin-2-yl]-N,N-diieth
yI- acetamide; 3-Chloro-N-
(6-hydroxymethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-2-methyl-benzeenesulfonamid
e;  2,5-Difluoro-N-(6- methoxymethyl-pyridin-2-yI)-benzenesulfonamide;
10
3-Chloro-N-(6-methoxymethyl-pyridin-2-yi)-4-methyl-benzenesulfonamide;
N-(6-Cyclopropylmethoxymethyl-pyridin-2-yl)
-2,5-difluoro-benzenesulfonam ide;  5-Fluoro-N-
(6-methoxymethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
2,5-Difluoro-N-(6-hydroxymethyl-pyridin- 2-yl)-benzenesulfonamide; Acetic
acid 6-(2,5-difluoro-benzenesulfonylamino)-pyridin-2-ylmethyl ester;  15
Naphthalene-2-sulfonic acid (6-hydroxymethyl-pyridin-2-yl)-amide;
3-Chloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-4-methyl-benzenes
ulfo namide;  N-
(6-Cyclopropylmethoxymethyl-pyridin-2-yl)-5-fluoro-2-methyl-benzenesulfo
namide;  3-Chloro-N- [ 6-(4-fluoro-benzyloxymethyl)-pyrid in-2-yl]
-4-methyl-benzenesulfonam ide;  3-Chloro-N- [6-
(4-fluoro-benzyloxymethyl )-pyridin-2-yl] -2-methyl-benzenesulfonamide;
20
2,5-Difluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-benzenesulfona
mide;  5-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-y1]
-2-methyl-benzenesulfonamide;  Piperidine- l -sulfonic acid
(6-methoxymethyl-pyridin-2-yl)-amide; Piperidine- l -sulfonic acid
(6-cyclopropylmethoxymethyl-pyridin-2-yl)-amide WO 2006/037501
PCT/EP20051010372  14
3-Chloro-4-methyl-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl ]-
benzenesulfonamide; 



3-Chloro-2-methyl-N- [6-(4-trifluoromethyl-phenoxlmlethyl )-pyridin-2-yl) -
benzenesulfonamide; 5
2,5-Difluoro-N-[6-(4-trifluoromethyl-phenox)rmethyl)-pyridin-2-yl}-
benzenesulonamide; 5-Fluoro
-2-methyl-N-[6-(4-trifluoromethyl-phenoxymethyl) -pyridin-2-ylj -
benzenesulfonamide;
3-Chloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-2-methyl-benzenes
ulfonamide;  10
3,4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-y1)-benzenesulfon
amide;
4-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yll-benzenesulfonamid
e;  N- [6-(4-Fluoro-benzylox)rmethyl)-pyridin-2-yl J
-3-trifluoromethyl-benzenesulfonamide;  3-Chloro-N-
(5-cyclopropylmethoxymethyl-pyridin-2-yl) -2-methyl-benzenesulfonamide;
N-(5-Cyclopropyl-methoxymethyl-pyridin-2-yl)
-2,5-difluoro-benzenesulfonamide 15
4-Chloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-3-methyl-benzenes
ulfonamide;
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-5-fluoro-2-methyl-benzenesu
lfonamide;  Piperidine-1-sulfonic acid
(5-cyclopropyl-methoxymethyl-pyridin-2-yl)-amide;
3-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide; 20
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2,5-difluoro-
benzenesulfonamide; N-
(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-5-fluoro- 2-methyl-
benzenesulfonamide; N-(5-Methoxymethyl-6-methyl-p)rridin-2-yl )-
3-trifluoromethyl-benzenesulfonamide;  25
3-Chloro-N-(5-methoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-benzenesulf
onamide; WO 2006/037501 PCT/EP2005/010372  15
N-[5-(4-Fluoro-benzyloxymethyl)-6-methyl-pyridin-2-yl]-3- trifl
uoromethylbenzenesulfonam ide; 3-Chloro-N- [5-
(4-fluoro-benzyloxymethyl)-6-methyl-pyridin-2-yl ] -2- 



m ethylbenzenesul fo n amide; 5
N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethylbenzenesulfona
mide;  3-Chloro-2-methyl-N-{6- [ (methyl-propyl-amino)-methyl] -pyridin2-yl
}- benzenesulfonamide; 5-Fluoro-2-methyl-N-{6-{
(methyl-propyl-amino)-methyl]-pyridin-2-yl}- benzenesulfonamide; 10
3-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-benzenesulfo
namide;  3-Chloro-N- (6-cyclop
ropyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;  Naphthalene-l-sulfonic
acid (6-cyclopropyl-pyridin-2-yl)-amide;  4-Chloro-N-(6-cyclopropyl-pyridin-
2-yl)-2,5-dimethyl-benzenesulfonamide;  4-Chloro-N-(6-cyclop
ropyl-pyridin-2-yl)-3-methyl-benzenesulfonamide; 15
N-(6-Cyclopropyl-pyridin-2-yl)-3-trifluoromethyl-benzenesulfonamide;
2,4-Dichloro-N-(6-cyclopropyl-pyridin -2-yl)-5-methylbenzenesulfonamide;
Naphthalene-2-sulfonic acid (6-cyclopropyl-pyridin2-yl)-amide;
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-
3-trifluoromethyl-benzenesulfonamide;
N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl)-3,5-bis-trifluoromethyl-benzenes
ulfonam ide; 20
4-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide; 4-Chloro-N-
f6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl ] -3-trifluo romethyl-
benzenesulfonamide; 4-Chloro-N-
[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl] -2,5-dimethyl- 25
benzenesulfonamide; WO 2006/037501 PCT/EP2005/010372  16
3-Trifluoromethyl-N- [ 6- (4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl ] -
benzenesulfonamide; N- [ 5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-yl
] - 3-trifluoromethyl- benzenesulfonamide; 



5
3-Chloro-N-(5-cyclopropylmethoxymethyI-pyridin-2-y1)-benzenesulfonami
de;  2,4-Dichloro-N- (5-cyclopropylmethoxymethyl-pyridin-2-yl) -6-m ethyl-
benzenesulfonamide;
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-4-fluoro-3-trifluoro methyl-
benzenesulfonamide; 10
3-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-y1)-benzenes
ulfonamide;  2,4-Dichloro-
N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-6-methyl-
benzenesulfonamide; N-(5-
Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide; 15
2,4-Difluoro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl]-benzenesulfona
mide;
3-Chloro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl]-benzenesulfonamid
e;  2,4-Dichloro-N- [6- (3-fluoro-benzyloxymethyl)-pyridin-2-yl] -6-methyl-
benzenesulfonamide; 2,4-Difluoro-N- [6-(4-fluo ro-benzyloxymethyl)
-pyridin-2-yl ] -benzenesulfonam ide;  20
3-Chloro-N-[6-(4-fluoro-benzvloxymethyl)-pyridin-2-yl]-benzenesulfonamid
e;  2,4-Dichloro-N- [6- (4-fluoro-benzyloxymethyl )-pyridin-2-yl ] -6-methyl-
benzenesulfonamide;
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-4-fluoro-3-trifluo
romethyl- benzenesulfonamide; 25
4-Fluoro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-ylj-3-trifluoromethyl-
benzenesulfonamide; WO 2006/037501 PCT/EP20051010372  17 4-Fl
uoro-N- [6-(4-fluoro-benzvloxymethyl)-pyridin-2-yl ] -3-trifluoromethyl-
benzenesulfonamide;
N-[6-(4-Fluoro-benzyloxyrnethyl)-pyridin-2-yl]-3-trifluoromethoxy-
benzenesulfonamide; 



5 N-(6-Methoxymethyl-pyridin-2-yl)-3-trifluoromethyl-benzenesulfonamide;
2,4-Dichloro-N-(6-methoxymethyl-pyridin-2-yl)-6-methyl-benzenesulfonami
de;  3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-benzenesulfonamide;
3-Trfluoromethyl-N- [6-(3,3,3-trifluoro-propoxymethyl) -pyridin-2-yl] -
benzenesulfonamide; 10
2,4-Dichloro-6-methyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-
benzenesulfonamide; N- [6-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-yl]
-3-trifiuoromethyl- benzenesulfonamide; 2,4-Dichloro-6-methyl-N-
[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]- 15 benzenesulfonamide;
3-Chloro-N-[ 6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-yl]
-benzenesulfonam ide;  N-
[6-(2-Cyclopropyl-ethoxymethyl)-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide; N- [6-(2-Cyclopropyl-ethoxymethyl )-pyridin-2-yl
]-4-fluoro-3-trifiuo romethyl- 20 benzenes ulfortamide;
2,4-Dichloro-N-[6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-yl ]-6-methyl-
benzenesulfonamide; 2,4-Dichloro-5-methyl-N- [
6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl ] - benzenesulfonamide; 25
2-Chloro-N-[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-5-trifiuoromethyl-
benzenesulfonamide; WO 2006/037501 PCT/EP2005/010372  18
2,4-Dichloro-N- [ 6- (3-chloro-benzy}oxymethyl)-pyridin- 2-y11-6-methyl-
benzenesulfonamide; N-[6-(3-Chloro-benzyloxymethyl) -pyridin-2-yl}-4-fl
uoro-3-trLfuoromethyl- benzenesulfonamide; 



5 N-[6-(4-Chloro-benzyloxymethyl)-pyridin-2-yl}-4-fluoro-3-trifluoromethyl-
benzenesulfonamide;
2,4-Dichloro-N-[6-(4-chloro-benzyloxymethyl)-pyridin-2-yl}-6-methyi-
benzenesulfonamide; N- [ 5-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-yl }
-3-trifluoromethyl- 10 benzenesulfonamide; 2,4-Dichloro-5-methyl-N-
[5-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]- benzenesuifonamide;
3-Chloro-2-methyl-N-(3,4,5,6-tetrahvdro-2H-[ 1,3'}bipyridinyl-6'-yl)-
benzenesulfonamide; 15
3-Chloro-2-methyl-N-(5-p)rrrolidin-I-yl-pyridin-2-yl)-benzenesulfonamide;
3-Chloro-2-methyl-N-(5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;
N- (5-Benzyl-pyridin-2-y1)- 3-chloro-2-methyl-benzenesulfonamide;
3-Chloro-2-methyl-N-(5-phenethyl-pyridin-2-yl)-benzenesulfonamide;
3-Chloro- 2 -methyl-N- (6-methyl- 5 -phenet hyl-pyrid in- 2 -yl)-benzen es
ul fonam ide;  20
3-Chloro-2-methyl-N-(5-thiomorpholin-4-yl-pyridin-2-yl)-benzenesulfonami
de; 2,4-Dichloro-N- t5- [ 2-(4-chloro-phenyl)-ethyl } -pyridin-2-yl }-6-methyl-
benzenesulfonamide; 3-Chloro-N-15- [2-(4-methoxy-phenyl) -ethyl
}-pyridin-2-yl}-2-methyl- benzenesulfonamide; 25
3-Chloro-N-{5-[2-(3-fluoro-phenyl)-ethyl}-pyridin-2-yl}-2-methyl-benzenesul
fonamide;  3-Chloro-2-methyl-N- (5- [
2-(2-trifluoromethyl-phenyl)-ethyl)-pyridin-2-yl}- benzenesulfonamide WO
20061037501 PCT/EP2005/010372  19 3-Chloro-N-{
5-[2-(4-fluoro-phenyl)-ethyl] -pyridin-2-yl]-2-methyl-benzenesulfonamide;
3-Chlo ro-2-methyl-N-(5-pheno)cy-pyridin-2-yl)-benzenesulfonamide;
3-Chloro-N-[5-(2-chloro-phenoxy)-pyridin-2-yl]-2-methyl-benzenesulfonami
de;  



3-Chloro-N-t5-(4-fluoro-pheno)c)-pyridin-2-yl]
-2-methyl-benzenesulfonamide; 5
2,4-Dichloro-6-methyl-N-(5-pheno)cy-pyridin-2-yl)-benzenesulfonamide;
2,4-Dichloro-N- (5- (2-chloro-phenoxy)-pyrid Ln- 2-yl ]
-6-methyl-benzenesulfonamide;
2,4-Dichloro-N-[5-(4-fluoro-phenoxy)-pyridin-2-yl]-6-methyl-benzenesulfon
amide;  3-Chloro-2-methyl-N- (5-(2-quinolin-2-yl-ethyl) -pyridin-2-yl ]
-benzenesulfonamide;  2,4-Dichloro-6-methyl-N-
[5-(2-quinolin-2-yl-ethyl)-pyridin-2-yl] -benzenesulfonamide;  10 and
3-Chloro-2-methyl-N-(5-(2-pyridin-2-yl-ethyl)-pyridin-2-y1]-benzenesulfona
mide.  Examples of particularly preferred compounds of formula (1) are:
3-Chlo ro-N-(6-ethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;  15
Biphenyl-4-sulfonic acid (6-propyl-pyridin-2-yl)-amide;
3-Chloro-2-methyl-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;
2,4-Dichloro-6-methyl-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;
5-Chloro-naphthalene-2-sulfonic acid (6-propyl-pyridin-2-yl)-amide;
3-Chloro-N-(6-isopropyl-pyridin-2-yl)-4-methyl-benzenesulfonamide; 20
N-(6-Isopropyl-pyridin-2-yl)-3-trifluoromethyl-benzenesulfonamide;
3-Chloro-2-methyl-N- [6-(2-trifluoromethyl-phenyl )-pyridin-2-y1]
-benzenesulfonamide;
2,5-Difluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yI]
-benzenesulfonamide; WO 2006/037501 PCT/EP2005/010372  20
2,4-Dichloro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yll-6-methyl-
benzenesulfonamide; 2- [ 6-(3-Chloro-2-methyl -ben
zenesuifonylamino)-pyridin-2-yl] -N,N-diethyl-acetamide;  3-Chloro-N-
(6-hydroxymethyl-pyridin- 2-yt)-2-methyl-benzenesulfonamide; 5
3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
3-Chloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-2-methyl-benzenes
ulfonamide;
3,4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-benzenesulfona
mide;  4-Fluoro-N-
[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yll-benzenesulfonamide;  



N-[6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yll-3-trifluoromethyl-benzenesul
fonamide; 10
3-Chloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-2-methyl-benzenes
ulfonamide;
3-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yi)-2-methyl-
benzenesulfonamide;
3-Chloro-N-(5-methoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-benzenesulf
onamide;  N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoro
methylbenzenesulfonamide; 15
3-Chloro-N-(6-cyclopropyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
Naphthalene-1-sulfonic acid (6-cyclopropyl-pyridin-2-yl)-amide;
4-Chloro-N-(6-cyclopropyl-pyridin-2-yl)-2,5-dimethyl benzenesulfonamide;
N-(6-Cyclopropyl-pyridin-2-yl)-3-trifluoromethyl-benzenesulfonam ide;
N-(5-Cyclop ropylmethoxymethyl-pyridin-2-yl)
-3-trifluoromethyl-benzenesulfonamide;  20
4-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide; 2,4-Dichlo ro-N-
(5-cyclopropylmethox)rmethyl-pyridin-2-yl)-6-methyl-
benzenesulfonamide; N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)
-4-fluoro-3-trifluoromethyl- 25 benzenesulfonamide; WO 2006/037501
PCT/EP2005/010372  21 2,4-Dichlo
ro-N-(5-cyclopropylmethoxymethyi-6-methyl-pyridin-2-yl)-6-methyl-
benzenesulfonamide; N- (5-Cyclo propylmethoxymethyl-6-methyl -pyridin-
2-yl)-3-trifluorom ethyl- benzenesulfonamide; 5
2,4-Dichloro-N-[6-(4-fluoro-benzyioxymethyl)-pyridin-2-yl]-6-methyl-
benzenesulfonamide; 4-Fluuoro-N- [ 6-(4-fluoro-benzyloxymethyl)-pyridin-
2-yl ] -3-trifluoromethyl- benzenesuifonamide;
N-[6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yl]-3-trifluoromethoxy- 



10 benzenesulfonamide; N- (6-Methoxymethyi-pyridin-2-yl)-3-trifl
uoromethyl-benzenesulfonamide;  3-Trifluoromethyl-N- [ 6-
(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl] - benzenesulfonamide;
2,4-Dichloro-6-methyl-N- [6-(3,3,3-trifluoro-propoxymethyl) -pyridin-2-yl] -
15 benzenesulfonamide; 2,4-Dichloro-6-methyl-N- [
6-(2,2,2-trifluoro-ethoxymethy! )-pyridin-2-yl ] - benzenesulfonamide;
2,4-Dichloro-N- [6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-yl] -6-methyl-
benzenesulfonamide; 20
2,4-Dichloro-N-[6-(3-chloro-benzylox)rmethyl)-pyridin-2-yl]-6-methyl-
benzenesulfonamide; N- [ 6-(4-Chlo ro-benzyloxymethyl )-pyridin-2-yl ]
-4-fluo ro-3-trifluoromethyl- benzenesulfonamide; 2,4-Dichloro-N- [ 6-
(4-chloro-benzyloxymethyl)-pyridin-2-yl ] -6-methyl- 25
benzenesulfonamide; 3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-[
1,3']bipyridinyl-6'-yl)- benzenesulfonamide;
3-Chloro-2-methyl-N-(5-p)rrrolidin-1-yl-pyridin-2-yl)-benzenesulfonamide;
\VO 2006/037501 PCT/EP2005/010372  22 3-Chloro-2-methyl-N-
(5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;
N-(5-Benzyl-pyridin-2-yl)-3-chloro-2-methyl-benzenesulfonamide;  3-Chlo
ro-2-methyl-N- (6-methyl-5-phenethyl-pyridin-2-yl)-benzenesulfonamide;
3-Chlo
ro-2-methyl-N-(5-thiomorpholin-4-yl-pyridin-2-yi)-benzenesulfonamide; 5
2,4-Dichloro-N-(5-[2-(4-chloro-phenyl)-ethyl!-pyridin-2-yl}-6-methyl-
benzenesulfonamide; 3-Chloro-N- [ 5- [ 2-(3-fluoro-phenyl)-ethyll
-pyridin-2-yl} -2-methyl-benzenesulfonamide;  



3-Chloro-N- f5- [ 2 -(4-fluoro-phenyl)-ethyl ] -pyridin-2-yl }
-2-methyl-benzenesulfonamide;
3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl)-benzenesulfonamide; 10
3-Chloro-N-[5-(2-chloro-phenoxy)-pyridin-2-yl]-2-methyl-benzenesulfonami
de;  3-Chloro-N- [ 5-(4-fluoro-phenoxy)-pyridin-2-yl ]
-2-methyl-benzenesulfonamide;
2,4-Dichloro-6-methyl-N-(5-phenoxy-pyrid in-2-yl)-benzenesulfonamide;
2,4-Dichloro-N-(5-(2-chloro-phenoxy)-pyridin-2-ylJ-6-methyl-benzenesulfo
namide; and  2,4- Dichloro-N- [
5-(4-fluoro-phenoxy)-pyridin-2-ylJ-6-methyl-benzenesulfonamide. 15
Processes for the manufacture of compounds of formula I are an object of
the  invention. The preparation of compounds of formula I of the present
invention may be carried  out in sequential or convergent synthetic routes.
Syntheses of the invention are shown in  20 the following Schemes. The
skills required for carrying out the reaction and purification of the resulting
products are known to those persons skilled in the art. The substituents
and  indices used in the following description of the processes have the
significance given above  unless indicated to the contrary. In general,
compounds of type I are readily accessible by sulfonylation of  25
appropriately substituted 2-amino-pyridines of formula 11 with sulfonyl
chlorides under  various conditions that are known to persons skilled in
the art. Examples of such  conditions are - as indicated in Scheme 1
below - e.g. pyridine at elevated temperatures or WO 2006/037501
PCT/EP2005/010372  23 THF under reflex conditions in the presence of a
base such as potassium carbonate,  sodium carbonate, sodium hydride,
triethyl amine or the like. Scheme 1: O O R3 R3 P2 I R4 CI R5 RZ R4
Cs2CO3, R&-X R2 R4  OO pMFO(r)  



R1 NJ`NHz R1 N H S.RS R1 N `R5 pyridine, 60 R6  RI or la (R6=H) I
K2C03, THF, reflux X means Cl, Br or f 5 Optionally, compounds of
formula la with R6 is H obtained in this way can be further  substituted at
the sulfonamide nitrogen by treatment with a base such as sodium
hydride,  cesium carbonate, potassium carbonate or the like in a solvent
such as DMF or THF or  similar followed by alkylation of the resulting
anion with an alkyl halide such as methyl  iodide, ethyl bromide, benzyl
bromide or the like in order to introduce the desired R6  10 substituent.
Appropriately substituted 2-amino-pyridines of formula II are either
commercially  available, are known in the literature or can be made in
analogy to literature procedures  from known starting materials. General
approaches that have been used for the synthesis  of various
aminopyridines of general formula II in the course of this invention are
outlined  15 below. 2-Aminopyridines of formula IIb with R' is alkyl,
cycloalkyl, aryl or heterocyclyl can be  made according to scheme 2 from
compounds of formula III via metal-catalysed (Pd or  Ni) cross-coupling
reaction with corresponding organometallic reagent such as  heterocyclyl-,
alkyl-, cycloalkyl or aryl-boron, -zink or -tin reagents using Suzuki-, Stille
20 or Negishi-type coupling reactions (for literature: Suzuki, Chem. Rev.,
1995, 95, 2475;  Stille, Angew. Chem. IEE, 1986, 25, 508; Negishi, Acc.
Chem. Res., 1982, 15, 340). The  corresponding organometallic reagents
used are either commercially available, known in  the literature or were
prepared according to standard procedures known in the art.  Compounds
of formula tic with R1= aminocarbonylmethyl can be prepared according to
25 scheme 2 from compounds IV, selective lithiation with for example
lithium  diisopropylamide (LDA) in THF, addition of CO2 (dry ice) to give
compounds of formula  V. Subsequent coupling with appropriate amines
in the presence of a coupling reagent  



such as benzotriazol-l-yloxytris(dimethylamino)phosphonium
hexafluorophosphate WO 2006/037501 PCT/EP2005/010372  24 (BOP)
in acetonitrile gives compounds of formula VI, which are then de-protected
with  trifluoro-acetic acid in a solvent such as methylene chloride to give
compounds of formula  IIc. Scheme 2 R3 R2 R4 Pd or Ni :x5z + Rt-M
---,(r) X NNH2 III lib RI: alkyl, cycloalkyl, aryl, heterocyclyl  X=1, Br, Cl M =
B(OH)z, SnR3 ZnBr or Zn-R1 R3 R3  R2 R4  R2 I R40\ / ~ LDA,C02 0 - ' \
N N"~0 THE HO N N O  !V H V H Ra N-H  Rb Coupling  R3 R3 R2 R4
OR2 R40  Deprotection  Ra~N N NHz Ra`N N N0 Rb tic Rb VI H  5
(Ra)(Rb)N- means amino as defined before 



Compounds of formula lid with R1= alkoxycarbonylmethyl can be
prepared according to  scheme 3 from protected 2-amino-6-methyl
pyridines of formula VII by selective lithiation  with for example with LDA,
subsequent addition of CO2 followed by standard  esterification reactions,
for example with an alkohol as solvent in the presence of thionyl 10
chloride or with an alcohol in a suitable solvent in the presence of acid, or
by applying a  coupling reagent as discussed above, under simultaneous
removal of the trimethylsilyl  protecting groups when acidic reaction
conditions are applied, to give compounds of  formula IId. WO
2006/037501 PCT/EP2005/010372  25 Compounds of formula Ile with Ri
is alkylcarbonylmethyl can be obtained from VII via  lithiation with
N-butyilithium (BuLi), subsequent reaction with an appropriate alkyl  nitrite
and an acidic work-up to yield Ile. Alternatively, compounds of formula
IIc-d can  be prepared from compounds of formula VIII, obtained from lb
via lithiation with LDA 5 and CO2 addition, by standard esterification or
amide formation reactions known in the  art. Next higher homologues of
above described amines of formula II, such as  aminocarbonyl ethyl as RI
and the like, can be prepared from intermediates described in  schemes
2,3 via homologation reactions known in the art, e.g. via Arndt-Eistert
synthesis  starting with compounds of formula V to give analogues with
aminocarbonyl ethyl as Rl.  10 Scheme 3 R3  R3 i) LDA, COZ OR2 \ R4
R2 R4 ii) RaOH, SOCI2 Ra, I i O N NH2  N NS lid R3  VII i) Bu Li, RaCN
R2 R4 Nzz ii) acidic work-up O Ra N NHZ  



Ile  Ra= alkyl  R3 R3 R2 % (r) O LDA, C02 ORZ O Compounds  N N SRS
HO N NJS`RS of formula I  H H  lb VIII Compounds of formula IIf with RI is
alkoxymethyl, heterocyclylalkoxymethyl,  cycloalkylalkoxyalkyl,
arylalkoxymethyl, aryloymethyl, haloalkoxymethyl and the like can  be
prepared according to scheme 4 starting from compounds of formula IX.
Accordingly, 15 de-protonation of IX with NaH in THE and subsequent
reaction with an alkyl, arylalkyl or  heterocyclylalkyl halide and the like
gives rise to compound of formula X. Upon hydrolysis  with a base such
as aqueous 3N NaOH at elevated temperature compounds of formula HE
are obained. The aryloxymethyl analogues are prepared from X via
Mitsunobu reaction.  Alternatively, intermediates of formula X can be
obtained from XI via reaction with an 20 appropriate alcohol ROH in the
presence of a base such as NaH and in THE as solvent, WO
2006/037501 PCT/EP2005/010372  26 Compounds of formula Xl are
obtained form IX via reaction with thionyl chloride,  Compounds of formula
IIg with Rl= aminomethyl and the like can be prepared from XI  upon
reaction with an appropriate amine in acetone as solvent, in the presence
of KHCO3  as base and with catalytic amounts of potassium iodide, to
give XII that can subsequently 5 be deprotected to give fig. Intermeditates
of scheme 4 can also be converted to the next  higher homologues as
mentioned above and as known to persons skilled in the art.  Scheme 4
R3 R3 R3  112 R2 \ R40 NaH, RX "I R4 0 aqueous base R2 R4 



HO i DMF O i --' O ~' N N R' N H R~ N NH,  H IX X Of  SOCI2 NaH, ROH
THE  3 R3 R3  R2 R40 RaRbNH Nat ' i R40 aqueous base Ra2 R4 -+- ' I
CI N N-I / Rb' N H Rb'N N NHZ  H 7I Xi XII I!g  R means e.g. alkyl,
haloalkyi, heterocylclylalkyl or arylalkyl (Ra)(Rb)N- means amino as
defined before Compounds of formula IIh with R2 is cycloalicyloxymethyl,
alkoxymethyl, 10 arylalkoxymethyl, haloalkoxymethyl can be prepared
according to scheme 5 from  compounds of formula XIII via halogen
lithium exchange with BuLi, reaction with DMF  to give XIV, followed by
NaBH4 reduction to yield XV. Functionalization reactions are  then carried
out in analogy to the reaction sequences discussed above, either via
reacting  XV with appropriate alkyl halogenids in the presence of NaH to
give compounds of 15 formula XVI, or from XVII via reaction with ROH
and with NaH. XVII can be obtained  from XV via treatment with thionyl
chloride. Again, all intermediates can be used as  already discussed
above to make the next higher homologues. Scheme 5 WO 2006/037501
PCT/EP2005/010372  27 R3 IOI R3 OH R3  X R4 R4 



0 Buhl, DMF H NaBH, 140  Rt N N RI ~N' H 7~ Rt N H  XIII XiV III ~  NaH,
RX I Boot, RHO R's R4 R`0 R3 R4 7 ft  ~ aqueous base Ott NaH, ROH
R40  R` N~ NHZ R9 NON" H RS NN  f H  Ilh XVI XVII R means e.g. alkyl,
haloalkyl, cycloalkylalkyl or arylalkyl  X means CI, Sr or I 2-Aminopyridines
of type Ili in which R2 is represented by a nucleophile Nu that is  defined
as outlined in Scheme 6 - e.g. a phenol or an amine - can be made in the
following  way: An appropriately substituted 5-halo-2-nitropyridine of
formula XVIII is treated with 5 an appropriate nuclephile - e.g. a phenol or
an amine or the like - in the presence of a base  such as sodium hydride,
potassium carbonate or the like in a suitable solvent such as DMF,
DMSO, THE or similar at temperatures ranging from 0 C to 200 C to give
nitropyridine  XIX. The nitro group present in compound XIX can be
reduced using standard reduction  conditions such as catalytic
hydrogenation in the presence of a suitable catalyst such as Pd, 10 Pt or
the like or alternative conditions such as Sn(II)Cl2 in the presence of an
acid such as  HCI, HBr or the like to give the desired 2-aminopyridines Iii
that can be treated in  subsequent reaction steps as outlined in Scheme 1
to give sulfonamides of formula la  and/or I. Scheme 6: WO 2006/037501
PCT/EP2005/010372  



28 R3 R3 HIPWC  or  X ' R4 base Nu R4 Sn(CIZ), HCI Nu R4  + Nu-H Si
N N=O RI N N=0 --~ ~ I I _ R1 N NH2  0 0  xvill xix Il; X = 1, Br, C1, F Nu
= R' or piperldyl, pyrrolidyl,  morpholinyl or thiomorphofinyl  R' means e.g.
halogen, alkyl, amino or haloalkyl 2-Aminopyridines of type llj in which R2
is represented by a (hetero)aryl-ethyl side chain  as shown in Scheme 7
are made in the following way: An appropriately substituted 2 5
amino-5-halo-pyridine of formula XX is subjected to a Heck-type reaction
in the presence  of an appropriately substituted styrene or
vinyl-(hetero)aromate under conditions that are  known in the literature
(see e.g. Heck et al., J. Am. Chem. Soc. 1968, 90, 5518) to furnish
intermediate XXI. The double bond that is present in this material can
optionally be  reduced using conditions such as catalytic hydrogenation
with various catalysts such as Pd, 10 Pt or the like to give the desired
2-aminopyridines IIj that can be used in subsequent  reaction steps as
outlined in Scheme Ito give compounds of formula la and/or I.  Scheme 7:
R3 Heck R3  R4 Reaction  (Hetero)Aryi R4 R1 N NHZ R7 N NHZ xx xxl  X
= I, Br, Cl (E) and (Z)  



e.g. R3  HZ/Pd/C (Hetero)Aryi.,, R4 R1 N NH2  IIj WO 2006/037501
PCT/EP2005/010372  29 Preferred is the process for the preparation of a
compound according to formula I  comprising a) reaction of a compound
according to formula  R3  R2R4  R1 N NH2 11  5 in the presence of a
compound according to formula  00 GI'S%R5  in order to obtain a
compound of the formula R3  R2 )C, R4 O, O  R1 N N R5  H  la and
optionally 10 b) further reaction in the presence of a compound of the
formula R6-X in order to obtain a  compound of the formula R3  RZ R  



R N NR5 Rs WO 2006/037501 PCT/EP2005/010372  30 wherein R' to R6
are defined as before and Xis Cl, Br or I. Particularly preferred is the
above reaction a) in the presence of pyridine or THE and particularly in
the presence of a  base such ase.g. potassium carbonate, sodium
carbonate, sodium hydride or triethyl  amine. Particularly preferred is the
above reaction b) in the presence of sodium hydride, 5 cesium carbonate,
potassium carbonate particularly in DMF or THE Preferred examples  of
compounds according to formula R6-X are methyl iodide and ethyl
bromide.  Preferred intermediates are: 6-Isopropyl-pyridin-2-ylamine;  10
6-(2-Chloro-phenyl)-pyridin-2-ylamine;
6-(2,4-Difluoro-phenyl)-pyridin-2-ylamine;
6-(3-Fluoro-phenyl)-pyridin-2-ylamine;
6-(2,3-Difluoro-phenyl)-pyridin-2-ylamine;
6-(2,5-Dichloro-phenyl)-pyridin-2-ylamine; 15
6-(3-Chloro-phenyl)-pyridin-2-ylamine;
6-(2-Fluoro-phenyl)-pyridin-2-ylamine;
6-(2-Trifluoromethyl-phenyl)-pyridin-2-ylamine;
6-(2-Methoxy-phenyl)-pyridin-2-ylamine;
6-(4-Fluoro-2-methyl-phenyl)-pyridin-2-ylamine; 20
[2,3')Bipyridinyl-6-ylamine;  6-Ethylsulfanyl-pyridin-2-ylamine;
1-(6-Amino-pyridin-2-yl)-pentan-2-one;  (6-Amino-pyridin-2-yl)-acetic acid
methyl ester;  2- (6-Am ino-pyridin-2-yl)-N,N-diethyl-acetamide; 25
2-(6-Amino-3-methyl-pyrid n-2-yl)-N,N-diethyl-acetamide;  



6- Cyc l o p r o p ylm et h o xym ethyl- p yr i d in - 2-ylamine; 6-
(4-Fluoro-benzyloxymethyl)-pyridin-2-ylamine;  6-(4-Trifl
uoromethyl-phenoxymethyI)-pyridin-2-ylamine;  5-Cyclopropylmetho
xymethyl-pyrid i n -2 -ylamine; 30
5-CycIopropylmethoxymethyl-6-methyl-pyridin-2-ylamine;  5 - Meth oxym
ethyl-6-methyl-pyrid in - 2 -ylamine;  5-(4-Fluoro-benzyloxymethyl)
-6-methyl -pyridin-2-ylamine;  5-Ethoxymethyl-6-methyl- pyrid in- 2
-ylamine; WO 2006/037501 PCT/EP2005/010372  31 6-
[(Methyl-propyl-amino )-methyl ] -pyridin-2-ylamine;  6- Cyclo p ropyl-pyrid
in-2-ylamine; 5-(2-Fl uoro-ethoxymethyl)-6-methyl-pyridin-2-ylamine;  6-
(3- Fl u o ro- be nzylo xym ethyl) - pyrid in- 2-yi am in e; 5
6-(3,3,3-Trifluoro-propoxymethyl)-pyridin-2-ylamine;  6-(2,2;
2-Trifluoro-ethoxymethyl)-pyridin-2-ylamine;  6-
(2-Cyclopropyl-ethoxymethyl)-pyridin-2-ylamine;
6-(3-Chloro-benzyloxymethyl)-pyridin-2-ylamine;  6-(4-Chloro-benzyloxym
ethyl) -pyridin- 2-ylamine; 10
5-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-ylamine;
3,4,5,6-Tetrahydro-2H-[ 1,3' ]bipyridinyl-6'-ylamine;
6-Methyl-5-phenethyl-pyridin-2-ylamine and  5-Phenoxy-pyridin-2-ylamine.
i5 The compounds of formula I described above for use as therapeutically
active  substance are a further object of the invention. Also an object of
the present invention are compounds as decribed above for the
preparation of medicaments for the prophylaxis and therapy of illnesses
which are caused  by disorders associated with the enzyme I
Ibeta-hydroxysteroid dehydrogenasel 



20 (IIbHSDI). Likewise an object of the invention are pharmaceutical
compositions comprising a  compound of the formula I as described above
and a therapeutically inert carrier. A further preferred embodiment of the
present invention is the use of a compound  of the formula I as described
above for the preparation of medicaments for the treatment  25 and
prophylaxis of diabetes, obesity, eating disorders, dyslipidemiae and
hypertension. Particularly preferred is the use of a compound according to
formula I as described  above for the preparation of medicaments for the
treatment and prophylaxis of diabetes  Type II. A further object of the
present invention comprises a compound according to 30 formula I as
described above, when manufactured according to any one of the
described  processes. WO 2006/037501 PCT/EP2005/010372  32 Also an
object of the invention is a method for the treatment and prophylaxis of
diabetes, obesity, eating disorders, dyslipidemiae and hypertension, which
method  comprises administering an effective amount of a compound of
formula I as described  above. 5 Particularly preferred is a method for the
treatment and prophylaxis of diabetes Type  II, which method comprises
administering an effective amount of a compound according  to formula I
as described above. Assay Procedures  10 Transient expression and
partial Purification: The cDNA encoding the human 1lbeta-HSD1 protein
was cloned into the expression  vector pcDNA3 (Stratagene). This
construct (for details see Alex Odermatt et al.; J Biol  Chem.,1999, Vol.
274, Issue 40, 28762-28770) was used to transiently express the protein
in HEK293 cells (ATCC number: CRL-1573, described in Graham, F.L.,
Smiley, J., Russell, 15 W.C., Nairn, R.; (1977)) using lipofectamine. 48h
after transfection cells were washed  



twice with ice-cold PBS (Phsophate buffered Saline). To I volume of cell
suspension in  PBS 2 volumes of ice-cold lysis buffer (50mM Tris; pH7.5;
1mM EDTA; 100mM NaCl)  were added. The cells were lysed by
Potter-homogenization (20 strokes). The resulting  homogenate was
sonicated wit a tip sonicator (10% output; 2 x 30 sec.) and cleared by a 20
low speed centrifugation (10min x 9000g; 4C). The microsomal fraction
was collected by  a high speed centrifugation (60 min x 110'000g). The
resulting pellet was resuspended in  storage buffer (20mM Tris pH 7.5; 1
mM EDTA; 10% Glycerol) and the centrifugation was  repeated. The
resulting pellet containing the microsomal fraction was again taken up into
storage buffer and aliquots were kept frozen in liquid Nitrogen until use. 25
Generation of stable cell lines expressing I (beta-HSD1: The same
construct used for transient expression of human 1 Ibeta-HSD1 was also
used to  establish cell lines stably expressing the protein. Briefly,
(HEK293) cells were transfected  with llbeta-HSDI construct using the
lipofectamine reagent (Gibco BRL) according to 30 the manufacturer's
instruction. Two days after transfection, geneticin selection (0.8 WO
2006/037501 PCT/EP2005/010372  33 mg/ml) was initiated and several
stable clones were isolated. One clone was further used  for
pharmacological characterization. Microsome Assay 5 Microsomes
isolated from HEK293 cells transiently expressing human 1lbeta-HSDI (for
details see above) were incubated in assay buffer (100 mM NaCl; 1mM
EDTA; 1mM  EGTA; 1mM MgCI; 250 mM Sucrose; 20 mM Tris pH 7.4;
Cortisone 50-200nM and  NADPH 1mM) together with different
concentrations of test substances. After 60 min. of  incubation at 37C the
assay was stopped by heating,to 80C (5 min.) and by addition of 10 the
inhibitor Carbenoxolone (1 uM). The amount of Cortisol produced in this
assay was  determined using a commercially available, ELISA-based
Cortisol-detection kit  (Distributed by Assay Design, Inc.). Inhibitors were
characterized by there IC50 values,  



e.g. the concentration at which the production of cortisol was 50%
reduced. In this test preferred compounds as described above have IC50
values below 1000 nM;  15 more preferred compounds have 1C50 values
below 100 nM. Most preferred compounds  have IC50 values below lOnM.
Cellular Assay To measure the effect of inhibitors in intact cells HEK293
cells stably expressing human  20 1 lbeta-HSDI (see above) were
cultivated in 96 well plates in DMEM. First inhibitors and  60 min later
Cortisone was added to the cells. After 60 min of incubation at 37C in a
5%  CO2 atmosphere part of the medium was removed and the
conversion from Cortisone to  Cortisol was measured using a
commercially available ELISA kit (Distributed by Assay  Design, Inc.). 25
Results obtained in the microsome assay using representative
compounds of the  invention as the test compounds are shown in the
following table: WO 2006/037501 PCT/EP2005/010372  34 Compound h
11-beta-HSD 1  ICso (nM)  Example 105 16  Example 186 5 Compounds
as described above have ICso values below 1000 nM; preferred
compounds  have IC50 values below 100 nM. More preferred compounds
have IC50 values below 10  nM. These results have been obtained by
using the foregoing test. 5 The compounds of formula I and their
pharmaceutically acceptable salts and esters  can be used as
medicaments (e.g. in the form of pharmaceutical preparations). The
pharmaceutical preparations can be administered internally, such as orally
(e.g. in the  form of tablets, coated tablets, dragees, hard and soft gelatin
capsules, solutions, emulsions 



10 or suspensions), nasally (e.g. in the form of nasal sprays) or rectally
(e.g. in the form of  suppositories). However, the administration can also
be effected parentally, such as  intramuscularly or intravenously (e.g. in
the form of injection solutions). The compounds of formula I and their
pharmaceutically acceptable salts and esters  can be processed with
pharmaceutically inert, inorganic or organic adjuvants for the 15
production of tablets, coated tablets, dragees and hard gelatin capsules.
Lactose, corn  starch or derivatives thereof, talc, stearic acid or its salts
etc. can be used, for example, as  such adjuvants for tablets, dragees and
hard gelatin capsules. Suitable adjuvants for soft gelatin capsules, are, for
example, vegetable oils, waxes,  fats, semi-solid substances and liquid
polyols, etc. 20 Suitable adjuvants for the production of solutions and
syrups are, for example,  water, polyols, saccharose, invert sugar,
glucose, etc. Suitable adjuvants for injection solutions are, for example,
water, alcohols, polyols,  glycerol, vegetable oils, etc. WO 2006/037501
PCT/EP2005/010372  35 Suitable adjuvants for suppositories are, for
example, natural or hardened oils,  waxes, fats, semi-solid or liquid
polyols, etc. Moreover, the pharmaceutical preparations can contain
preservatives, solubilizers,  viscosity-increasing substances, stabilizers,
wetting agents, emulsifiers, sweeteners, 5 colorants, flavorants, salts for
varying the osmotic pressure, buffers, masking agents or  antioxidants.
They can also contain still other therapeutically valuable substances. In
accordance with the invention the compounds of formula I and their
pharmaceutically acceptable salts can be used for the prophylaxis and
treatment of  arthritis, cardiovascular diseases, diabetes, renal failure and
particularly eating disorders 10 and obesity. The dosage can vary in wide
limits and will, of course, be fitted to the  individual requirements in each
particular case. In general, in the case of oral  administration a daily
dosage of about 0.1 mg to 20 mg per kg body weight, preferably  



about 0.5 mg to 4 mg per kg body weight (e.g. about 300 mg per person),
divided into  preferably 1-3 individual doses, which can consist, for
example, of the same amounts, 15 should be appropriate. It will, however,
be clear that the upper limit given above can be  exceeded when this is
shown to be indicated. The invention is illustrated hereinafter by
Examples, which have no limiting  character. Examples I to 5, 8, 11 to 14,
16 and 17 are included for preparation purpose and  are not covered by
claim 1, 20 Examples  Example 1: Naphthalene-2-sulfonic acid
(6-methyl-pyridin-2-yl)-amide  6-Methyl-pyridin-2-ylamine (1 g) and
2-naphthalenesulfonyl chloride (2.3 g) were  dissolved in pyridine (5 mL)
and the resulting mixture was allowed to stir at RT for 12 25 hours. After
concentration in vacuo the residue was taken up in EtOAc, the solution
washed with1 N aqueous HCl, saturated brine then dried over sodium
sulphate and  concentrated in vacuo. The residue was purified by flash
chromatography (heptane/EtOAc  5:1) to give the desired product
naphthalene-2-sulfonic acid (6-methyl-pyridin-2-yl)- amide as a white foam
(2.18 g). MS (ESI'): 297.2 (]M-H 30 WO 2006/037501
PCT/EP2005/010372  36 Example 2:
N-(6-Methyl-pyridin-2-yl)-4-nitro-benzenesulfonamide This material was
obtained in analogy to example 1 from from 6-methyl-pyridin-2- ylamine
with 4-nitro-benzenesulfonyl chloride as a yellow solid. MS (ESI"): 292.0
([M-H1 ). 5 Example 3:
N-[4-(6-Methyl-pyridin-2-ylsu]famoyl)-phenylj-acetamide This material was
obtained in analogy to example 1 from 6-methyl-pyridin-2-ylamine and
4-acetamido-benzenesulfonyl chloride as a white solid. MS (ESI'): 304.0
([M-H]-). 



10 Example 4:
3-Chloro-2-methyl-N-(6-methyl-pyridin-2-yl)-benzenesulfonamide  This
material was obtained in analogy to example 1 from
6-methyl-pyridin-2-ylamine  (0.108 g) and
3-chloro-2methyl-benzenesulfonyl chloride (0.259 g) as an off-white
crystalline solid (0.24 g). MS (ESF): 295.1 ((M-H]'). 15 Example 5:
Biphenyl-4-sulfonic acid (6-methyl-pyridin-2-yl)-amide This material was
obtained in analogy to example 1 from 6-methyl-pyridin-2-ylamine
(0.108g) and biphenyl-4-sulfonyl chloride (0.278 g) as an off-white
crystalline solid (0.157  g). MS (ESI"): 323.2 ([M-H]"). 20 Example 6:
3-Chloro-N-(6-ethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide  This
material was obtained in analogy to example I from
6-ethyl-pyridin-2-ylamine (0.25  g) and 3-chloro-2-methyl-benzenesulfonyl
chloride (0.5 g) as a white solid (0.13 g). MS  (ESI-):309.1 ([M-H]"). 25
Example 7: Biphenyl-4-sulfonic acid (6-ethyl-pyridin-2-yl)-amide WO
2006/037501 PCT/EP2005/010372  37 This material was obtained in
analogy to example 1 from 6-ethyl-pyridin-2-ylamine (0.25  g) and
biphenyl-4-sulfonyl chloride chloride (0.57 g) as a white foam (0.156 g).
MS (ESI'):  337.1 ([M-H]') 5 Example 8:
5-Fluoro-2-methyl-N-(6-methyl-pyridin-2-yl)-benzenesulfonamide  This
material was obtained in analogy to example I from
6-methyl-pyridin-2-ylamine (0.2  g) and biphenyl-4-sulfonyl chloride (0.42
g,` as a yellow solid (0.132 g). MS (ESI"): 278.9  ([M-H1'). 10 Example 9:
Biphenyl-4-sulfonic acid (6-propyl-pyridin-2-yl)-amide This material was
obtained in analogy to example I from 6-propyl-pyridin-2-ylamine (0.2  g)
and biphenyl-4-sulfonyl chloride (0.408 g) as an off-white solid (0.132 g).
MS (ESI"):  351.2 ([M-Hj-). 15 Example 10:
3-Chloro-2-methyl-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide  This
material was obtained in analogy to example 1 from
6-propyl-pyridin-2-ylamine (0.2  



g) and 3-chloro-2methyl-benzenesulfonyl chloride (0.386 g) as a white
solid (0.34 g). MS  (ESI-): 323.2 ([M-H]-). 20 Example 11:
3-Chloro-N-(4,6-dimethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide  This
material was obtained in analogy to example 1 from
4,6-dimethyl-pyridin-2-ylamine  and 3-chloro-2methyl-benzenesulfonyl
chloride as a light yellow solid, MS (ESI-): 309.1  ([M-H]-). 25 Example 12:
Biphenyl-4-sutfonic acid (4,6-dimethyI-pyridin-2-yl)-amide This material
was obtained in analogy to example 1 from 4,6-dimethyl-pyridin-2-ylamine
and biphenyl-4-sulfonyl chloride as a white amorphous solid. MS (ESI-):
337.0 ([M-H]'). WO 2006/037501 PCT/EP2005/010372  38 Example 13:
N-(3-Bromo-6-methyl-pyridin-2-yl)-3-chloro-2-methyl- benzenesulfonamide
This material was obtained in analogy to example 1 from
3-bromo-6-methyl-pyridin-2 5 ylamine (0.2 g) and
3-chloro-2-methyl-benzenesulfonyl chloride (0.265 g) as an off-white  solid
(0.351 g). MS (PSI'): 372.9 ([M-HI'). Example 14: Biphenyl-4-sulfonic add
(3-bromo-6-methyl-pyridin-2-yl)-amide  This material was obtained in
analogy to example 1 from 3-bromo-6-methyl-pyridin-2- 10 ylamine (0.2 g)
and biphenyl-4-sulfonyl chloride (0.297 g) as a white foam (0.307 g). MS
(ESI'): 401.2 ([M-H]-). Example 15: Naphthalene-2-sulfonic acid
(6-propyl-pyridin-2-yl)-amide This material was obtained in analogy to
example 1 from 6-propyl-pyridin-2-ylamine (0.2  15 g) and
naphthalene-2-sulfonyl chloride (0.366 g) as a white foam (0.392 g). MS
(ESI'):  325.2 ([M-H1-). Example 16: 4'-Chloro-biphenyl-4-sulfonic acid
(6-methyl-pyridin-2-yl)-amide  This material was obtained in analogy to
example I from 6-methyl-pyridin-2-ylamine 20 (0.22 g) and
4'-chloro-biphenyl-4-sulfonyl chloride (0.622 g) as a white solid (0.074 g),
MS  (ESI'): 357.2 ([M-Hl'). 



Example 17: 4'-Fluoro-biphenyl-4-sulfonic acid
(6-methyl-pyridin-2-yl)-amide This material was obtained in analogy to
example 1 from 6-methyl-pyridin-2-ylamine (0.4  25 g) and
4'-fluoro-biphenyl-4-sulfonyl chloride (I g) as a white foam (0.779 g). MS
(ESI-):  341.1 ([M-H['). WO 2006/037501 PCT/EP2005/010372  39
Example 18: 3,4-Dichloro-N-(6-propyt-pyridin-2-yl)-benzenesulfonamide
This material was obtained in analogy to example 1 from 6-propyt-pyrid
n-2-vlamine  (0.15 g) and 3,4-dichloro-benzenesulfonyl chloride (0.27 g)
as a white solid (0.199 g). MS  (ESI-): 342.9 ((M-HI-). 5 Example 19:
2,5-Difluoro-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide This material
was obtained in analogy to example I from 6-propyl-pyridin-2-ylamine (0.1
g) and 2,5-difluoro-benzenesulfonyl chloride (0.17 g) as a white solid
(0.114 g). MS (ESI'):  311.0 ([M-H]'). 10 Example 20:
2,4-Dichloro-6-methyl-N-(6-propyt-pyridin-2-yl)-benzenesulfonamide  This
material was obtained in analogy to example 1 from
6-propyl-pyridin-2-ylamine (0.1  g) and
2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.191 g) as a light brown
oil.  (0.039 g). MS (ESf'): 357.1 ([M-H]'). 15 Example 21:
5-Chloro-naphthalene-2-sulfonic acid (6-propyt-pyridin-2-yl)-amide  This
material was obtained in analogy to example I from
6-propyl-pyridin-2-ylamine (0.1  g) and 5-chloro-naphthalene-2-sulfonyl
chloride (0.191 g) as white solid. (0.047 g). MS  (ESI'): 359.0 ([M-H]'). 20
Example 22: 3,4-Dimethoxy-N-(6-propyt-pyridin-2-yl)-benzenesulfonamide
This material was obtained in analogy to example 1 from
6-propyl-pyridin-2-ylamine (0.1  



g) and 3,4-dimethoxy-benzenesulfonyt chloride (0.174 g) as a colorless
oil. (0.043 g). MS  (ESC): 335.2 ((M-H]'). 25 Example 23:
4,5-Dichloro-2-fluoro-N-(6-propyt-pyridin-2-yl)-benzenesulfonamide WO
2006/037501 PCT/EP2005/010372  40 This material was obtained in
analogy to example 1 from 6-propyl-pyridin-2-ylamine (0.1  g) and
4,5-dichloro-2-fluoro-benzenesulfonyl chloride (0.213 g) as a colorless oil.
(0.176  g). MS (ESI): 363.1 (MHO). 5 Example 24:
2,4-Dichloro-5-methyl-N-(6-propyl-pyridin-2-yl)-benzenesuifonamide  This
material was obtained in analogy to example I from
6-propyl-pyridin-2-ylamine (0.1  g) and
2,4-dichloro-5-methyl-benzenesulfonyl chloride (0.194 g) as a light yellow
amorphous solid. (0.194 g). MS (ESI'): 357.1 ([M-H1'). 10 Example 25:
Piperidine-l-sulfonic acid (6-propyl-pyridin-2-yl)-amide A solution of
6-propyl-pyridin-2-ylamine (0.2 g) and piperidine-l-sulfonyl chloride (0.296
g, Bull. Soc. Chim. Fr.; 1936, 2143) in pyridine (7 mL) was heated to reflux
for 15 h. After  concentration of the reaction mixture in vacuo the residue
was taken up in EtOAc, which  was then washed with IN aqueous HCl,
saturated brine, dried over sodium sulphate and 15 concentrated in vacuo.
The residue was applied to a silica gel column with EtOAc/toluene  (9:1 to
1:1) as eluent. Combination of the purified fractions and concentration in
vacuo  gave the desired piperidine-l-sulfonic acid
(6-propyl-pyridin-2-yl)-amide (0.133 g) as a  colorless amorphous solid.
MS (ESI'): 282.0 ((M-H)'). 20 Example 26:
3-Chloro-N-(6-isopropyl-pyridin-2-yl)-4-methyl-benzenesulfonamide  Step
A]: 6-Isopropyl-pyridin-2-ylamine 2-Amino-6-bromopyridine (2 g) was
dissolved in dioxane (50 mL), and at 0 C under an  argon athmosphere
1,3-bis(diphenylphosphino)propane nickel (II) chloride (0.627 g) was
added followed by diisopropyl zink (23.12 mL of a IM solution in toluene,
via syringe over 25 30 minutes). The mixture was allowed to reflux for 15
h, poored into 2-propanol, which  



was then concentrated in vacuo. The residue was partitioned between
AcOEt and saturated  aqueous NH4Cl solution, the layers were separated
and the organic layer dried over  Na2SO4, filtered and evaporated. The
residue was purified by flash chromatography  (methylene
chloride/methanol 95:5) to give 6-isopropyl-pyridin-2-ylamine as ligh
brown  30 oil (0.48 g). MS (El): 136.1 (M+). WO 2006/037501
PCT/EP2005/010372  41 Step B]
3-Chloro-N-(6-isopropyl-pyridin-2-yl)-4-methyl-benzenesulfonamide  This
compound was obtained in analogy to example I from
6-isopropyl-pyridin-2- ylamine (0.1 g), and
3-chloro-4-methyl-benzenesulfonyl chloride (0.182 g) as a white solid 5
(30 mg). MS (ESI"): 324.1 ([M-H]'). Example 27:
2,5-Difluoro-N-(6-isopropyl-pyridin-2-yl)-benzenesulfonamide This material
was obtained in analogy to example I from 6-isopropyl-pyridin-2-ylamine
(0.1 g) and 2,5-difluoro-benzenesulfonyl chloride (0.172 g) as a colorless
foam. (20 mg).  To MS (ESI"): 311.1 ((M-H]"). Example 28:
N-(6-Isopropyl-pyridin-2-yl)-4-(4-trifluoromethyl-phenoxy)-
benzenesulfonamide This material was obtained in analogy to example I
from 6-isopropyl-pyridin-2-ylamine  15 (0.1 g) and
4-(4-trifluoromethyl-phenoxy)-benzenesulfonyl chloride (0.272 g) as an
amorphous colorless solid (31 mg). MS (ESI-): 435.1 ((M-H]'). Example
29: 2,4-Dichloro-N-(6-isopropyl-pyridin-2-yl)-5-methyl-
benzenesulfonamide 20 This material was obtained in analogy to example
I from 6-isopropyl-pyridin-2-ylamine  (0.1 g) and
2,4-dichloro-5-methyl-benzenesulfonyl chloride (0.194 g) as an
amorphous  light yellow solid (35 mg). MS (ESI'): 357.2 ((M-H]"). Example
30: N-(6-isopropyl-pyridin-2-yl)-4-methanesulfonyl-benzenesulfonamide
25 This material was obtained in analogy to example 1 from
6-isopropyl-pyridin-2-ylamine  (0.1 g) and
4-methylsulfonyl-benzenesulfonyl chloride (0.206 g) as a white foam (46.8



mg). MS (ESI-): 353.1 ([M-H]'). CVO 2006/037501 PCT/EP2005/010372
42 Example 31:
N-(6-Isopropyl-pyridin-2-yl)-4-triluoromethoxy-benzenesulfonanude  This
material was obtained in analogy to example I from
6-isopropyl-pyridin-2-ylamine  (0,1 g) and
4-(trifluoromethoxy)-benzenesulfonyl chloride (0.21 g) as an amorphous 5
colorless solid (40 mg). MS (ESI'): 359.0 ([M-H]'). Example 32:
2-(2,2,2-Trifluoro-acetyl)-1,2,3,4-tetrahydro-isoquinoline-7-sulfonic  acid
(6-isopropyl-pyridin-2-yl)-amide This material was obtained in analogy to
example 1 from 6-isopropyl-pyridin-2-ylamine  10 (0.08 g) and
2-(2,2,2-trilluoro-acetyl)-1,2,3,4-tetrahydro-isoquinoline-7-sulfonyl chloride
(0.212 g) as a white foam (35.2 mg). MS (ESI'): 426.2 ([M-H]'). Example
33: N-(6-Isopropyl-pyridin-2-yl)-3-(4-trifluoromethyl-ohenoxy)-
benzenesulfonamide 15 This material was obtained in analogy to example
1 from 6-isopropyl-pyridin-2-ylamine  (0.08 g) and
3-(4-trifluoromethyl-phenoxy)-benzenesulfonyl chloride (0.218 g) as an
amorphous light yellow solid (37 mg). MS (ESI-): 435.1 ([M-H]'). Example
34: Naphthalene-2-sulfonic acid (6-isopropyl-pyridin-2-yl)-amide 20 This
material was obtained in analogy to example 1 from
6-isopropyl-pyridin-2-ylamine  (0.07 g) and naphthalene-2-sulfonyl
chloride (0.128 g) as an amorphous light yellow solid  (51 mg), MS (ESI'):
325.2 ([M-H]'). Example 35:
N-(6-Isopropyl-pyridin-2-yl)-3-trifluoromethyl-benzenesulfonamide  25 This
material was obtained in analogy to example 1 from
6-isopropyl-pyridin-2-ylamine  (0.06 g) and
3-(trifluoromethyl)-benzenesulfonyl chloride (0.119 g) as an amorphous
colorless solid (38.3 mg). MS (ES!'): 343.0 ((M-H]'). WO 2006/037501
PCT/EP2005/010372  43 Example 36: N-[6-(2-Chloro-phenyl)-pyri
din-2-yll-5-fluoro-2-methyl- 



benzenesulfonamide Step A): 6-(2-Chloro-phenyl)-pyridin-2-ylamine 5
2-Amino-6-bromopyridine (1 g) and 2-chlorophenylboronic acid (1.039 g)
were dissolved  in toluene/ethanol (30 mL/3 mL) and at RT under an
argon atmosphere treated with 2N  aqueous sodium carbonate solution
(6.13 mL). The mixture was stirred for 30 minutes at  RT then treated with
tetrakis(triphenylphosphine) palladium(0), 0.267 g, and heated to  reflux
for 24 h. The mixture was then cooled to RT and partitioned between
AcOEt and 10 water, the layers were separated and the organic layer
dried over Na2SO4, filtered and  evaporated. The residue was purified by
flash chromatography (heptane/AcOEt 4:1) to  give
6-(2-chloro-phenyl)-pyridin-2-ylamine as white solid (0.632 g). MS (El):
204 (M" ).  Step B):
N-[6-(2-Chloro-phenyl)-pyridin-2-yl]-5-fluoro-2-methyl-benzenesulfonamid
e 15 This compound was obtained in analogy to example 1 from
6-(2-chloro-phenyl)-pyridin- 2-ylamine (0.1 g), and
5-fluoro-2-methyl-benzenesulfonyl chloride (0.112 g) as a white  solid
(89.3 mg). MS (ESI'): 375.2 ([M-H]-). Example 37:
3-Chloro-N-[6-(2-chloro-phenyl)-pyridin-2-yl}-2-methyl- 20
benzenesulfonamide This material was obtained in analogy to example 1
from 6-(2-chloro-phenyl)-pyridin-2- ylamine (0.1 g) and
3-(chloro)-2-methyl-benzenesulfonyl chloride (0.12 g) as an off-white
foam (129 mg). MS (ESI'): 390.9 ([M-H)'). 25 Example 38:
Biphenyl-4-sulfonic acid [6-(2-chloro-phenyl)-pyrid n-2-yl}-amide  This
material was obtained in analogy to example I from
6-(2-chloro-phenyl)-pyridin-2- ylamine (0.1 g) and biphenyl-4-sulfonyl
chloride (0.136 g) as an white foam (126 mg). MS  (ESI'): 419.0 ([M-H]').
WO 2006/037501 PCT/EP2005/010372  44 Example 39:
3-Chloro-N-[6-(2,4-difluoro-phenyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide Step Al: 6-(2,4-Difluoro-phenyl)-pyridin-2-ylamine 



This material was obtained in analogy to example 36 step A] from
2-Amino-6 5 bromopyridine (1 g) and 2,4-difluorophenylboronic acid (1.05
g) as a yellow solid (1.26 g).  MS (ESI): 207.2 (MH`). Step B]:
3-Chloro-N-[6-(2,4-difluoro-pheny[)-pyridin-2-yl]-2-methyl-
benzenesulfonamide 10 This material was obtained in analogy to example
1 from 6-(2,4-difuoro-phenyl)-pyridin- 2-ylamine (0.1 g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.12 g) as a white  solid
(0.132 g). MS (ES!"): 392.9 ([M-H]'). Example 40
3-Chloro-N-[6-(3-fluoro-phenyl)-pyridin-2-yl]-2-methyl- 15
benzenesulfonamide Step Al: 6-(3-Fluoro-phenyl)-pyridin-2-ylamine This
material was obtained in analogy to example 36 step A] from 2-Amino-6-
bromopyridine (0.75 g) and 3-fluorophenylboronic acid (0.7 g) as a yellow
oil (0.81 g). MS  (ESI): 189.3 (MHO'). 20 Step B]:
3-Chloro-N-[6-(3-fluoro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamid
e  This material was obtained in analogy to example I from
6-(3-fluoro-phenyl)-pyridin-2- ylamine (0.1 g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.I32 g) as a white solid
(0.144 g). MS (ESI'): 375.1 ([M-H]"). 25 Example 41
3-Chloro-N-[6-(2,3-difluoro-phenyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  45 Step A]:
6-(2,3-Difluoro-phenyl)-pyridin-2-ylamine This material was obtained in
analogy to example 36 step Al from 2-Amino-6- bromopyridine (0.75 g)
and 2,3-difluorophenylboronic acid (0.787 g) as a yellow solid  (0.84 g).
MS (ESI): 207.2 (MH'). 



5 Step B]: 3-Chloro-N-[6-(2,3-dfluoro-phenyl)-pyridin-2-yl)-2-methyl-
benzenesulfonamide This material was obtained in analogy to example 1
from 6-(2,3-difluoro-phenyl)-pyridin- 2-ylamine (0.1 g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.12 g) as a white 10 solid
(0.115 g). MS (ESI-): 392.9 ([M-H]"). Example 42
3-Chloro-N-[6-(2,5-dichloro-phenyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide Step Aj: 6-(2,5-Dichloro-phenyl)-pyridin-2-ylamine 15
This material was obtained in analogy to example 36 step A] from
2-Amino-6- bromopyridine (0.75 g) and 2,5-dichlorophenylboronic acid
(0.951 g) as an off-white solid  (0.87 g). MS (ESI): 239.1 (MH'). Step B]:
3-Chloro-N-[6-(2,5-dichloro-phenyl)-pyridin-2-y11-2-methyi- 20
benzenesulfonamide This material was obtained in analogy to example I
from 6-(2,5-dichloro-phenyl)-pyridin- 2-ylamine (0.1 g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.104 g) as a white  solid
(0.094 g). MS (ESI'): 425.0 ([M-H]). 25 Example 43:
N-[6-(2,5-Dichloro-phenyl)-pyridin-2-yi]-5-fluoro-2-methyl-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  46 This
material was obtained in analogy to example 1 from
6-(2,5-dichloro-phenyl)-pyridin- 2-ylamine (0.1 g) and
5-fluoro-2-methyl-benzenesulfonyl chloride (0.096 g) as an white  solid
(142 mg). MS (ESI'): 409.0 ([M-H]'). 5 Example 44
3-Chloro-N-[6-(3-chloro-phenyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide Step Al: 6-(3-Chloro-phenyl)-pyridin-2-ylamine This
material was obtained in analogy to example 36 step A] from 2-Amino-6- 



bromopyridine (0.75 g) and 3-chlorophenylboronic acid (0.75 g) as an
off-white solid  10 (0.87 g). MS (ESI): 205.1 (MH'). Step BI:
3-Chloro-N-[6-(3-chloro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamid
e  This material was obtained in analogy to example 1 from
6-(3-chloro-phenyl)-pyridin-2- ylamine (0.1 g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.12 g) as a white solid  15
(0.132 g). MS (ESI'): 391.0 ((M-H]'). Example 45:
N-[6-(3-Chloro-phenyl)-pyridin-2-ylj-5-fluoro-2-methyl-
benzenesulfonamide This material was obtained in analogy to example I
from 6-(3-chloro-phenyl)-pyridin-2- 20 ylamine (0.1 g) and
5-fluoro-2-methyl-benzenesulfonyl chloride (0.112 g) as a white solid  (172
mg). MS (ESI-): 375.2 ((M-H]'). Example 46
3-Chloro-N-[6-(2-fluoro-phenyl)-pyridin-2-ylj-2-methyl-
benzenesulfonamide 25 Step A]: 6-(2-Fluoro-phenyl)-pyridin-2-ylamine
This material was obtained in analogy to example 36 step A] from
2-Amino-6- bromopyridine (0.75 g) and 2-fluorophenylboronic acid (0.7 g)
as an off-white solid  (0.789 g). MS (ESI): 189.2 (MH'). WO 2006/037501
PCT[EP2005/010372  47 Step B];
3-Chloro-N-[6-(2-fluoro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamid
e  This material was obtained in analogy to example l from
6-(2-fluoro-phenyl)-pyridin-2- ylamine (0.1 g), and 3-chloro-2-methyl-
benzenesulfonyl chloride (0.132 g) as a light 5 yellow solid (0.135 g). MS
(ESI'): 375.2 ([M-H]'). Example 47:
5-Fluoro-N-[6-(2-fluoro-phenyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide This material was obtained in analogy to example I
from 6-(2-fluoro-phenyl)-pyridin-2- 10 ylamine (0.1 g) and
5-fluoro-2-methyl-benzenesulfonyl chloride (0.12 g) as an off-white  solid
(0.19 g). MS (ESI'): 359.0 ([M-H]'). 



Example 48
3-Chloro-2-methyl-N-[6-(2-trifluoromethyl-phenyl)-pyridin-2-yl]- b
enzenesulfonamide 15 Step A]:
6-(2-Trifluoromethyl-phenyl)-pyridin-2-ylamine This material was obtained
in analogy to example 36 step A] from 2-Amino-6- bromopyridine (0.7 g)
and 2-(trifluoromethyl)phenylboronic acid (0.884 g) as a yellow  solid (0.35
g). MS (ESI): 239.2 (MH+). 20 Step B]:
3-Chloro-2-methyl-N-[6-(2-trifluoromethyl-phenyl)-pyridin-2-yl]-
benzenesulfonamide This material was obtained in analogy to example I
from 6-(2-trifluoromethyl-phenyt)- pyridin-2-ylamine (0.1 g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.086 g) as a  a white solid
(0.08 g). MS (ESI'): 425.1 ([M-H]'). 25 Example 49:
5-Fluoro-2-methyl-N-[6-(2-trifluoromethyl-phenyl)-pyridin-2-yl]-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  48 This
material was obtained in analogy to example I from
6-(2-trifluoromethyl-phenyl)- pyridin-2-ylamine (0.1 g) and
5-fluoro-2-methyl-benzenesuifonyl chloride (0.088 g) as an  amorphous
light brown solid (0.139 g). MS (ESI'): 409.1 ([M-H]'). 5 Example 50:
N-[6-(2-Chloro-phenyl)-pyri din -2-yl I -2,5-difluoro- benzenesulfonamide
This material was obtained in analogy to example I from
6-(2-chloro-phenyl)-pyridin-2- ylamine (0.08 g) and
2,5-difluoro-benzenesulfonyl chloride (0.09 g) as a white foam (0.127  g).
MS (ESI-): 379.0 ([M-H]'). 10 Example 51:
N-[6-(2-Chloro-phenyl)-pyridin-2-yl]-2-trifluoromethyl- benzenesulfonamide
This material was obtained in analogy to example 1 from
6-(2-chloro-phenyl)-pyridin-2- 



ylamine (0.08 g) and 2-(trifluoromethyl)-benzenesulfonyl chloride (0.105 g)
as an 15 amorphous light yellow solid (0.167 g). MS (ESI'): 411.0 ([M-Hj-).
Example 52 3-Chloro-N-[6-(2-methoxy-phenyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide Step A): 6-(2-Methoxy-phenyl)-pyridin-2-ylamine 20
This material was obtained in analogy to example 36 step Al from
2-Amino-6- bromopyridine (0.75 g) and 2-methoxyphenylboronic acid
(0.758 g) as a crystalline yellow  solid (0.76 g). MS (ESI): 201.1 (MH" ).
Step B]: 3-Chloro-N-[6-(2-methoxy-phenyl)-pyridin-2-yl]-2-methyl- 25
benzenesulfonamide This material was obtained in analogy to example I
from 6-(2-methoxy-phenyl)-pyridin- 2-ylamine (0.1 g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.102 g) as a colorless  oil
(0.091 g). MS (ES['): 387.1 ((M-H]'). WO 2006/037501
PCT/EP2005/010372  49 Example 53
3-Chloro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide Step A]:
6-(4-Fluoro-2-methyl-phenyl)-pyridin-2-ylamine This material was obtained
in analogy to example 36 step Al from 2-Amino-6 5 bromopyridine (0.75 g)
and 4-fluoro-2-methyl-phenylboronic acid (0.767 g) as a yellow  solid
(0.828 g). MS (ESI): 203.1 (MH'). Step B]:
3-Chloro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yll-2-methyl-
henzenesulfonamide 10 This material was obtained in analogy to example
1 from 6-(4-fluoro-2-methyl-phenyl)- pyridin-2-ylamine (0.1 g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.101 g) as a  white solid
(0.097 g). MS (ESI'): 389.0 ([M-H]'). Example 54:
5-Fluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-2-methyl- 15
benzenesulfonamide 



This material was obtained in analogy to example 1 from
6-(4-fluoro-2-methyl-phenyl)- pyridin-2-ylamine (0.1 g) and
5-fluoro-2-methyl-benzenesulfonyl chloride (0,103 g) as an  colorless oil
(0.101 g). MS (ESI'): 373.1 ((M-HI-). 20 Example 55
N-[2,3')Bipyridinyl-6-yl-3-chloro-2-methyl-benzenesulfonamide  Step AJ:
[2,3'JBipyridinyl-6-ylamine This material was obtained via a Stile type
coupling from 2-Amino-6-bromopyridine  (0.75 g),
3-tributylstannanyl-pyridine (4.787 g), tetrakis(triphenylphosphine)
palladium(0), 0.55 g, in DMF (5 mL) as solvent, by heating the mixture
under argon at 25 100C for 16 h, subsequent work-up as described in
example 36 step A], and isolation of  [2,3']bipyridinyl-6-ylamine by flash
chromatography (heptane/AcOEt 1:4 then methylene  chloride/methanol
95:5) as as an amorphous yellow solid (0.179 g). MS (ESI): 172.1  (MH')
WO 2006/037501 PCT/EP2005/010372  50 Step B}:
N-[2,3']Bipyridinyl-6-yl-3-chloro-2-methyl-benzenesulfonamide This
material was obtained in analogy to example 1 from
[2,3']Bipyridinyl-6-ylamine (0.07  g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.101 g) as a yellow solid
(5.5 mg).  MS (ESI-): 358.0 ([M-H)"). 5 Example 56:
2,5-Difluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-
benzenesulfonamide This material was obtained in analogy to example I
from 6-(4-fluoro-2-methyl-phenyl)- pyridin-2-ylamine (0.1 g) and
2,5-difluoro-benzenesulfonyl chloride (0,105 g) as an 10 orange solid
(0.052 g). MS (ESI"): 377.2 ([M-H]"). Example 57:
2,4-Dichloro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-ylJ-6-methyl-
benzenesulfonamide This material was obtained in analogy to example 1
from 6-(4-fluoro-2-methyl-phenyl) 15 pyridin-2-ylamine (0.1 g) and
2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.128 g) as  



a white solid (0.118 g). MS (ESI"): 422.9 ([M-HI"). Example 58:
3,4-Dichloro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-ylj-
benzenesulfonamide 20 This material was obtained in analogy to example
I from 6-(4-fluoro-2-methyl-phenyl)- pyridin-2-ylamine (0.1 g) and
3,4-dichloro-benzenesulfonyl chloride (0.121 g) as a white  solid (0.182 g).
MS (ESI'): 409.0 ([M-HI-). Example 59:
3-Chloro-N-(6-methoxy-pyridin-2-yl)-2-methyl-benzenesulfonamide  25
This material was obtained in analogy to example 1 from
6-methoxy-pyridin-2-viamine  (0.25 g, Bernstein, J. Amer. Chem Soc., 69,
1947, 1147) and 3-chloro-2-methyl benzenesulfonyl chloride (0.495 g) as
a purple crystalline solid (0.38 g). MS (ESI"): 311.0  ([M-Hl-). WO
2006/037501 PCT/EP2005/010372  51 Example 60: Biphenyl-4-sulfonic
acid (6-methoxy-pyridin-2-yl)-amide This material was obtained in analogy
to example 1 from 6-methoxy-pyridin-2-ylamine  (0.25 g) and
biphenyl-4-sulfonyl chloride (0.5 g) as a white solid (0.41 g). MS (ESI'):
339.0  ([M-H]'). 5 Example 61:
5-Pluoro-N-(6-methoxy-pyriden-2-yl)-2-methyl-benzenesulfonamide  This
material was obtained in analogy to example I from
6-methoxy-pyridin-2-ylamine  (0.25 g) and
5-fluoro-2-methyl-benzenesulfonyl chloride (0.45 g) as a red crystalline
solid  (0.38 g). MS (ESI'): 295.1 ((M-H(-). 10 Example 62:
Naphthalene-2-sulfonic acid (6-methoxy-pyridin-2-yl)-amide This material
was obtained in analogy to example I from 6-methoxy-pyridin-2-ylamine
(0.25 g) and naphthalene-2-sulfonyl chloride (0.49 g) as a light red waxy
solid (0.5 g). MS  (ESl-): 312.9 ([M-H]'). 15 



Example 63:
3-Chloro-N-(6-ethoxy-pyridin-2-yi)-2-methyl-benzenesulfonamide  This
material was obtained in analogy to example 1 from
6-ethoxy-pyridin-2-ylamine (0.4  g, Bijlsma, Rect. Trav, Chim. Pays-Bas,
75, 1956, 1187) and 3-chloro-2-methyl- benzenesulfonyl chloride (0.7 g)
as a light brown crystalline solid (0.6 g). MS (ESI'): 325.1  20 ((M-H]').
Example 64: Biphenyl-4-sulfonic acid (6-ethoxy-pyridin-2-yl)-amide This
material was obtained in analogy to example I from
6-ethoxy-pyridin-2-ylamine (0.4  g) and biphenyl-4-sulfonyl chloride (0.74
g) as a light brown viscous oil (1 g). MS (ESI'):  25 353.1 ((M-H]').
Example 65: Naphthalene-2-sulfonic acid (6-ethoxy-pyridin-2-yl)-amide
WO 2006/037501 PCT/EP2005/010372  52 This material was obtained in
analogy to example 1 from 6-ethoxy-pyridin-2-ylamine (0.4  g) and
naphthalene-2-sulfonyl chloride (0.7 g) as a light brown crystalline solid
(0.7 g). MS  (ESI'): 327.2 ([M-H]'). 5 Example 66:
3-Chloro-N-(6-ethylsulfanyl-pyridin-2-yl)-2-methyl- benzenesulfonamide
Step A]: 6-Ethylsulfanyl-pyridin-2-ylamine 2-Amino-6-bromopyridine (0.88
g) and sodium ethanethiolate (0.46 g) were dissolved in  DME (10 mL)
stirred at RT for 20 h and subsequently at 60C for further 20 h to complete
10 the reaction according to HPLC analysis. The mixture was
concentrated in vacuo, partitioned between AcOEt and water, the layers
were separated and the organic layer  dried over Na2SO4, filtered and
evaporated to give to give 6-ethylsulfanyl-pyridin-2- ylamine as brown oil
(1.6 g) that was used directly in the next reaction step. 15 Step B]:
N-[6-(2-Chloro-phenyl)-pyridin-2-yl]-5-fluoro-2-methyl-benzenesulfonamid
e  This compound was obtained in analogy to example I from
6-ethylsulfanyl-pyridin-2- ylamine (0.44 g), and
3-chloro-2-methyl-benzenesulfonyl chloride (0.7 g) as a light brown
viscous oil (0.7 g). MS (ESI'): 341.1 ([M-H]'). 



20 Example 67: Biphenyl-4-sulfonic acid
(6-ethylsulfanyl-pyridin-2-yl)-amide  This material was obtained in analogy
to example 1 from 6-ethylsulfanyl-pyridin-2- ylamine (0.44 g) and
biphenyl-4-sulfonyl chloride (0.78 g) as a light brown viscous oil  (0.53 g).
MS (ESI'): 369.0 ([M-H]'). 25 Example 68: Naphthalene-2-sulfonic acid
(6-ethylsulfanyl-pyridin-2-yl)-amide  This material was obtained in analogy
to example I from 6-ethylsulfanyl-pyridin-2- ylamine (0.44 g) and
naphthalene-2-sulfonyl chloride (0.7 g) as a light brown viscous oil (1  g).
MS (ESI-): 342.9 ([M-H]-). WO 2006/037501 PCT/EP2005/010372  53
Example 69: Naphthalene-2-sulfonic acid
(6-ethanesulfonyl-pyridin-2-yl)-amide  A solution of naphthalene-2-sulfonic
acid (6-ethylsulfanyl-pyridin-2-yl)-amide (0.15 g,  product of example 68)
in CH2CIZ (20 mL) was treated dropwise at RT with 3
chloroperoxybenzoic acid acid (0.15 g) in 5 mL CH2C12) and stirred for 2
It at RT. The  5 reation mixture was washed with diluted aqueous Na2CO3
and water, then dried over  Na2SO4, filtered and evaporated. The residue
was purified by flash chromatography  (toluene/EtOAc 1;1) to give
naphthalene-2-sulfonic acid (6-ethanesulfonyl-pyridin-2-yl)- amide as a
white foam (60 mg). MS (ESI"): 375.2 ([M-H]"). 10 Example 70:
3-Chloro-2-methyl-N-[6-(2-oxo-pentyl)-pyridin-2-yl]- benzenesulfonamide
Step A]: I-(6-Amino-pyridin-2-vi)-pentan-2-one
1,1,1,3,3,3-Hexamethyl-2-(6-methyl-pyridin-2-yl)-dis0azane (1 g,
Engelhardt, J. Chem.  Soc. Chem. Commun.,1990, 89) under an argon
atmosphere in THE (20 mL) was cooled 15 to -20C and treated dropwise
at -20C with 4.95 mL of a 1.6 M solution of N- butyIlithium in hexane over
a period of 1 h. The solution was stirred 1 h at -20C , N- butyronitrile
(0.301 g) was added and the mixture was allowed to warm to RT. It was
then  treated with 1.25 N HCL in methanol (6.34 ml) and stirred for 30
minutes at RT. The  mixture was poored into water water (pH 1) and
extracted with AcOEt that was discarded, 



20 the water layer was brought to pH 8 with solid KHCO3 and extracted
twice with AcOEt.  The layers were separated, the organic layer dried over
Na2SO4, filtered and evaporated to  give
1-(6-Amino-pyridin-2-yl)-pentan-2-one as viscous yellow oil (0.34 g) that
was used  without further purification in the next step. MS (El): 179.2 (M').
25 Step B]:
3-Chloro-2-methyl-N-[6-(2-oxo-pentyl)-pyridin-2-yl]-benzenesulfonamide
1-(6-Amino-pyridin-2-yl)-pentan-2-one (0.15 g) in CH2CI2 (5 mL) was
treated at RT with  4-dimethylaminopyridine (0.103 g),
3-chloro-2-methyl-benzenesulfonil chloride (0.208 g)  and stirred at RT for
16 h. The mixture was partitioned between cold diluted aqueous HCI  and
AcOEt, the layers were separated, and the organic layer twice extracted
with AcOEt. 30 The combined organic layers were dried over Na2SO4,
filtered and evaporated. From the  the residue was isolated by flash
chromatography (heptane/EtOAc 1:1) the vinyl sulfonate
3-chloro-2-methyl-benzenesulfonic acid 1-[ 1-[6-(3-chloro-2-methyl WO
2006/037501 PCTIEP2005/010372  54
benzenesulfonylamino)-pyridin-2-yl]-meth-(Z)-ylidene]-butyl ester (23 mg)
as an  amorphous off-white solid (27 mg). MS (EST"): 552.8 ([M-H]-). This
material was hydrolysed to the desired product as following: 20 mg of
above material  in methanol (3 mL) was treated with 0.035 mL 2N NaOH
in methanol and heated to reflux  5 for 1,5 h. The mixture was partitioned
between water and AcOEt and the aqueous layer adjusted to pH 7. The
layers were separated, the organic layer dried over Na2SO4, filtered  and
evaporated to give 3-chloro-2-methyl-N-[6-(2-oxo-pentyl)-pyridin-2-yl]-
benzenesuifonamide (12 mg) as an amoprphous Light yellow solid. MS
(ESI'): 365.0 ([M- 10 Example 71:
2-[6-(Biphenyl-4-sulfony!amino)-pyridin-2-yl]-N,N-diethyl-acetamide  Step
A]: [6-(Biphenyl-4-sulfonylamino)-pyridin-2-yl]-acetic acid
Biphenyl-4-sulfonic acid (6-methyl-pyridin-2-yl)-amide (0.5 g, product of
example 5)  under an argon atmosphere in THE (5 mL) was cooled to
-20C and treated dropwise at - 15 20C with 1.54 mL of a 2 M solution of
lithium diisopropylamide in 



THE/heptanelethylbenzene (Fluka). The solution was stirred I hat -20C ,
cooled to - 70C and then treated with an access of dry ice. The mixture
was allowed to warm to RT (I  h), partitioned between diluted aqueous
HCI and AcOEt. The layers were separated, the  aqueous layer extracted
twice with AcOEt, the combined organic layers dried over Na2SO4, 20
filtered and evaporated to give [6-(biphenyl-4-sulfonylamino)-pyridin-2-yl]
-acetic acid as  light yellow gum (0.779 g) that was used without further
purificatiation in the next step.  Step B]:
2-[6-(Biphenyl-4-sulfonylamino)-pyridin-2-yl]-N,N-diethyl-acetamide
[6-(Biphenyl-4-sulfonylamino)-pyridin-2-yi]-acetic acid (0.35 g) in
acetonitrile (5 mL) 25 was treated at RT with N,N-ethyldiisopropylamine
(0.16 mL), benzotriazol-l- yloxytris(dimethylamino)phosphonium
hexafluorophosphate (BOP, 0.252 g) then  diethylamine (0.05 mL), and
the mixture was stirred at RT for 16 h. It was then partitioned  between
cold diluted aqueous HCI and AcOEt, the layers were separated, the
organic layer  dried over Na2SO4, filtered and evaporated. The residue
was purified by flash 30 chromatography (heptane/EtOAc 1:1) to give
2-[6-(biphenyl-4-sulfonylamino)-pyridin-2- yl]-N,N-diethyl-acetamide as a
yellow solid (0.168 g). MS (EST'): 422.2 ([M-H]"). WO 2006/037501
PCT/EP2005/010372  55 Example 72: Biphenyl-4-sulfonic acid
[6-(2-morpholin-4-yl-2-oxo-ethyl)-pyridin-2- yl]-amide This material was
obtained in analogy to example 71 Step BI from (6-(biphenyl-4- 5
sulfonylamino)-pyridin-2-yll-acetic acid (0.16 g), BOP (0.23 g), N,N-
ethyldiisopropylamine (0.15 mL) and morholine (0.042 g) as a light brown
solid (67 mg).  MS (Est-): 436.2 ([M-H]-). Example 73:
(6-(3-Chloro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]-acetic acid  10
methyl ester Step Al: (6-Amino-pyridin-2-yl)-acetic acid methyl ester
1,1,1,3,3,3-Hexamethyl-2-(6-methyl-pyridin-2-yl)-disilazane (1.7 g) under
an argon  atmosphere in THE (20 mL) was cooled to -20C and treated
dropwise at -20C with 6.73  



mL of a 2 M solution of lithium diisopropylamide in
THE/heptane/ethylbenzene (Fluka), 15 The solution was stirred I h at
-20C, cooled to -70C and then treated with an access of  dry ice. The
mixture was allowed to warm to 0C and then quenched with
trifluoro-acetic  acid(0.57 ml) and concentrated in vacuo. The residue was
taken up in MeOH and added  dropwise to a solution of thionyl chloride
(9.77 mL) in MeOH (30 ml) at 0C. The reaction  mixture was then heated
to reflux for 24 h, cooled to RT and concentrated in vacuo. The 20 residue
was partitioned between aqueous diluted NaHCO3 and AcOEt, the layers
were  separated, the organic layer dried over Na2SO4, filtered,
evaporated and the residue  purified by flash chromatography
(heptane/AcOEt 1:1) to give (6-amino-pyridin-2-yl)- acetic acid methyl
ester as a crystalline off-white solid (0.429 g). MS (EI): 166.0 (M{'), 25
Step B]: [6-(3-Chloro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]-acetic
acid methyl  ester This material was obtained in analogy to example I from
(6-amino-pyridin-2-yl)-acetic  acid methyl ester (0.15 g) and
3-chloro-2-methyl-benzenesulfonyl chloride (0.223 g) as a  light brown
gum (14 mg). MS (ESI-): 353.1 ([M-HI-). 30 WO 2006/037501
PCT/EP2005/010372  56 Example 74:
[6-(5-Fluoro-2-methyl-benzenesulfonylamino)-pyridin-2-yl] -acetic acid
methyl ester This material was obtained in analogy to example 1 from
(6-amino-pyridin-2-y[)-acetic  acid methyl ester (0.15 g) and
5-fluoro-2-methyl-benzenesulfonyl chloride (0.207 g) as a  5 light brown
gum (20 mg). MS (ESC): 337.0 ([M-H]-). Example 75:
N,N-Diethyl-2-[6-(4'-fluoro-biphenyl-4-sulfonylamino)-pyridan-2-yl]-
acetamide Step A]:
[6-(4'-Fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-acetic acid 10 This
material was obtained in analogy to example 71 step A] from
4'-fluoro-biphenyl-4- sulfonic acid (6-methyl-pyridin-2-yl)-amide (0.5 g,
product of example 17), 1.46 mL of a  



2 M lithium diisopropylamide solution in THF/heptane/ethylbenzene, and
dry ice to give  [6-(4'-fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-acetic
acid as a gum (0.69 g) that  was used without further purification in the
next step. 15 Step B]:
N,N-Diethyl-2-[6-(4'-fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-acetami
de  This material was obtained in analogy to example 71 step B] from
[6-(4'-fluoro-biphenyl- 4-sulfonylamino)-pyridin-2-yl]-acetic acid (0.2 g),
BOP (0.137 g), N,N- ethyldiisopropylamine (0.09 mL), and diethylamine
(0.03 mL) as an off-white foam (0.107  20 g). MS (ESC): 440.2 ([M-H]-).
Example 76: 4'-Fluoro-biphenyl-4-sulfonic acid
[6-(2-morpholin-4-yl-2-oxo-ethyl)- pyridin-2-yl]-amide This material was
obtained in analogy to example 71 step B] from [6-(4'-fluoro-biphenyl- 25
4-sulfonylamino)-pyridin-2-yl]-acetic acid (0.2 g), BOP (0.137 g), N,N-
ethyldiisopropylamine (0.067 mL), and morpholine (0.02 mL) as an
off-white solid (0.114  g). MS (ESI"): 454.2 ([M-H]'). WO 2006/037501
PCT/EP2005/010372  57 Example 77:
2-[6-(4'-Fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-N-(2-
methoxy-ethyl) -acetamide This material was obtained in analogy to
example 71 step B] from [6-(4'-fluoro-biphenyl-
4-sulfonylamino)-pyridin-2-yl]-acetic acid (0.1 g), BOP (0.069 g), N,N 5
ethyldiisopropylamine (0.04 mL), and 2-methoxyethylamine (0.01 mL) as
an amorphous  light brwon solid (0.0475g). MS (ESI-): 444.2 ([M-H]-).
Example 78:
2-[6-(3-Chloro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]-N,N-
diethyl-acetamide 10 Step A]: (6-tert
-Butoxyca,bonylamino-p)ridin-2-yl)-acetic acid
(6-Methyl-pyridin-2-yl)-carbamic acid tert-butyl ester (1.04 g, Pitts, J. Med.
Chem., 43,  2000, 27) under an argon atmosphere in THE (40 mL) was
cooled to -20C and treated  



dropwise at -20C with 5.5 mL of a 2 M solution of lithium diisopropylamide
in  THF/heptane/ethylbenzene (Fluka). The solution was stirred I hat -20C,
cooled to -70C 15 and then treated with an access of dry ice, The mixture
was allowed to warm to 10C and  partitioned between aqueous IN HCI
and AcOEt, the layers were separated, the organic  layer dried over
Na2S04, filtered, evaporated and the residue was purified by flash
chromatography (MeOH/CH2CI2 0-15%a). The obtained material was
triturated with  ether, the crystalline solid obtained was filtered off by
suction and dried in vacuo to give 20
(6-tert-butoxycarbonylamino-pyridin-2-yl)-acetic acid as an off-white solid
(0.3 g). MS  (ESI-):251.1 ([M-H]). Step B]:
(6-Diethylcarbamoy!methyl-pyridin-2-yl)-carbamic acid tert-butyl ester
This material was obtained in analogy to example 71 step B] from (6-tert
25 butoxycarbonylamino-pyridin-2-yl)-acetic acid (0.298 g), BOP (0.575
g), N,N- ethyldiisopropylamine (0.42 mL), and diethylamine (0.14 mL) as a
yellow gum (0.202 g).  MS (ESI): 308.3 (MHO). Step C]:
2-(6-Amino-pyridin-2-yl)-N,N-diethyl-acetamide WO 2006/037501
PCT/EP2005/010372  58
(6-Diethylcarbamoylmethyl-pyridin-2-yl)-carbamic acid tert-butyl ester (0.2
g) in CH2CI2  (10 mL) was treated at RT with trifluoro-acetic acid (0.5 mL)
and the solution was stirred  for 1.5 h until the reaction was complete
according to tic analysis. The mixture was  allowed to warm to 10C and
partitioned between aqueous diluted KHCO3 and AcOEt, the 5 layers
were separated, the organic layer dried over Na2SO4, filtered, evaporated
to give 2- (6-amino-pyridin-2-yl)-N,N-diethyl-acetamide (148 mg) as a light
yellow solid that was  directly used in the next step. Step D):
2-[6-(3-Chloro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]-N,N-diethyi-
10 acetamide This material was obtained in analogy to example 1 from
2-(6-amino-pyridin-2-yl)-N,N- diethyl-acetamide (0.07 g) and
3-chloro-2-methyl-benzenesulfonyl chloride (0.084 g) as a  



light yellow foam (41 mg). MS (ESC): 394.0 ([M-H]-). 15 Example 79:
2-[6-(3,4-Dichloro-benzenesulfonylamino)-pyridin-2-y1]-N,N-diethyi-
acetamide This material was obtained in analogy to example I from
2-(6-amino-pyridin-2-yl)-N,N- diethyl-acetamide (0.07 g, product of
example 78 step C]) and 3,4-dichioro- benzenesulfonyl chloride (0.091 g)
as an amorphous yellow solid (41 mg). MS (ESI'): 414.1  20 ((M-H1').
Example 80:
2-[6-(3-Chloro-2-methyl-benzenesulfonylamino)-3-methyl-pyridin-2- yl]
-N,N-diethyl-acetamide Step A]:
(3-Bromo-6-tert-butoxycarbonylamino-pyridin-2-yl)-acetic acid 25 This
material was obtained in analogy to example 78 step Al from
(5-bromo-6-methyl- pyridin-2-yl)-carbamic acid tert-butyl ester, 4.3 g -
prepared from 6-methyl-pyridin-2-yl)- carbamic acid tert-butyl ester,
example 78 step Al via bromination with NBS/AIBN, using  a procedure
described by Manabu, Chem. Lett. 1995, 614 - 2M lithium
diisopropylamide  solution (16.5 mL) and an access of dry ice as a
crystalline solid (2.6 g) that was used 30 directly without further
purification in the next reaction step. WO 2006/037501
PCT/EP2005/010372  59 Step B]:
(5-Bromo-6-diethylcarbamoylmethyl-pyridin-2-yl)-carbamic acid tert-butyl
ester  This material was obtained in analogy to example 78 step B] from
(3-bromo-6-tert- butoxycarbonylamino-pyridin-2-yl)-acetic acid (0.662 g),
BOP (0.974 g), N,N 5 ethyldiisopropylamine (0.78 mL), and diethylamine
(0.23 mL) as a light brown solid (0.67  g). MS (ESI): 386.3. (MH'). Step C]:
(6-Diethylcarbamoylmethyl-5-methyl-pyridin-2-yl)-carbamic acid tert-butyl
ester 10 (5-Bromo-6-diethylcarbamoylmethyl-pyridin-2-yl)-carbamic acid
tert-butyl ester (0.116 g  in dioxane (5 mL) was treated successively at RT
with potassium carbonate (0.124 g),  tetrakis(triphenylphosphine)
palladium(0), 35 mg, and trimethylboroxine (38 mg) and  



then heated to reflux for 22 h. The mixture was cooled to RT, filtered and
the filter cake  washed with AcOEt. The filtrate was concentrated in vacuo,
the residue purified by flash 15 chromatography (heptane/AcOEt 1:1 to
1:4) to give (6-diethylcarbamoylmethyl-5-methyl- pyridin-2-yl)-carbamic
acid tert-butyl ester (37 mg) as a colorless gum. MS (ESI): 322.4  (MHO').
Step D]: 2-(6-Amino-3-methyl-pyridin-2-yl)-N,N-diethyl-acetamide  20 This
material was obtained in analogy to example 78 step C] from (6-
diethylcarbamoylmethyl-5-methyl-pyridin-2-yl)-carbamic acid tert-butyl
ester (0.193 and trifluoro-acetic acid (0.69 mL) in CHZCI2 (8 mL) as a
yellow gum (0.148 g ). MS (ESI):  222.2 (MH'). 25 Step Ej:
2-[6-(3-Chloro-2-methyl-benzenesulfonylamino)-3-methyl-pyridin-2-yl]-N,N
- diethyl-acetamide This material was obtained in analogy to example I
from 2-(6-amino-3-methyl-pyridin-2- yl)-N,N-diethyl-acetamide (0.066 g)
and 3-chloro-2-methyl-benzenesulfonyl chloride  (0.074 g) as an off-white
foam (33 mg). MS (ESI'): 408.1 ((M-H]'). WO 2006/037501
PCT/EP2005/010372.  60 Example 81:
2-[6-(3,4-Dichloro-benzenesulfonylamino)-3-methyl-pyridin-2-yl]-
N,N-diethyl-acetamide This material was obtained in analogy to example 1
from 2-(6-amino-3-methyl-pyridin-2- 5vl)-N,N-diethyl-acetamide (0.066 g)
and 3,4-dichloro-benzenesulfonyl chloride (0.081 g)  as an off-white foam
(55 mg). MS (EST-): 428.1 ([M-H)'). Example 82:
3-Chloro-N-(6-hydroxymethyl-pyridin-2-yi)-2-methyl- benzenesulfonamide
10 This material was obtained in analogy to example 1 from
(6-amino-pyridin-2-yl)- methanol (0.095 g, Asensio, Tetrahedron, 49,
1993, 703) and 3-chloro-2-methyl- benzenesulfonyl chloride (0.172 g) as
an white solid (0.115 g). MS (EST'): 311.0 ([M-H}").  Example 83:
3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-2-methyl 



15 benzenesulfonamide This material was obtained in analogy to example
1 from 6-methoxymethyl-pyridin-2- ylamine (0.096 g, Shawcross, J.
Heterocycl. Chem., 30, 1993, 563) and 3-chloro-2-methyl-
benzenesulfonyl chloride (0.172 g) as an off-white gum (0.158 g). MS
(EST'): 325.1 ([M- H]-) 20 Example 84:
2,5-Difluoro-N-(6-methoxymethyl-pyridin-2-yi)-benzenesulfonamide  This
material was obtained in analogy to example I from
6-methoxymethyl-pyridin-2- ylamine (0.096 g) and
2,4-difluoro-benzenesulfonyl chloride (0.162 g) as an off-white  gum
(0.156 g). MS (EST'): 312.9 ([M-H]-) 25 Example 85:
3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-4-methyl- benzenesulfonamide
WO 2006/037501 PCT/EP2005/010372  61 This material was obtained in
analogy to example 1 from 6-methoxymethyl-pyridin-2- ylamine (0.096 g)
and 3-chloro-4-methyl-benzenesulfonyl chloride (0.172 g) as an off- white
gum (0.169 g). MS (ESI'): 325.1 ([M-H]') 5 Example 86:
N-(6-Cyclopropylmethoxymethyl-pyridin-2-yl)-2,5-difluoro-
benzenesulfonamide Step Al:
N-(6-Cyclopropylmethoxymethyl-pyridin-2-yl)-2,2-dimethyl-propionamide
N-(6-Hydroxymethyl-pyridin-2-yl)-2,2-dimethyl-propionamide (1.04 g,
Papadopoulou,;  10 J. Heterocycl. Chem., 32, 1995, 675) in DMF (25 mL)
was treated with sodium hydride (0.64 g, 60% suspension in oil), the
mixture was then stirred for 1 hat RT, bromomethyl  cyclopropane (0.688
g) was added dropwise and stirring was continued for further 1.75 h.  The
reaction mixture was partitioned between 2 M aqueous KHCO3 and
AcOEt, the layers  were separated, the aqueous layer extracted twice with
AcOEt. The combined organic 



15 layers were washed with saturated aqueous NaCI and water, dried
over Na2SO4, filtered  and evaporated. The residue was purified by flash
chromatography (heptane/AcOEt 100%  to 50%) to
N-(6-cyclopropylmethoxymethyl-pyridin-2-yi)-2,2-dimethyl-propionamide
(0.884 g) as a yellow oil. MS (ESI): 263.2 (MH'). 20 Step B]:
6-Cyclopropylmethoxymethyl-pyridin-2-ylamine
N-(6-cyclopropylmetho)cymethyl-pyridin-2-yl)-2,2-dimethyl-propionamide
(0.884 g) in  ethanol (50 mL) was treated at RT with 3M aqueous NaOH
(5.62 rnL) and then heated at  100 C for 20 h. The mixture was cooled to
RT, partitioned between water and AcOEt. The  layers were separated,
the organic layer dried over magnesium sulphate, filtered and 25
evaporated in vacuo to give
6-cyclopropylmethoxymethyl-pyridin-2-ylamine (0.566 g) as a  light brown
liquid. MS (ESI): 179.1 (MH4*). Step Cl:
N-(6-Cyclopropylmethoxymethyl-pyridin-2-yl)-2,5-difluoro-
benzenesulfonamide WO 2006/037501 PCTEP20051010372  62 This
material was obtained in analogy to example I from
6-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.089g) and 2,
5-difluoro-benzenesulfonyl chloride (0.122 g) as an  light brown gum
(0.175 g). MS (ESI'): 353.1 ([M-H]-) 5 Example 87:
5-Fluoro-N-(6-methoxymethyl-pyridin-2-yi)-2-methyl- benzenesuffonamide
This material was obtained in analogy to example 1 from
6-methoxymethyl-pyridin-2- ylamine (0.096 g) and
5-fluoro-2-methyl-benzenes ulfonyl chloride (0.159 g) as an light  yellow
gum (0.16 g). MS (ES!'): 309.1 ((M-HI') 10 Example 88:
2,5-Difluoro-N-(6-hydroxymethyl-pyridin-2-yl)-benzenesulfonamide  This
material was obtained in analogy to example I from (6-amino-pyridin-2-yl)-
methanol (0.1 g) and 2,5-difluoro-benzenesulfonyl chloride (0.17 g) as an
light brown  amorphous solid MS (ESI-): 299.1 ([M-H]') 



15 Example 89: Acetic acid
6-(2,5-difluoro-benzenesulfonylamino)-pyridin-2-ylmethyl  ester This
material was obtained as a second product in the preparation of example
88 (during  work-up with AcOEt in the presence of acid) as a red
amorphous solid (17 mg). MS (ESI-):  20 341.0 ((M-H] ) Example 90:
Naphthalene-2-sulfonic acid (6-hydroxymethyl-pyridin-2-yl)-amide  This
material was obtained in analogy to example I from (6-amino-pyridin-2-yl)-
methanol (0.042 g) and naphthalene-2-sulfonyl chloride (0.084 g) as an
off-white foam  25 (32 mg g). MS (ESI'): 312.9 ([M-H]') Example 91:
3-Chloro-N-(6-cyclopropyhnethoxymethyl-pyridin-2-yl)-4-methyl-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  63 This
material was obtained in analogy to example 1 from
6-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.089 g) and
3-chloro-4-methyl-benzenesulfonyl chloride (0.124 g) as  a light-yellow
gum (0.136 g). MS (ESI"): 364.9 ([M-H]") 5 Example 92:
N-(6-Cyclopropylmethoxymehyl-pyridin-2-yl)-5-fluoro-2-methyl-
benzenesulfonamide This material was obtained in analogy to example 1
from 6-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.089 g) and
5-fluoro-2-methyl-benzenesulfonyl chloride (0.15 g) as  an off-white gum
(0.14 g). MS (ESI'): 349.2 ([M-H1") 10 Example 93:
3-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-4-methyl-
benzenesulfonamide Step A]:
N-[6-(4-Fluoro-benzylo)cymethyl)-pyridin-2-yl1-2,2-dimethyl-propionamide
This material was prepared in analogy to example 86 step Al from
N-(6-hydroxymethyl- 15 pyridin-2-yl)-2,2-dimethyl- (0.625 g) and
4-fluorobenzyl bromide as a yellow oil (0.83 g).  



MS (ESI): 317.1 (MH'). Step B]:
6-(4-Fluoro-benzyloxymethyl)-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from N-[6-(4-Fluoro-
benzyloxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide (0.825 g) and
3M aqueous  20 NaOH (4.35 mL) as a yellow oil (0.596 g). MS (ESI):
233.1 (MH'). Step C]:
3-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-4-methyl-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(4-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.058 g) and
3-chloro-4-methyl-benzenesulfonyl chloride (0.062 g) as  25 a light yellow
gum (0,09 g). MS (ESI-): 419.0. ((M-H]") Example 94:
3-Chloro-N-(6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  64 This
material was prepared in analogy to example 1 from
6-(4-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.058 g) and
3-chloro-2-methyl-benzenesulfonyl chloride (0.062 g) as  a light yellow
gum (0.087 g). MS (ESI'): 419.0. ([M-H]-) 5 Example 95:
2,5-Difluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(4-fluoro-benzyioxymethyl)- pyridin-2-,ylamine (0.058 g) and
2,5-difluoro-benzenesulfonyl chloride (0.058 g) as a  light yellow gum
(0.075 g). MS (ESI-): 407.2 ([M-H]-) 10 Example 96:
5-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(4-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.058 g) and
5-fluoro-2-methyl-benzenesulfonyl chloride (0.057 g) as  15 a light yellow
gum (0.0476 g). MS (ESI-): 403.2 ([M-H]-) 



Example 97: Piperidine- I -sulfonic acid
(6-methoxymethyl-pyridin-2-yl)-amide  This material was obtained in
analogy to example I from 6-methoxymethyl-pyridin-2- ylamine (0.096 g)
and piperidine-l-sulfonyl chloride (0.153 g) as a light yellow gum  20
(0.024 g). MS (ESI'): 284.0 ([M-H]-) Example 98: Piperidine-l-sulfonic acid
(6-cyclopropylmethoxymethyl-pyridin-2-yl)- amide This material was
obtained in analogy to example I from 6-cyclopropylmethoxymethyl- 25
pyridin-2-ylamine (0.089 g) and piperidine- l-sulfonyl chloride (0.11 g) as a
light yellow  gum (0.054 g). MS (ESI'): 324.2 ([M-H]') WO 2006/037501
PCT/EP2005/010372  65 Example 99:
3-Chloro-4-methyl-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin- 2-yl]
-benzenesulfo namide Step A]:
2,2-Dimethyl-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl]-
propionamide 5 N-(6-Hydro xymethyl-
pyridin-2-yi)-2,2-dirnethyl-propionamide (0.625 g),  triphenylphophine
(0.786 g) and 4-trifluoromethyl-phenol (0.486 g) in toluene was treated  at
RT under an argon atmosphere with diisopropyl azodicarboxylate (0.67 g).
The mixture  was stirred for 2 h, partitioned between ice water and AcOEt,
the layers were separated, the  aqueous layer twice extracted with AcOEt.
The combined organic layers were washed with 10 water and saturated
aqueous NaCl, dried over MgSO4, filtered and evaporated. The residue
was purified by flash chromatography (heptane/AcOEt 100 to 85%) to give
2,2-dimethyl-
N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl]-propionamide (0.98 g)
as a yellow  oil. MS (ESI): 353.2 (MH'). 15 Step B]:
6-(4-Trifluoromethyl-phenoxymethyl)-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from 2,2-Dimethyl-N-[6-(4-
trifluoromethyl-phenoxymethyl)-pyridin-2-yl]-propionamide (0.99 g) and 3M
aqueous  NaOH (4.68 mL) as an off-white crystalline solid (0.647 g). MS
(ESI): 269.3 (MH'). 



20 Step C]:
3-Chloro-4-methyl-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl]-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(4-trifluoromethyl- phenoxymethyl)-pyridin-2-ylamine (0.08 g) and
3-chloro-4-methyl-benzenesulfonyl  chloride (0.074 g) as an off-white solid
(0.105 g). MS (ESI-): 455.2 ([M-H]"). 25 Example 100:
3-Chioro-2-methyl-N-(6-(4-trifluoromethyl-phenoxymethyl)-pyridin- 2-yl]
-benzenesulfonamide This material was prepared in analogy to example 1
from 6-(4-trifluoromethyl- phenoxymethyl)-pyridin-2-ylamine (0.08 g) and
3-chloro-2-methyl-benzenesulfonyl  30 chloride (0.074 g) as an off-white
solid (0.113 g). MS (ESI"): 455.2 ([M-H]"). WO 2006/037501
PCT/EP2005/010372  66 Example 101:
2,5-D'ifluoro-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl]-
benzenesuLfonanude This material was prepared in analogy to example 1
from 6-(4-trifluoromethyl 5 phenoxymethyl)-pyridin-2-ylamine (0.08 g) and
2,5-difluoro-benzenesulfonyl chloride  (0.07 g) as a light yellow solid
(0.086 g). MS (ESC): 443.0 ([M-H]') Example 102:
5-Fluoro-2-methyl-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2- yl }
-benzenesulfonamide 10 This material was prepared in analogy to
example I from 6-(4-trifluoromethyl- phenoxymethyl)-pyridin-2-ylamine
(0.08 g) and 5-fluoro-2-methyl-benzenesulfonyl  chloride (0.07 g) as a light
yellow solid (0.1 g). MS (ESC): 439.1 ([M-H]') Example 103:
3-Chloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-2-methyl- 15
benzenesulfonamide This material was obtained in analogy to example 1
from 6-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.09 g) and
3-chloro-2-methyl-benzenesulfonyl chloride (0.13g) as an  off-white gum
(0.135 g). MS (ESI'): 365.0 ([M-H]') 



20 Example 104:
3,4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-
benzenesulfonamide This material was obtained in analogy to example 1
from 6-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.09 g) and
3,4-dichloro-benzenesulfonyl chloride (0.143g) as an off- white gum
(0.143 g). MS (ESC): 385.0 ([M-H]') 25 Example 105:
4-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  67 This
material was prepared in analogy to example I from
6-(4-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.058 g) and
4-tluoro-benzenesulfonyl chloride (0.054 g) as a light  yellow gum (0.08 g).
MS (ESI-): 389.1 ([M-H]-) 5 Example 106:
N-[6-(4-Pluoro-benzyloxymethyl)-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide This material was prepared in analogy to example I
from 6-(4-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.058 g) and
3-(trifluoromethyl)-benzenesulfonyt chloride (0.067 g)  as a light yellow
gum (0.08g). MS (ESI"): 439.1 ((M-H]-) 10 Example 107:
3-Chloro-N-(5-cydopropylmethoxymethyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide Step A]:
N-(5-Formyl-pyridin-2-yl)-2,2-dimethyl-propionamide A solution of
N-(5-Bromo-pyridin-2-yl)-2,2-dimethyl-propionamide (8.7 g, Kelly, 15
Tetrahedron Lett., 32, 1991, 4263) in THE (200 mL) was cooled to -70C
under an argon  atmosphere and treated dropwise over 30 minutes with
n-butyllithium (45.78 mL, 1.6 M  in hexane, Acros). The mixture was
stirred 1 h at -70C and then treated dropwise (over 10  minutes, at -70C)
with a mixture of N,N-dimethylformamide (5.25 mL) in THE (5 mL),  and
stirring was continued for further 30 minutes. The reaction mixture was
then poured 



20 into 2M aqueous KHCO3 (1.2 L), tert-butyl methyl ether (1.2 L) was
added, and after  stirring for 20 minutes, the layers were separated, the
organic layer extracted twice with  tert-butyl methyl ether (total volume 0.3
L). The combined organic layers were dried over  sodim sulphate, filtered
and evaporated in vacuo to give N-(5-formyl-pyridin-2-yl)-2,2-
dimethyl-propionamide (7 g) as an yellow oil that was used directly in the
next step. 25 Step B]:
N-(5-Hydroxymethyl-pyridin-2-y1)-2,2-dimethyl-propionamide
N-(5-formyl-pyridin-2-yl)-2,2-dimethyl-propionamide (6.96 g) under an
argon  atmosphere in MeOH (120 mL) was cooled to 0C and then treated
portionwise with  sodium borohydride (1.289 g). The cooling bath was
removed, stirring was continued for 30 30 minutes and the reaction
mixture was partitioned between half-saturated aqueous  NH4Cl and
AcOEt. The layers were separated, the organic layer dried over sodium
WO 2006/037501 PCT/EP2005/010372  68 sulphate, filtered and
concentrated in vacuo. The residue was purified by flash.
chromatography (heptane/AcOEt 1:1 to 1:2) to give
N-(5-hydroxymethyl-pyridin-2-yl)- 2,2-dimethyl-propionamide (3.4 g) as a
crystalline white solid. MS (ESI): 209.2 (MH'). 5 Step C]:
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-2,2-dimethyl-propionamide
This material was prepared in analogy to example 86 step A] from
N-(5-hydroxymethyl- pyridin-2-yl)-2,2-dimethyl-propionamide (1.04 g) and
bromomethyl cyclopropane (0.813  g) as a light yellow oil (0.87 g). MS
(ESI): 263.1. (MW'). 10 Step D]:
5-Cyclopropylmethoxymethyl-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from N-(5-
cyclopropylmethoxymethyl-pyridin-2-yl)-2,2-dimethyl-propionamide (0.87
g) and 3M  aqueous NaOH (5.54 mL) as a yellow solid (0.527 g). MS
(ESI): 179.1 (MH4). 15 Step E]:
3-Chloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide This material was prepared in analogy to example I
from 5-cyclopropylmethoxymethyl- 



pyridin-2-ylamine (0.089 g) and 3-chloto-2-methyl-benzenesulfonyl
chloride (0.142 g) as  a light yellow gum (0.152 g). MS (ESI'): 365.0
([M-H]-) 20 Example 108: 4
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-2,5-difluoro-
benzenesulfonamide This material was prepared in analogy to example 1
from 5-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.089 g) and
2,5-difluro-benzenesulfonyl chloride (0.117 g) as an off- 25 white solid
(0.119 g). MS (ESI-): 353.1 ((M-H]') Example 109:
4-Chloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-3-methyl-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  69 This
material was prepared in analogy to example 1 from
5-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.089 g) and
3-chloro-4-methyl-benzenesulfonyl chloride (0.124 g) as  an off-white solid
(0.128 g). MS (ESI'): 365.0 ([M-H]') 5 Example 110: 4
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-5-Buoro-2-methyll-
benzenesulfonamide This material was prepared in analogy to example 1
from 5-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.089 g) and
5-fluoro-2-methyl-benzenesulfonyl chloride (0.115 g) as  an off-white solid
(0.119 g). MS (ESI'): 349.3 ([M-H]-) 10 Example 111: Piperidine-1-sulfonic
acid (5-cyclopropyhnethoxymethyl-pyridin-2-yi)- amide This material was
prepared in analogy to example I from 5-cyclopropylmethoxymethyl-
pyridin-2-ylamine (0.089 g) and piperidine-l-sulfonyl chloride (0.142 g) as
a light yellow  15 gum (0.027 g). MS (ESI-): 324.2 ((M-H]-) Example 112:
3-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yi)-2-
methyl-benzenes ulfonamide 



Step A}: N-(5-Formyl-6-methyl-pyriidin-2-yl)-2,2-dimethyl-propionamide 20
This material was prepared in analogy to example 107 step A] from
N-(5-bromo-6- methyl-pyridin-2-yl)-2,2-dimethyl-propionamide, 7.05 g -
obtained via standard acylation  of 5-bromo-6-methyl-pyridin-2-ylamine
with 2,2-dimethyl-propionyl chloride in CH2CI2,  with triethylamine as
base, as viscous brown oil, MS (ESI): 271.2 (MH') - butyllithium  (34.94
mL, 1.6 M in hexane, Agros) and N,N-dimethylformamide (4 mL) as an 25
amorphous light brown solid (5.7 g). MS (El): 220.1 (M`) Step B):
N-(5-Hydroxymethyl-6-methyl-pyridin-2-yl)-2,2-dimethyl-propionamide WO
2006/037501 PCT/EP2005/010372  70 This material was prepared in
analogy to to example 107 step B] from N-(5-formyl-6-
methyl-pyridin-2-yl)-2,2-dimethyl-propionamide (5.9 g) and sodium
borohydride (1.037  g) as a light yellow solid (1.41 g). MS (ESI): 223.2
(MH'). 5 Step C]:
N-(5-Cyclopropylmethoxyanethyl-6-methyl-pyridin-2-yi)-2,2-dimethyl-
propionamide This material was prepared in analogy to example 86 step
A] from N-(5-Hydroxymethyl-
6-methyl-p),ridin-2-yl)-2,2-dimethyl-propionamide (0.445 g) and
bromomethyl  cyclopropane (0.275 g) as a light yellow oil (0.357g). MS
(ESI): 277.2 (MH'). 10 Step D]:
5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-ylamine  This material
was prepared in analogy to example 86 step B] from N-(5-
cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2,2-dimethyl-propionami
de (0.357 g)  and 3M aqueous NaOH (2.68 mL) as a dark red oil (0.163
g). MS (El): 192.2 (M'). 15 Step E]:
3-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide This material was prepared in analogy to example I
from 5-cyclopropylmethoxymethyl-6- methyl-pyridin-2-ylamine (0.053 g)
and 3-chloro-2-methyl-benzenesulfonyl chloride 



20 (0.058 g) as a light brown solid (0.046 g). MS (ESI'): 379.1 ([M-H]-)
Example 113:
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2,5-difluoro-
benzenesulfonamide This material was prepared in analogy to example 1
from 5-cyclopropylmethoxymethyl-6- 25 methyl-pyridin-2-ylamine (0.053
g) and 2,5-difluoro-benzenesulfonyl chloride (0.059 g)  as a light yellow
solid (0.063 g). MS (ESI'): 367.0 ([M-H]') WO 2006/037501
PCT/EP2005/010372  71 Example 114:
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-5-fluoro-2-
methyl-benzenesulfonamide This material was prepared in analogy to
example I from 5-cyclopropylmethoxytnethyl-6- methyl-pyridin-2-ylamine
(0.053 g) and 5-fluoro-2-methyl-benzenesulfonyt chloride 5 (0.058 g) as a
light yellow solid (0.063 g). MS (ESI'): 363.3 ((M-H]-) Example 115:
N-(5-Methoxymethyl-6-methyl-pyri.din-2-yl)-3-trifluoromethyl-
benzenesulfonantide Step A]:
N-(5-Methoxymethyl-6-methyl-pyridin-2-yl)-2,2-dimethyl-propionamide 10
This material was prepared in analogy to example 86 step A] from
N-(S-hydroxymethyl- 6-methyl-pyridin-2-yl)-2,2-dimethyl-propionamide
(0.6 g, product of example 112 step  B]) and iodomethane (0.421 g) as a
white solid (0.4 g). MS (ESI): 237.2 (MH'). Step B):
5-Methoxymethyl-6-methyl-pyridin-2-ylamine 15 This material was
prepared in analogy to example 86 step B] from N-(5-methox)rmethyl-6-
methybpyridin-2-yl)-2,2-dimethyl-propionamide (0.4 g) and 3M aqueous
NaOH (2.68  mL) as a crystalline orange solid (0.174 g). MS (El): 152.2
(M'). Step C]: N-(5-Methoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
20 benzenesulfonamide This material was prepared in analogy to
example i from 5-methoxymethyl-6-methyl- pyridin-2-ylamine (0.058 g)
and 3-(trifluoromethyl)-benzenesulfonyl chloride (0.103 g)  as a light
yellow gum (0.1 g). MS (ESE): 359.0 ([M-H]') 



25 Example 116:
3-Chloro-N-(5-methoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  72 This
material was prepared in analogy to example I from
5-methoxymethyl-6-methyl- pyridin-2-ylamine (0.058 g) and
3-chloro-2-methyl-benzenesulfonyl chloride (0.094 g) as  an off-white
foam (0.093 g). MS (ESI'): 339.0 ([M-H]') 5 Example 117:
N-[5-(4-Fluoro-benzyloxymethyl)-6-methyl-pyridin-2-yl]-3- trifl
uoromethyl-benzenesulfonami de Step A]:
N-[5-(4-Fluoro-benzyloxymethyl) -6-methyl-pyridin-2-yl]-2,2-dimethyl-
propionamide This material was prepared in analogy to example 86 step
A] from N-(5-hydroxymethyl- 10
6-methyl-pyridin-2-yl)-2,2-dimethyl-propionamide (0.6 g, product of
example 112 step  B]) and 4-fluorobenzyl bromide (0.56 g) as an orange
solid (0.8 g). MS (ESI): 231.3  (MH`). Step B]:
5-(4-Fluoro-benzyloxymethyl)-6-methyl-pyridin-2-ylamine 15 This material
was prepared in analogy to example 86 step B] from N-(5-(4-Fluoro-
benzyloxymethyl)-6-methyl-pyridin-2-yll-2,2-dimethyl-propionamide (0.78
g) and 3M  aqueous NaOH (3.93 mL) as an amorphous orange solid (0.58
g). MS (ESI): 247.2 (MH`).  Step C):
N-.[5-(4-Fluoro-benzyloxymethyl)-6-methyl-pyridin-2-yll-3-trifluoromethyl-
20 benzenesulfonamide This material was prepared in analogy to
example I from 5-(4-fluoro-benzyloxymethyl)-6- methyl-pyridin-2-ylamine
(0.08 g) and 3-(trifluoromethyl)-benzenesulfonyl chloride  (0.087 g) as an
amorphous orange solid (0.1 g). MS (ESI'): 453.2 ([M-H]') 25 Example
118: 3-Chloro-N-[5-(4-fluoro-benzyloxymethyl)-6-methyl-pyridin-2-yl]-2-
methyl-be nzenesulfonamide This material was prepared in analogy to
example 1 from 5-(4-fluoro-benzyloxymethyl)-6- methyl-pyridin-2-ylamine
(0.08 g) and 3-chloro-2-methyl-benzenesulfonyl chloride (0.08  



g) as an amorphous light yellow solid (0.067 g). MS (ESI'): 433.1 ([M-H]-)
WO 2006/037501 PCT/EP2005/010372  73 Example 119:
N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide Step A]:
N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl)-2,2-dimethyl-prop ionamide 5
This material was prepared in analogy to example 86 step A] from
N-(5-hydroxymethyl- 6-methyl-pyridin-2-yl)-2,2-dimethyl-propionamide
(0.445 g, product of example 112 step  B]) and iodoethane (0.34 g) as a
light yellow oil (0.32 g). MS (ESI): 251.2 (MH''). Step B):
5-Ethoxymethyl-6-methyl-pyridin-2-yiamine 10 This material was prepared
in analogy to example 86 step B] from N-(5-ethoxymethyl-6-
methyl-pyridin-2-yl)-2,2-dimethyl-propionamide (0.32 g) and 3M aqueous
NaOH (2.62  mL) as a yellow oil (0.28 g) that was used directly in the next
step. Step C): N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
15 benzenesulfonamide This material was prepared in analogy to
example 1 from 5-Ethoxymethyl-6-methyl- pyridin-2-ylamine (0.066 g) and
3-(trifluoromethyl)-benzenesulfonyl chloride (0.108 g)  as a light yellow
solid (0.115 g). MS (ESI-): 373.1 ([M-H]') 20 Example 120:
3-Chloro-2-methyl-N-{6-[(methyl-propyl-amino)-methyl)-pyridin-2-
yl)-benzenesulfonamide Step A]:
N-(6-chloromethyl-pyridin-2-yl)-2,2-dimethyl-propionamide
N-(6-Hydroxymethyl-pyridin-2-yl)-2,2-dimethyl-propionamide (2.03 g) in
CH2CI2 (75  mL) was treated at RT with thionyl chloride (1.785 mL) and
then heated to reflux for 1.5 h. 25 The reaction mixture was cooled to RT
and partitioned between water and AcOEt, the  layers were separated, the
organic layer dried over MgSO4, filtered and evaporated to give
N-(6-chloromethyl-pyridin-2-yl)-2,2-dimethyl-propionamide (0.66 g) as a
brown liquid.  MS (ESI): 227.2 (MH`). WO 2006/037501
PCT/EP2005/010372  



74 Step B]: 2,2-Dimethyl-N-{6-[(methyl-propyl-amino)-methyl]-pyridin-2-yl}-
propionamide N-(6-chloromethyl-pyridin-2-yl)-2,2-dimethyl-propionamide
(0.66 g), methyl-propyl- 5 amine (0.33 mL), KHCO3 (0,32 g) and a
catalytic amount of potassium iodide in acetone  (10 mL) were heated to
reflux for 6 h. The reaction mixture was cooled to RT and  partitioned
between water and AcOEt, the layers were separated, the organic layer
dried  aver MgSO4, filtered and evaporated to give
2,2-dimethyl-N-{6-[(methyl-propyl-amino)-
methyl]-pyridin-2-yl}-propionamide (0.75 g) as a brown oil. MS (ESI):
264.3 (MHt). 10 Step C]:
6-[(Methyl-propyl-amino)-methyl]-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from 2,2-dimethyl-N-{6-
[(methyl-propyl-amino)-methyl)-pyridin-2-yl}-prop ionamide (0.755 g) and
3M aqueous  NaOH (5.73 mL) as a brown liquid (0.53 g). MS (ESI): 180.2
(MH'). 15 Step D]:
3-Chloro-2-methyl-N-(6-[(methyl-propyl-amino)-methyll-pyridin-2-yll-
benzenesulfonamide This material was prepared in analogy to example I
from 6-((methyl-propyl-amino)- methyl]-pyridin-2-ylamine (0.072 g) and
3-chloro-2-methyl-benzenesulfonyl chloride  20 (0.09 g), obtained as
sodium salt, as a brown gum (0.06 g). MS (ESI-): 366.1 ([M-H]') Example
121: 5-Fluoro-2-methyl-N-{6-[(methyl-propyl-amino)-methyll-pyridin-2- yl }
-benzenesulfonamide This material was prepared in analogy to example 1
from 6-[(methyl-propyl-amino)- 25 methyl]-pyridin-2-ylamine (0.072 g) and
2-methyl-5-fluoro-benzenesulfonyl chloride  (0.09 g), obtained as sodium
salt, as a brown gum (0.058 g). MS (ESI'): 350.3 ((M-H]')  Example 122:
3-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide WO 20061037501 PCT/EP2005/010372  



75 This material was prepared in analogy to example I from
5-ethoxymethyl-6-methyl- pyridin-2-ylamine (0.066 g) and
3-chloro-2-methyl-benzenesulfonyl chloride (0.099 g) as  an off-white solid
(0.08 g). MS (ESI'): 351.3 ([M-H]-) 5 Example 123:
3-Chloro-N-(6-cyclopropyl-pyridin-2-yl)-2-methyl- benzenesulfonamide
Step Al: 6-Cyclopropyl-pyridin-2-ylamine To a sealable vial under nitrogen
was added 2-amino-6-bromo-pyridine (1.6 g),  cyclopropyl boronic acid
(1.03 g) (prepared according to Wallace et al. Tetrahedron Lett.  10 2002,
43, 6987-6990), potassium phosphate (6.87 g), tricyclohexylphosphine
(0.260 g) followed by water (2 mL) and toluene (40 mL). Pd(OAc)2 (0.104
g) was then added and  the vial was sealed and heated at 100' C over 16
hours. The reaction was then allowed to  cool to ambient temperature and
diluted with water and ethyl acetate. The phases were  separated and the
aqueous phase was extracted with more ethyl acetate (3x). The 15
combined phases were washed with brine and dried over sodium sulfate.
Filtration and  evaporation of the volatiles afforded a crude residue which
was purified via ISCO  Combiflash chromatography using ethyl
acetate/heptane as the eluent to give the desired
6-cyclopropyl-pyridin-2-ylamine as yellow solid (0.450 g). 20 Step B]:
3-Chloro-N-(6-cyclopropyl-pyridin-2-yl)-2-methyl-benzenesulfonamide This
material was obtained in analogy to example 1 from
6-cyclopropyl-pyridin-2-ylamine  (0.08 g) and
3-chloro-2-methylbenzenesulfonylchoride (0.134 g) as a colorless
amorphous  solid. (0.075 g). MS (ESI'): 323.1 ((M+H]'). 25 Example 124:
Naphthalene- l-sulfonic acid (6-cyclopropyl-pyridin-2-yl)-amide This
material was obtained in analogy to example 1 from
6-cyclopropyl-pyridin-2-ylamine  (0.1 g) and naphthaline-1-sulfonylchloride
(0.169 g) as a light yellow amorphous gum.  (0.03 g). MS (ESI'): 325.3
([M+H]'). WO 2006/037501 PCT/EP2005/010372  76 



Example 125: 4-Chloro-N-(6-cyclopropyl-pyridin-2-yl)-2,5-dimethyl-
benzenesulfonamide This material was obtained in analogy to example 1
from 6-cyclopropyl-pyridin-2-ylamine  (0.1 g) and
4-chloro-2,5-dimethylbenzenesulfonylchloride (0.180 g) as an off-white 5
amorphous solid (0.023 g). MS (BSI'): 337.1 ([M+H]'). Example 126:
4-Chloro-N-(6-cyclopropyl-pyridin-2-y1)-3-methyl- benzenesulfonamide
This material was obtained in analogy to example 1 from
6-cyclopropyl-pyridin-2-ylamine  10 (0.1 g) and
3-chloro-4-methylbenzenesulfonylchloride (0.168 g) as waxy yellow solid
(0.039 g). MS (EST'): 323.3 ([M+H]'). Example 127:
N-(6-Cyclopropyl-pyridin-2-yl)-3-trifluoromethyl-benzenesulfonamide.  This
material was obtained in analogy to example I from
6-cyclopropyl-pyridin-2-ylamine  15 (0.1 g) and
3-(trifluoromethyl)benzenesulfonylchloride (0.182 g) as a light yellow gum
(0.060 g). MS (EST'): 343.1 ([M+H]'). Example 128:
2,4-Dichloro-N-(6-cyclopropyl-pyridin-2-yl)-5-methyl- benzenesulfonamide
20 This material was obtained in analogy to example 1 from
6-cyclopropyl-pyridin-2-ylamine  (0.1 g) and
2,4-dichloro-5-methylbenzenesulfonylchloride (0.193 g) as a light yellow
gum(0.047 g). MS (EST'): 357.1 ((M+Hj'). Example 129:
Naphthalene-2-sulfonic acid (6-cyclopropyl-pyridin-2-yi)-amide 25 This
material was obtained in analogy to example 1 from
6-cyclopropyl-pyridin-2-ylanvne  (0.1 g) and naphthaline-2-sulfonylchloride
(0.169 g) as a light yellow gum (0.150 g). MS  (EST'): 325.3 ([M+H]'). WO
2006/037501 PCTIEP2005/010372  77 Example 130:
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide This material was prepared in analogy to example I
from 5-cyclopropylmethoxymethyl- 



pyridin-2-ylamine (0.051 g) and 3-(trifluormethyl)-benzenesulfonyl chloride
(0.077 g) as  5 a crystalline white solid (0.062 g). MS (ESI'): 385.0 ([M-H]')
Example 131:
N-(5-Ethoxymethyl-6-methyl-pyridirn-2-yl)-3,5-bis-trifluoromethyl-
benzenesulfonamide This material was prepared in analogy to example I
from 5-ethoxymethyl-6-methyl 10 pyridin-2-ylamine (0.07 g) and
3,5-di(trifluoromethyl)-benzenesulfonyl chloride (0.145 g)  as an off-white
solid (0.032 g). MS (ESI'): 441.1 ([M-H)-) Example 132:
4-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide 15 This material was prepared in analogy to
example 1 from 5-ethoxymethyl-6-methyl- pyridin-2-ylamine (0.07 g) and
4-chloro-3-(trifluoromethyl)- benzenesulfonyl chloride  (0.129 g) as a
yellow gum (0.068 g). MS (ESI'): 407.2 ([M-H]') Example 133:
4-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl)-3- 20
trifluoromethyl-benzenesulfonamide This material was prepared in
analogy to example I from 6-(4-fluoro-benzylox)rmethyl)- pyridin-2-ylamine
(0.058 g) and 4-chloro-3-(trifluoromethyl)-benzenesulfonyl chloride  (0.077
g) as a light yellow gum (0.084 g). MS (ESI'): 472.8 ([M-H]-) 25 Example
134: 4-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl)-2,5-dimethyl-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(4-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.058 g) and
4-chloro-2,5-dimethyl-benzenesulfonyl chloride (0.066 g)  as a light yellow
gum (0.089 g). MS (ESI-): 433.2. ([M-H]') WO 2006/037501
PCT/EP2005/01.0372  78 Example 135:
3-Trifluoromethyl-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2- yl ]
-ben ze nes ulfo namide This material was prepared in analogy to
example I from 6-(4-trifluoromethyi 5 phenoxymethyI)-pyridin-2-ylamine
(0.08 g) and 3-(trifluoromethyl)-benzenes ulfonyl  



chloride (0.081 g) as a light yellow gum (0.114 g). MS (ESI'): 475.0
([M-H]').  Example 136:
N-[5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-yll-3-
trifluoromethyl-benzenes ulfo namide 10 Step A]:
N-[5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-yl]-2,2-dimethyl-
propionamide This material was prepared in analogy to example 86 step
A] from N-(5-hydroxymethyl-
6-methyl-pyridin-2-yl)-2,2-dimethyl-propionamide (0.556 g, product of
example 112 step  B]) and 1-bromo-2-fluoro-ethane (0.475 g) as a light
yellow gum (0.115 g). MS (ESI): 15 269.3 (MH'). Step B]:
5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from N-[5-(2-Fluoro- ethoxym
ethyl) -6-methyl-pyridin-2-yl]-2,2-dimethyl-propionamide (0.165 g) and 3M
20 aqueous NaOH (1.23 mL) as an gum (0.174 g) that was used directly
in the next step. Step C]:
N-[5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide This material was prepared in analogy to example I
from 5-(2-fluoro-ethoxymethyl)-6- 25 methyl-pyridin-2-ylamine (0.05 g) and
3-(trifluoromethyl)-benzenesulfonyl chloride  (0.073 g) as a light yellow
gum (39 mg g). MS (ESI-): 391.2 ([M-H]-) WO 2006/037501
PCT/EP2005/010372  79 Example 137:
3-Chloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-
benzenesulfonamide This material was prepared in analogy to example I
from 5-cyclopropylmethoxymethvl- pyridin-2-ylamine (0.06 g) and
3-chloro-benzenesulfonyl chloride (0.078 g) as an 5 amorphous off-white
solid (0.059 g). MS (ESI'): 351.1 ([M-Hi') Example 138:
2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-6-methyl-
benzenesulfonamide This material was prepared in analogy to example 1
from 5-cyclopropylmethoxymethyl- 



10 pyridin-2-ylamine (0.06 g) and 2,4-dichloro-6-methyl-benzenesulfonyl
chloride (0.096 g)  as an off-white solid (0.069 g). MS (ESI'): 399.1 ([M-H]')
Example 139:
2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-6-methyl-
benzenesulfonamide 15 This material was prepared in analogy to
example 1 from 5-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.06 g)
and 4-fluoro-3-(trifluoromethyl)-benzenesulfonyl chloride  (0.097 g) as a
crystalline white solid (0.066 g). MS (ESI'): 403.2 ([M-H1') Example 140:
3-Chloro-N-(5-cyclopropyhnethoxymethyl-6-methyl-pyridin-2-yl)- 20
benzenesulfonamide This material was prepared in analogy to example 1
from 5-cyclopropylmethoxymethyl-6- methyl-pyridin-2-ylamine (0.06 g)
and 3-chloro-6-methyl-benzenesulfonyl chloride (0.072  g) as a light
yellow solid (0.07 g). MS (ESI'): 364.9 ([M-H1-) 25 Example 141:
2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-
6-methyl-b enzenes ulfo namide This material was prepared in analogy to
example 1 from 5-cyclopropylmethoxymethyl-6- methyl-pyridin-2-ylamine
(0.06 g) and 2,4-dichloro-6-methyl-benzenesulfonyl chloride  (0.089 g) as
an amorphous light yellow solid (0.058 g), MS (EST-): 413.1 ([M-H 1') WO
2006/037501 PCT/EP2005/010372  80 Example 142:
2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-
6-methyl-benzen es ulfon a mide This material was prepared in analogy to
example I from 5-cyclopropylmethoxymethyl-6- 5 methyl-pyridin-2-ylamine
(0.06 g) and 3-(trifluoromethyl)-benzenesulfonyl chloride  (0.084 g) as a
light yellow solid. MS (ESE): 401.4 ([MH]') Example 143:
2,4-Difluoro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl]-
benzenesulfonamide io Step Aj:
N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-ylj-2,2-dimethyl-propionamide
This material was prepared in analogy to example 86 step A] from
N-(6-hydroxymethyl- 



pyridin-2-yl)-2,2-dimethyl-propionamide (0.73 g) and 3-fluorobenzyl
bromide as a yellow  solid(0.66 g). MS (ES[): 317.1 (MH'). 15 Step B):
6-(3-Fluoro-benzyloxymethyl)-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from N-[6-(3-fluoro-
benzyloxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide (0.663 g) and
3M aqueous  NaOH (4.19 mL) as a brown liquid (0.596 g). MS (ESI):
233.2 (MH'). 20 Step C]:
2,4-Difluoro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yll-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(3-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.06 g) and
2,4-difluoro-benzenesulfonyl chloride (0.06 g) as a yellow  solid(0.07 g).
MS (EST'): 407.2 ([M-H]'). 25 Example 144:
3-Chloro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl)-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  81 This
material was prepared in analogy to example 1 from
6-(3-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.06 g) and
3-chloro-benzenesulfonyl chloride (0.06 g) as a yellow  gum (0.07 g). MS
(ESI'): 405.1 QM-HI'). 5 Example 145:
2,4-Dichloro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl]-6-methyl-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(3-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.06 g) and
2,4-dichloro-6methyl-benzenesulfonyl chloride (0.074 g)  as a yellow solid
(0.12 g). MS (ESI-): 453.1 ([M-H]-). 10 Example 146:
2,4-Difluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(4-fluoro-benzyloxymethyl)- 



pyridin-2-ylamine (0.07 g) and 2,4-dichloro-6-methyl-benzenesulfonyl
chloride (0.07 g)  15 as a light yellow solid (0.104 g). MS (ESI'): 407.2
([M-H]'). Example 147:
3-Chioro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-
benzenesulfonamide This material was prepared in analogy to example I
from 6-(4-fluoro-benzyloxymethyl)- 20 pyridin-2-ylamine (0.07 g) and
3-chloro-benzenesulfonyl chloride (0,07 g) as a light yellow  gum (0.059
g). MS (ESI'): 405.2 ([M-H]'). Example 148:
2,4-Dichloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-6-
methyl-benzenesulfonamide 25 This material was prepared in analogy to
example I from 6-(4-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.07 g)
and 2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.086 g)  as a light
yellow solid (0.11 g). MS (ESI'): 453.1 ([M-H]-). WO 2006/037501
PCT/EP2005/010372  82 Example 149:
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-5-fluoro-2-
methyl-benze nes ulfonamide This material was prepared in analogy to
example 1 from 5-cyclopropylmethoxymethyI-6- methyl-pyridin-2-ylamine
(0.06 g) and 4-fluoro-3-(trifluoromethyl)-benzenesulfonyl 5 chloride (0.12
g) as a light yellow solid (0.12g). MS (ESI'): 417.0 ([M-H]')  Example 150:
4-Fluoro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yll-3-
trifluoromethyl-ben zenesulfonamide This material was prepared in
analogy to example I from 6-(3-fluoro-benzyloxymethyl)- 10
pyridin-2-ylamine (0.06 g) and 4-fluoro-3-(trifluoromethyl)-benzenesulfonyl
chloride  (0.075 g) as a light yellow solid (0.1 g). MS (ESI-): 457.2 ([M-H]-).
Example 151: 4-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-3
trifluoromethyl-benzenesulfonamide 15 This material was prepared in
analogy to example 1 from 6-(4-fluoro-benzylorymethyl)- pyridin-2-ylamine
(0.07 g) and 4-fluoro-3-(trifluoromethyl)-benzenesulfonyl chloride  



(0.087 g) as a light yellow gum (0.11 g). MS (ESI'): 457.2 ([M-H]').
Example 152:
N-[6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yl]-3-trifluoromethoxy- 20
benzenesulfonamide This material was prepared in analogy to example I
from 6-(4-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.07 g) and
3-(trifluoromethoxy)-benzenesulfonyl chloride (0.086 g)  as a light yellow
gum (0.097 g). MS (ESI'): 455.2 ([M-H]-). 25 Example 153:
N-(6-Methoxymethyl-pyridin-2-yl)-3-trifluoromethyl- benzenesulfonamide
This material was obtained in analogy to example I from
6-methoxymethyl-pyridin-2- ylamine (0.076 g) and
3-(trifluormethyl)-benzenesulfonyl chloride (0.148 g) as a light  yellow gum
(0.13 g). MS (ESI'): 345.1. ([M-H]') WO 2006/037501
PCT/EP2005/010372  83 Example 154:
2,4-Dichloro-N-(6-methoxymethyl-pyridin-2-yl)-6-methyl-
benzenesulfonamide This material was obtained in analogy to example I
from 6-methoxymethyl-pyridin-2 5 ylamine (0.076 g) and
2,4-dichloro-6-mehyl-berzenesulfonyl chloride (0,157 g) as an off- white
solid (0.138 g). MS (ESI'): 358.9. ([M-H]-) Example 155:
3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-benzenesulfonamide  This
material was obtained in analogy to example I from
6-methoxymethyl-pyridin-2 10 ylamine (0.076 g) and
3-chloro-benzenesulfonyl chloride (0.128 g) as an light yellow gum  (0.147
g). MS (ESI'): 311.0 ([M-H]') Example 156:
3-Trifluoromethyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yll-
benzenesulfonamide 15 Step A]:
2,2-Dimethyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-
propionamide 3,3,3-Trifluoro-propan-l-ol (0.214 g) in THE (8 mL) was
treated under an argon  atmosphere with sodium hydride (0.1 g, 60%
suspension in oil) and stirred for 1 hat RT.  



N-(6-chloromethyl-pyridin-2-yl)-2,2-dimethyl-propionamide, 0.142 g,
product of 20 example 120 step A ], was added and the mixture was
heated at 85C for 2.5 h. The  reaction mixture was cooled, partitioned
between ice water and AcOEt, the layers were  separated, the organic
layer dried over Na2SO4, filtered and evaporated to give 2,2-
dimethyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-propionamide
(0.21 g) as a  light brown oil. MS (ESI): 305.3 (MH). 25 Step B]:
6-(3,3,3-Trifluoro-propoxymethyl)-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from 2,2-dimethyl-N-[6-
(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-propionamide (0.2 g) and 3M
aqueous  NaOH (1.31 mL) as a brown oil (0.159 g). MS (ESI): 221.2
(MH'). WO 2006/037501 PCTIEP2005/010372  84 Step C]:
3-Trifluoromethyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(3,3,3-Trifluoro 5 propoxymethyl)-pyridin-2-ylamine (0.075 g) and
3-(trifluoromethyl)-benzenesulfonvl  chloride (0,092 g) as a light yellow
gum (0.048 g). MS (ESI'): 427.1 ([M-H]'). Example 157:
2,4-Dichloro-6-methyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin- 2-yl ]
-benzenesulfonamide 10 This material was prepared in analogy to
example I from 6-(3,3,3-Trifluoro- propoxymethyl)-pyridin-2-ylamine (0.075
g) and 2,4-dichloro-6-methyl-benzenesulfonyl  chloride (0.097 g) as a light
yellow gum (0.08 g). MS (ESI'): 441.1 ([M-H]-). Example 158:
N-[6-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-yl]-3-trifluoromethyl- 15
benzenesulfonamide Step A]:
2,2-Dimethyl-N-[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-propionamide
This material was obtained in analogy to example 156 step A from
N-(6-chloromethyl- pyridin-2-yI)-2,2-dmethyl-propionamide, 0.567 g,
product of example 120 step A ], and  



2,2,2-trifluoro-ethanol as a brown liquid (0.726 g) that was used directly in
the next step.  20 Step B]:
6-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from 2,2-Dimethyl-N-[6-
(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-propionamide (0.726 g) and 3M
aqueous  NaOH (5 mL) as a brown liquid (0.4 g). MS (EI): 206.1 (M'). 25
Step Cl: N-[6-(2,2,2-Trifluoro-ethoxymethyI)-pyridin-2-yl]-3-trifiuoromethyl-
benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  85 This
material was prepared in analogy to example 1 from 6-(2,2,2-Trifluoro-
ethoxymethyl)-pyridin-2-ylamine (0.08 g) and
3-(trifluoromethyl)-benzenesulfonyl  chloride (0.104 g) as a light yellow
gum (0.066 g). MS (ES!'): 413,1 ([M-H]-). 5 Example 159:
2,4-Dichloro-6-methyl-N-[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2- yi]
-benzenesulfonamide This material was prepared in analogy to example I
from 6-(2,2,2-Trifluoro- ethoxymethyl)-pyridin-2-ylamine (0.08 g) and
2,4-dichloro-6-methyl-benzenesulfonyl  chloride (0.11 g) as a light yellow
solid (0.1 g). MS (ESI'): 427.1 ([M-H]'). 10 Example 160:
3-Chl(r)ro-N-[6-(2-cydopropyl-ethoxymethyl)-pyridin-2-yi]-
benzenesulfonamide Step A]:
N-[6-(2-Cyclopropyl-ethoxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide
This material was obtained in analogy to example 156 step A from
N-(6-chloromethyl- 15 pyridin-2-yl)-2,2-dimethyl-propionamide, 0.567 g,
product of example 120 step A ], and 2-cyclopropyl-ethanol (0.51 g) as a
light yellow oil (0.51 g). MS (ESI): 277.2 ([MH]').  Step B]:
6-(2-Cyclopropyl-ethoxymethyl)-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from N-[6-(2-cyclopropyl- 



20 ethoxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide (0.51 g) and 3M
aqueous NaOH  (3.7 mL) as a light yellow oil (0.39 g) that was used
directly in the next step. Step C]:
3-Chloro-N-[6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-yl]-
benzenesulfonamide 25 This material was prepared in analogy to
example 1 from 6-(2-cyclopropyl-ethoxymethyl)- pyridin-2-ylamine (0.08 g)
and 3-chloro-benzenesulfonyl chloride (0.095 g) as a light  yellow gum
(0.096 g). MS (ESI-): 365.0 ([M-H]-). WO 2006/037501
PCT/EP2005/010372  86 Example 161:
N-[6-(2-Cyclopropyl-ethoxymethyl)-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(2-cyclopropyl-ethoxymethyl)- pyridin-2-ylamine (0.08 g) and
3-(trifluormethyl)-benzenesulfonyl chloride (0.11 g) as a  5 light yellow
gum (0.106 g). MS (ESI'): 399.2 ([M-H]'). Example 162:
N-[6-(2-Cyclopropyl-ethoxymethyl)-pyridin-2-yl]-4-fluoro-3-
trifluoromethyl-ben zenesulfonamide This material was prepared in
analogy to example 1 from 6-(2-cyclopropyl-ethoxymethyl)- 10
pyridin-2-ylamine (0.08 g) and 4-fluoro-3-(trifluormethyl)-benzenesulfonyl
chloride (0.12  g) as a light yellow gum (0.08 g). MS (ESI'): 417.0 ([M-H]').
Example 163:
2,4-Dichloro-N-[6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-yl]-6-
methyl-benzenesulfonamide 15 This material was prepared in analogy to
example I from 6-(2-cyclopropyl-ethoxymethyl)- pyridin-2-ylamine (0.08 g)
and 2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.117 g)  as a light
yellow gum (0.088 g). MS (ESI-): 413.1 ([M-HI-). Example 164:
2,4-Dichloro-5-methyl-N-[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2- 20
yl]-benzenesulfonamide This material was prepared in analogy to example
1 from 6-(2,2,2-Trifluoro- ethoxymethyl)-pyridin-2-ylamine (0.08 g) and
2,4-dichloro-5-methyl-benzenesulfonyl  



chloride (0.11 g) as a light yellow gum (0.095 g). MS (ESI'): 427.1
([M-HJ'). 25 Example 165: 2-Chloro-N-[
6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-5- trifluoromethyl-benzen
esulfo namide This material was prepared in analogy to example 1 from
6-(2,2,2-Trifluoro- ethoxymethyl)-pyridin-2-ylamine (0.08 g) and
2-chloro-5-(trifluoromethyl) WO 2006/037501 PCT/EP2005/010372  87
benzenesulfonyl chloride (0.119 g) as a light yellow solid (0.123 g). MS
(ESI'): 447.0 ([M- H]'). Example 166:
2,4-Dichloro-N-(6-(3-chloro-benzyloxymethyl)-pyridin-2-yl]-6-methyl- 5
benzenesulfonanride Step A]:
N-[6-(3-Chloro-benzyloxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide
This material was prepared in analogy to example 86 step A] from
N-(6-hydroxymethyl- pyridin-2-yl)-2,2-dimethyl- propionamide (0.73 g) and
3-chlorobenzyl bromide as a  yellow oil (0.75 g). MS (ESI): 332.2 (MH" ).
10 Step B]: 6-(3-Chloro-benzyloxymethyl)-pyridin-2-ylamine This material
was prepared in analogy to example 86 step B] from N-[6-(3-chloro-
benzyloxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide (0.75 g) and 3M
aqueous  NaOH (4.51 mL) as a brown liquid (0.56 g). MS (ESI): 249.1
(MH'). 15 Step C]:
2,4-Dichloro-N-[6-(3-chloro-benzyloxymethyl)-pyridin-2-yi]-6-methyl-
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(3-chloro-benzyloxymethyl)- pyridin-2-ylamine (0.08 g) and
2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.092g)  20 as a light
yellow gum (0.039 g). MS (ESI'): 469.0 ([M-H]'). Example 167:
N-[6-(3-Chloro-benzyloxymethyl)-pyridin-2-yl]-4-fluoro-3- trifl uo
romethyl-benzenesulfonamide 



This material was prepared in analogy to example I from
6-(3-chloro-benzyloxymethyl)- 25 pyridin-2-ylamine (0.08 g) and
4-fluoro-3-(trifluoromethyl)-benzenesulfonyl chloride  (0.092g) as a light
yellow gum (0.088 g). MS (ESI'): 472.8 ([M-H]"). WO 2006/037501
PCT/EP2005/010372  88 Example 168:
N-[6-(4-Chloro-benzyloxymethyl)-pyridin-2-yl]-4-fluoro-3-
trifluoromethyl-benzenesulfonamide Step A):
N-[6-(4-Chloro-benzyloxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide
This material was prepared in analogy to example 86 step A] from
N-(6-hydroxymethyl 5 pyridin-2-yl)-2,2-dimethyl-propionamide (0.73 g) and
4-chlorobenzyl bromide as a yellow  oil (0.868 g). MS (ESI): 332.2 (MH').
Step BI: 6-(4-Chloro-benzyloxymethyl)-pyridin-2-ylamine This material
was prepared in analogy to example 86 step B] from N-[6-(4-chloro 10
benzyloxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide (0.868 g) and
3M aqueous  NaOH (5.22 mL) as a light yellow liquid (0.63 g). MS (ESI):
249.1 (MH'). Step C):
N-[6-(4-Chloro-benzyloxymethyl)-pyridin-2-yl]-4-fluoro-3-trifluoromethyl-
benzenesulfonamide 15 This material was prepared in analogy to
example I from 6-(4-chloro-benzyloxymethyl)- pyridin-2-ylamine (0.08 g)
and 4-fluoro-3-(trifluoromethyl)-benzenesulfonyl chloride  (0.092g) as a
light yellow gum (0.039 g). MS (ESI-): 472.8 ([M-H]-). Example 169:
2,4-Dichloro-N-[6-(4-chloro-benzyloxymethyl)-pyridin-2-yl]-6-methyl- 20
benzenesulfonamide This material was prepared in analogy to example 1
from 6-(4-chloro-benzyloxymethyl)- pyridin-2-ylamine (0.08 g) and
2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.092 g)  as an off-white
solid (0.082 g). MS (ESI'): 469.0 ([M-H]"). 25 Example 170:
N-[5-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide Step A]:
N-(5-Chloromethyl-pyridin-2-yl)-2,2-dimethyl-propionamide 



WO 2006/037501 PCT/EP2005/010372  89 This material was obtained in
analogy to example 120 step A ], from N-(5-
hydroxymethyl-pyridin-2-y1)-2,2-dimethyl-propionamide, 1.25 g, product of
example 107  step B ], and thionyl chloride (0.65 mL) as a brown solid
(0.87 g). MS (ESI): 227.2 (MW). 5 Step B]: 2,2-Dimethyl-N-[5-(2,2,2-trifl
uoro-ethoxymethyl) -pyridi.n-2-yl]-propionamide  This material was
obtained in analogy to example 156 step A ] from N-(5-chloromethyl-
p),ridin-2-yl)-2,2-dimethyl-propionamide ( 0.43 g) and
2,2,2-trifluoro-ethanol (0.41 mL)  as a brown liquid (0.56 g) that was used
directly in the next step. 10 Step C]:
5-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-ylamine This material was
prepared in analogy to example 86 step B] from 2,2-dimethyl-N-[5-
(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-propionamide (0.56 g) and 3M
aqueous  NaOH (3.87 mL) as a crystalline white solid (0.123 g). MS (ESI):
207.1 (MH'). 15 Step D]:
N-[5-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide This material was prepared in analogy to example 1
from 5-(2,2,2-Trifluoro- ethoxymethyl)-pyridin-2-ylamine (0.06 g) and
3-(trifluoromethyl)-benzenesulfonyl  chloride (0.078 g) as an off-white solid
(0.056 g). MS (ESI'): 413.1 ([M-H]"). 20 Example 171:
2,4-Dichloro-5-methyl-N-[5-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2- yl ]
-benzenesulfonamide This material was prepared in analogy to example 1
from 5-(2,2,2-Trifluoro- ethoxymethyl)-pyridin-2-ylamine (0.06 g) and
2,4-dichloro-6-methyl-benzenesulfonyl  25 chloride (0.083 g) as an
off-white solid (0.072 g). MS (ESI'): 427.1 ([M-H)"). Example 172:
3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-[1,3']bipyridinyl-6'- yl)
-benzenesulfonamide WO 2006/037501 PCT/EP2005/010372  90 



Step Al: 6'-Nitro-3,4,5,6-tetrahydro-2H- [ 1,3'] bipyridinyl
5-Bromo-2-nitropyridine (3.0 g), tetrabutylammonium iodide (0.273 g),
potassium  carbonate (2.24 g) and piperidine (1.6 mL) were dissolved in
DMSO (25 mL) and heated  at 80 C for 12 hours. The mixture was diluted
with ethyl acetate, filtered and the filtrate 5 was concentrated in vacuo. To
the residue was added water (75 mL) and the precipitate  was isolated by
filtration. The solid was evaporated three times from toluene to remove
residual water and the product was further dried in vacuo to give 6'-nitro-
3,4,5,6- tetrahydro-2H-[1,3']bipyridinyl (2.87 g) as a yellow powder. MS
(El): 207.2 (M'). Step B]: 3,4,5,6-Tetrahydro-2H-[ 1,3']bipyridinyl-6'-ylamine
10 To 6'-Nitro-3,4,5,6-tetrahydro-2H-[ 1,3'Jbipyridinyl (0.25 g) in THE (8
mL) was added  iron (0.539 mg) and water (2.5 mL). Then acetic acid
(0.35 mL) was added dropwise and  the mixture was allowed to stir at 45
C for 12 hours. TLC analysis confirmed complete  consumption of the
starting material. The suspension was filtered through celite and the  filter
cake was washed well with ethyl acetate. The filtrate was concentrated in
vacuo prior 15 to addition of 2N NaOH. The aqueous layer was saturated
with NaCl and extracted with  ethyl acetate, The organic phase was
washed with brine, dried over NTa2SO4 and evaporated  to give a residue
that was purified by flash chromatography on silica gel (gradient of  MeOH
in DCM containing 0.5% NH4OH). 3,4,5,6-tetrahydro-2H- [
1,3']bipyridinyl-6'- ylamine was obtained as a black oil (0.196 g). MS (ESI):
178.1 (MH'). 20 Step CJ: 3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-f
I,3']bipyridinyl-6'-yl)- benzenesulfonamide 3,4,5,6-Tetrahydro-2H-[
1,3']bipyridinyl-6'-ylamine (0.19 g) and 3-chloro-2- methylbenzenesulfonyl
chloride (0.24 g) were dissolved in pyridine (4 mL) and heated at  50 C
over night. The mixture was concentrated in vacuo, taken up in ethyl
acetate and 25 extracted with lM Cu(II)SO4 solution. The organic layer
was washed once again with  Cu(II)SO4 solution, dried over Na2SO4 and
evaporated in vacuo. The product was purified  by flash chromatography
on silica gel (gradient of ethyl acetate in heptane) to give 3-
chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-[
1,3'Jbipyridinyl-6'-yl)-benzenesulfonamide  



(0.1 g) as a light brown foam. MS (ESI-): 364.0 ((M-H]-). 30 Example 173:
3-Chloro-2-methyl-N-(5-pyrrolidin-1-yl-pyridin-2-yl)- benzenesulfonamide
WO 2006/037501 PCT/EP2005/010372  91
3-Chloro-2-methyl-N-(5-p)rrrolidin-l-yl-pyridin-2-yl)-benzenesulfonamide
was obtained  in analogy to example 172, steps A] to Cl from
5-bromo-2-nitropyridine, pyrrolidine and
3-chloro-2-methylbenzenesulfonyl chloride as a yellow foam. MS (ESI'):
350.2 ((M-H]").  5 Example 174:
3-Chloro-2-methyl-N-(5-morpholin-4-yl-pyridin-2-yl) benzenesulfonamide
3-Chloro-2-methyl-N-(5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide
was obtained  in analogy to example 172, steps Al to C] from
5-bromo-2-nitropyridine, morpholine  and
3-chloro-2-methylbenzenesulfonyl chloride as a light yellow powder. MS
(ESI-): 366.0  10 ((M-H)"). Example 175:
N-(5-Benzyl-pyridin-2-yl)-3-chloro-2-methyl- benzenesulfonamide
N-(5-Benzyl-pyridin-2-yl)-3-chloro-2-methyl-benzenesulfonamide was
made in analogy  15 to example 172, step Cl from known
5-benzyl-pyridin-2-ylamine (made according to Kelly  et al., J. Am. Chem.
Soc. 112 (22), 1990, 8024-8034) and 3-chloro-2 methylbenzenesulfonyl
chloride and was obtained as a white powder. MS (ESC): 371.1  ([M-H]').
20 Example 176: 3-Chloro-2-methyl-N-(5-phenethyl-pyridin-2-yl)-
benzenesulfonamide Step Al: 5-Phenethyl-pyridin-2-ylamine
5-Phenethyl-pyridin-2-ylamine which has been described in the literature
(Kaminski et al.,  J. Med. Chem. 28 (7), 1985, 876-892) was made from
known 5-styryl-pyridin-2-ylamine  25 (Bumagin et al., J. Organomet.
Chem. 486 (1-2), 1995, 259-262) by catalytic 



hydrogenation: 5-Styryl-pyridin-2-ylamine (0.3 g) was dissolved in ethanol
(6 mL) and 5%  Pd on charcoal (38 mg) was added. A hydrogen
atmosphere was introduced by repeated  evacuation / hydrogen
introduction and the suspension was allowed to stir at RT for 2  hours. The
mixture was filtered through celite and the filter cake was washed well with
30 ethanol. The filtrate was evaporated to give
5-phenethyl-pyridin-2-ylamine as a colorless  solid (100 mg) that was not
further purified. MS (ESI): 199.1 (MW). WO 2006/037501
PCT/EP2005/010372  92 Step B]:
3-Chloro-2-methyl-N-(5-phenethyl-pyridin-2-yl)-benzenesulfonamide
3-Chloro-2-methyl-N-(5-phenethyl-pyridin-2-yl)-benzenesulfonarnide was
made in  analogy to example 172, step C] from
5-phenethyl-pyridin-2-ylamine (117 mg) and 3-
chloro-2-methylbenzenesulfonyl chloride (133 mg) to give the desired
product as a white 5 powder (129 mg). MS (ESI"): 385,0 ([M-H]') Example
177: 3-Chloro-2-methyl Nd-(6-methyl-5-phenethyl-pyridin-2-yl)-
benzenesulfonamide Step Aj: 6-Methyl-5-styryl-pyridin-2-ylamine 10
5-Bromo-6-methyl-pyridin-2-ylamine (0.5 g), styrene (0.28 g) and
potassium formate  (0.68 g) were dissolved in DMF (5 mL).
Tetrabutylammonium chloride (0.74 g) and  palladium(II)acetate (30 mg)
were added and the mixture was stirred under argon at 60 C  for 18 hours;
a black suspension was obtained. The mixture was poured into saturated
NaHCO3 solution (75 mL) and extracted with ethyl acetate. The organic
layers were 15 washed with brine, dried over Na2SO4 and evaporated.
The residue was purified by flash  chromatography (silica gel, gradient of
ethyl acetate in heptane) to give 6-methyl-5-styryl- pyridin-2-ylamine (144
mg) as a 7:3 mixture of (E) and (Z) isomers as a white foam. MS  (ESI):
211.3 (MH"). This material was contaminated with trace amounts of
6-methyl-5- phenethyl-pyridin-2-ylamine according to MS analysis. 20
Step B] 6-Methyl-5-phenethyl-pyridin-2-ylamine
6-Methyl-5-styryl-pyridin-2-ylamine (141 mg) was hydrogenated in analogy
to example  



176, step A] to give 6-methyl-5-phenethyl-pyridin-2-ylamine (139 mg) as
light brown  foam. MS (ESI): 213.3 (MH"). Step C]
3-Chloro-2-methyl-N-(6-methyl-5-phenethyl-pyridin-2-yl)- 25
benzenesulfonamide This material was obtained from
6-methyl-5-phenethyl-pyridin-2-ylamine (134 mg) and
3-chloro-2-methylbenzenesulfonyl chloride (142 mg) in analogy to
example 172, step C]  as white foam (166 mg). MS (ESI'): 399.1 ([M-H]').
WO 2006/037501 PCT/EP2005/010372  93 Example 178:
3-Chloro-2-methyl-N-(5-thiomorpholin-4-yl-pyridin-2-yl)-
benzenesulfonamide
3-Chloro-2-methyl-N-(5-thiomorpholin-4-yl-pyridin-2-yl)-benzenesulfonami
de was  obtained in low yield in analogy to example 172, steps Al to Cj
from 5-bromo-2 5 nitropyridine, thiomorpholine and
3-chloro-2-methylbenzenesulfonyl chloride as a  reddish, viscous oil. MS
(ESI-): 382.1 ([M-H]'). Example 179:
2,4-Dichloro-N-[5-[2-(4-chloro-phenyl)-ethyl]-pyridin-2-yl}-6- methyl-ben ze
nesulfo namid e 10 This material was obtained in analogy to example 177,
steps Al to C) from 5-iodo-pyridin- 2-ylamine, l-chloro-4-vinyl-benzene and
2,4-dichloro-6-methylbenzenesulfonyl chloride  as a light yellow powder.
MS (ESI'): 353.1 ([M-H]'). Example 180:
3-Chloro-N-(5-[2-(4-methoxy-phenyl)-ethyl]-pyridin-2-yl}-2  15
methyl-benzenesulfonamide This material was obtained in analogy to
example 177, steps A) to C} from 5-iodo-pyridin- 2-ylamine,
1-methoxy-4-vinyl-benzene and 3-chloro-2-methylbenzenesulfonyl
chloride as  a light yellow foam. MS (ESI-): 415.3 ([M-H]'). 20 Example
181: 3-Chloro-N-[5-[2-(3-fluoro-phenyl)-ethyl]-pyridin-2-yl}-2-
methyl-benzenesulfonamide This material was obtained in analogy to
example 177, steps Al to C) from 5-iodo-pyridin- 



2-ylamine, I-fluoro-3-vinyl-benzene and 3-chloro-2-methylbenzenesulfonyl
chloride as a  light yellow foam. MS (ESI-): 403.4 ([M-H)'). 25 Example
182: 3-Chloro-2-methyl-N-[5-[2-(2-trifluoromethyl-phenyl)-ethyl]-
pyridin-2-yl] benzenesulfonamide WO 2006/037501 PCT/EP2005/010372
94 This material was obtained in analogy to example 177, steps A] to C]
from 5-iodo-pyridin- 2-ylamine, 1-trifluoromethyl-2-vinyl-benzene and
3-chloro-2-methylbenzenesulfonyl  chloride as a white foam. MS (ESI'):
453.3 ([M-H]-). 5 Example 183:
3-Chloro-N-(5-[2-(4-fluoro-phenyl)-ethyl]-pyridin-2-yl]-2- meth yl -ben zen
es ulfo n amide This material was obtained in analogy to example 177,
steps Al to C] from 5-iodo-pyridin- 2-ylamine, I -fluoro-4-vinyl-benzene and
3-chloro-2-methylbenzenesulfonyl chloride as a  light yellow foam. MS
(ESI'): 403.4 ([M-H]'). 10 Example 184:
3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl)- benzenesulfonamide Step
A] 2-Nitro-5-phenoxy-pyridine Phenol (306 mg) was dissolved in dry DMF
(5 mL) and subsequently, sodium hydride 15 (60% in mineral oil, 130 mg)
was added which resulted in strong hydrogen gas evolution.  The mixture
was then allowed to stir at RT for 30 minutes. Subsequently, 5-bromo-2-
nitro-pyridine (600 mg) was added and the resulting mixture was stirred at
60 C for 12  hours. The reaction mixture was poured into ice water and the
aqueous phase was  saturated with NaCl and extracted with ethyl acetate,
The organic layer was separated, 20 washed with brine, dried over
Na2SO4 and evaporated. The residue was purified by flash
chromatography (silica gel, gradient of ethyl acetate in heptane) to give
2-nitro-5- phenoxy-pyridine as a light yellow foam (267 mg). MS (El):
216.1 (Mt). 



Step B] 5-Phenoxy-pyridin-2-ylamine 2-Nitro-5-phenoxy-pyridine (262 mg)
was dissolved in dry ethanol (12 mL) and 10%  25 palladium on charcoal
(90 mg) was added. A hydrogen atmosphere was introduced by  repeated
evacuation / hydrogen introduction. The mixture was then allowed to stir
for 18  hours. The catalyst was removed by filtration through celite and the
filtrate was  concentrated in vacuo to give 5-phenoxy-pyridin-2-ylamine
(217 mg) as a yellow foam.  This material was used without further
purification. MS (El): 186.1 (M''). 30 Step C]
3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl)- benzenesulfonamide WO
2006/037501 PCT/EP2005/010372  95 5-Phenoxy-pyridin-2-ylamine (100
mg) was treated with 3-chloro-2- methylbenzenesulfonyl chloride (122 mg)
in the presence of pyridine (3 mL) as described  in example 172, step C]
to give 3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl)-
benzenesulfonamide (37 mg) as a white foam. MS (ESI): 375.1 (MW). 5
Example 185: 3-Chloro-N-[5-(2-chloro-phenoxy)-pyridin-2-yl]-2-metlayl-
benzenesulfonamide This material was obtained in analogy to example
184, steps A] to C] from 2-chloro- phenol, 5-bromo-2-nitro-pyridine and
3-chloro-2-methylbenzenesulfonyl chloride as a  10 white foam. MS
(ESI"): 407.1 ([M-HI-). Example 186:
3-Chloro-N-[5-(4-4uoro-phenoxy)-pyridin-2-yl]-2-methyl-
benzenesulfonamide benzenesulfonamide This material was obtained in
analogy to example 184, steps Al to C] from 4-fluoro 15 phenol,
5-bromo-2-nitro-pyridine and 3-chloro-2-methylbenzenesulfonyl chloride
as a  white solid, MS (ESI): 392.9 (.MH`). Example 187:
2,4-Dichloro-6-methyl-N-(5-phenoxy-pyridin-2-yl)- benzenesulfonamide 



20 This material was obtained in analogy to example 184, steps Al to C]
from phenol, 5- bromo-2-nitro-pyridine and
2,4-dichloro-6-methylbenzenesulfonyl chloride as a light  brown solid. MS
(ESI'): 407.1 ([M-Hj'). Example 188:
2,4-Dichloro-N-[5-(2-chloro-phenoxy)-pyridin-2-yil-6-methyl- 25
benzenesulfonamide This material was obtained in analogy to example
184, steps Al to C] from 2-chloro- phenol, 5-bromo-2-nitro-pyridine and
2,4-dichloro-6-methylbenzenesulfonyl chloride as  a light yellow foam. MS
(ESI'): 441.0 ([M-H]'). WO 2006/037501 PCT/EP2005/010372  96
Example 189: 2,4-Dichloro-N-[5-(4-fluoro-phenoxy)-pyridin-2-yl]-6-methyl-
benzenesulfonamide This material was obtained in analogy to example
184, steps A] to C] from 4-fluoro- phenol, 5-bromo-2-nitro-pyridine and
2,4-dichloro-6-methylbenzenesulfonyl chloride as  5 a light brown solid,
MS (ESI'): 425.0 ([M-H]-). Example 190:
3-Chloro-2-methyl-N-[5-(2-quinolin-2-yl-ethyl)-pyridin-2-yl]-
benzenesulfonamide This material was obtained in analogy to example
177, steps A] to C] from 5-iodo-pyridin- 10 2-ylamine, 2-vinyl-quinoline and
3-chloro-2-methylbenzenesulfonyl chloride as a light  yellow foam. MS
(ESI'): 436.2 ([M-H]'). Example 191:
2,4-Dichloro-6-methyl-N-(5-(2-quinolin-2-yl-ethyl)-pyridin-2- yl)
-benzenesulfonamide 15 This material was obtained in analogy to
example 177, steps A] to C] from 5-iodo-pyridin- 2-ylamine,
2-vinyl-quinoline and 2,4-dichloro -6-methylbenzenesulfonyl chloride as a
light yellow foam. MS (ESI-): 470.0 ([M-H]'). Example 192:
3-Chloro-2-methyl-N-[5-(2-pyridin-2-yl-ethyl)-pyridin-2-yl]- 20
benzenesulfonamide This material was obtained in analogy to example
177, steps Al to C] from 5-iodo-pyridin- 



2-ylamine, 2-vinyl-pyridine and 3-chloro-2-methylbenzenesulfonyl chloride
as a white  powder. MS (ESI-): 386.0 ([M-H]'). 25 Example A A compound
of formula I can be used in a manner known per se as the active
ingredient for the production of tablets of the following composition: Per
tablet WO 2006/037501 PCT/EP2005/010372  97 Active ingredient 200
mg  Microcrystalline cellulose 155 mg  Corn starch 25 mg  Talc 25 mg 5
Hydroxypropylmethylcellulose 2"m  425 mg  Example B A compound of
formula I can be used in a manner known per se as the active  10
ingredient for the production of capsules of the following composition.: Per
capsule  Active ingredient 100.0 mg  Corn starch 20.0 mg  Lactose 95.0
mg 15 Talc 4.5 mg  Magnesium stearate 0.5 me  220.0 mg WO
2006/037501 PCT/M005/010372  98 Compounds of formula C) C)  



R h! Nr6~ Ra  R6  fl~ 5 wherein R' is alkyl, cycloalkyl, hydroxalkyl,
alkoxyalkyl, aryl,  alkoxyalkylaminocarbonylalkyl, cycloalkylalkoxyalkyl,
arylalkyloxyalkyl or  trifluoroalkoxyalkyl; RZ is hydrogen, alkyl,
rydoatkylalkoxya]kyl, alkoxyaIIryl, aryheikoxyalkyl,  haloalkoxyalkyl,
piperidyl, pyrrolidyl, morpholinyl, thiomorpholinyl a*mlkyl,  arylalkoxy,
aryloxy, heterocyeiylalkoxy or heterocyclylalkyl; 15 Rs is hydrogen or
alkyl; R is hydrogen, alkyl or halogen; R5 is phenyl, naphtyl, thiophenyl,
pyridyl, quinolyl, piperidyl, morpholyl,  thiomorpholyl or
1,2,3,4-tetrahydro-isoquinolinyl optionally substituted with one  or more
substituents independently selected from alkyl, cycloalkyl, halogen, 20
hydroxy, hydroxyalkyl, alkoxy, alkoxyalkyl, hydroxyalkoxy, alkoxyalkoxy,
cyan,  nitro, trifluoromethyl, trifluoromethoxy, trifluoromethyicarbonyl, aryl,
arylalcyl,  aryloxy, aikoxycarbonylaikoxy and alkylsulfonyl; R6 is hydrogen
or alkyl; wherein aryl is phenyl or naphthyl optionally substituted with one
to three,  substituents independently selected from alkyl, halogen, alkoxy,
trifluoromethoxy, nitro and trifluoromethyl, wherein hydroxyalkyl is
hydroxymethyl: 99  and pharmaceutically acceptable salts and esters
thereof;  with the proviso that N-(6-(l , l-dimethyl ethyl)-2-pyri
dinyl)-4methyi-benzenesulfonami de,  3-Chlore-N-(6-ethyl
pyridin-2-yl}-2-methyl-benzenesulfonamide,  



N-(6-ethyl-pyridin-2-yl}-4-u ifiioromethyl-benzenesulfonami de,
N-(6-ethyl-pyridin-2-yl)-4isopropyl-benzenesulfonamide,
3-Chloro-N-(6-hydroxymethyl pyridin-2-yl)-2-methyl-benzenesuifonamide,
6-(4-Trifluoromethyl-phenyl)-pyridine-3-sulfonic acid
(6-cyclopropyl-pyridin-2- yl)-amide, and
2-[6-3-Chloro-2-methyl-benzenesulfonylamino)-pyrid in-2-y1)-1\TN-diethyl-
acetamide are excluded and in case R' is hydrogen or methyl then R1 is
not hydrogen or  methyl 2. Compounds according to claim 1, wherein Rs
is phenyl, naphtyl, piperidyl or 1,2,3,4- 5 tetrahydro-isoquinolinyl optionally
substituted with one to three substituents  independently selected from
alkyl, halogen, alkoxy, nitro, trifluoromethyl,  trifluoromethoxy,
trifluoromethylcarbonyl, aryl, arylory and alkylsulfonyl. 3. Compounds
according to claim 1 or 2, wherein RS is phenyl or naphtyl optionally
substituted with one to three substituents independently selected from
alkyl, 10 halogen, trifluoromethyl, trifluoromethoxy and aryl. 4. Compounds
according to any one of claims 1 to 3, wherein Rs is hydrogen.  15 5.
Compounds according to any one of claims I to 4, wherein R' is hydrogen.
6. Compounds according to any one of claims 1 to 5, wherein RZ is
hydrogen, cycloalkylalkoxyallyl, alkoxyalkyl, piperidyl, pyrrolidyl,
morpholinyl,  thiomorphoiinyl, arylatkyl or aryloxy. 7. Compounds
according to any one of claims l to 6, wherein R3 is hydrogen.  20 E.
Compounds according.to any one of claims 1 to 7, wherein R" it hydrogen
or  halogen. 99a  9. Compounds according to any one of claims I to 8,
wherein R is hydrogen.  10. Compounds according to any one of claims I
to 9, selected from the group consisting of 



Biphenyl-4-sulfonic acid (6-ethyl pyridim-2-yl)-amide;  Biphenyl-4-sulftinic
acid (6-propyl pyridin-2 yl)-amiae;  3-Chlorc.-2-mcthy{-N-(6-xnvnyl-pyridm
2 :ylj=ocsvlPoaamid._,  NsphS1ene-2-sul m: acid (6-props:
pwidin-?-vll-amide, 3 TJz^hloro-h-(6 props} 4vrid~ ? yl} bsnz-a-sul; m" ,
;de,  2 5-Uifluoro-T-(6-I O 34- naID 2 yl}- aceaesnlionamiee, 2? Dicivoro f
mfgy)44-(6- PYl-pyndm---y1)- neatenesuifaaamice.,
5-Cnlord:naphfkalene 2 auliome a.^id -(6 props Pyndm-? y1}-amide:
Dimefnoxs 1 -(6_rnopv pv'db 2 vl 3icnz nest fo a d , 4v,D=hlaro-?
fluoroN46-propyl-D r dm-2 yI} tzn nesu}ionamiae, 2 4 S3ienioro- met
ry:-N-(6 aropyt pyriam-? vl} bonesuifonnid_,  Fipend e-l-sni acid (6-propY,
=3.  ?_G'L1ac=l4-(6-ispPropyl-pyridm'2 1YI}-4,In.'fa V1-h~z~rnirnnamidm .
"? ~ T}If171ar0-I~-(Ei-3s0'prOp\'I-pVI1LilF?-~:V~-h9n.Z.~IIen,imnxrmid~.
N-(e-IsoprAp},}-pvriniz.?_v11-4-(s-r,rn,~mm~oYl-Ph~n~.yis.-n"..asulionam
id:;  2 a I79oniorc N-(6 isopropy}-pvri~ 2 yILS mefayi~tznosulfonamide,
N-(6-Isonrapyl pynor<,-2 yl}-~m.-fasnasuIfonyl;^-*~~-*~sauonamide,
N-(6-isopropyl-pyridm-2 yi --t fmorometaoay=asnz-nee ; i nT R* iae, 2-(2 Z
2=triftuoro-z ecyl} 12 4 to vdro isoquinolme-? sutionic acid (6-isopropyl
rvnom-2-yl}amid:, 1~-(6-Isopropyl pvridir 2-yI}<3-(?-nifiuorometayl
vB.-Waxy}-cent.-Host ' ~**+,;ce,  Naohfaaien 2-siilfam and (6
isopropyl-ovrtns- -yl) amide;  N-(6lsoprowi-vvndia-)yI}3-tifiuorom
tay:~-'cenzenesulfonamide, N-(6 (2-Chloro-phenyl m r d 2-yI}-5-fiuoro-2.
mefovl=o~z-nesulioaamid and  3-~nloro 74-I6 (2-chloro-pn-ny1} pv inin-3yI
-=-thy pent-uesia ^ ^;d_. WO 2006/037501 PCT/EP2005/010372  100
Biphenyl-4-sulfonic acid [6-(2-chloro-phenyl)-pyridin-2-yl]-amide; 



3-Chlo ro-N- [6-(2,4-difluoro-phenyl) -pyridin- 2-yl ] -2-methyl-benzenes
ulfonamide;  3-Chloro-N- [ 6-(3-fluo ro-phenyl) -pyridin-2-yl l -
2-methyl-benzenesulfon amide;  3-Chlo ro-N- [ 6-(2,3-difluoro-phenyl)
-pyridin- 2-yi ] -2-methyl-benzenesulfo namide; 5
3-Chloro-N-[6-(2,5-dichloro-phenyl)-pyridin-2-yll-2-methyl-benzenesulfona
mide;
N-[6-(2,5-Dichloro-phenyt)-pyridin-2-ylj-5-fluoro-2-methyl-benzenesulfona
mide;
3-Chloro-N-[6-(3-chloro-phenyl)-pyridin-2-yll-2-methyl-benzenesulfonamid
e;  N- [ 6-(3-Chloro-phenyl)-pyridin-2-yl j -5-fluoro-2-methyl-benzenesulfo
nam ide;  3-Chloro-N- [6-(2-flux ro-phenyl)-pyridin-2-yll
-2-methyl-benzenesulfonam ide; 10
5-Fluoro-N-[6-(2-fluoro-phenyl)-pyridin-2-ylj-2-methyl-benzenesulfonamide
;  3-Chlo ro-2-methyl-N- [ 6-(2-trifluoromethyl-phenyl)-pyridin-2-yl] -
benzenesulfonamide; 5-Fluoro-2-methyl-N- [
6-(2-trifluoromethyl-phenyl)-pyridin-2-yl l - benzenesulfonamide; 15
N-[6-(2-Chloro-phenyl)-pyridin-2-yl]-2,5-difluoro-benzenesulfonamide;
N-[6-(2-Chloro-phenyl)-pyridin-2-yll-2-trifluoromethyl-benzenesulfonamide;
3-Chloro-N- [6- (2-methoxy-phenyl)-pyridin-2-yl]
-2-methyl-benzenesulfonamide;  3-Chloro-N- [6-
(4-fluoro-2-methyl-phenyl)-pyridin-2-y1j -2-methyl- benzenesutfonamide;
20 5-Fluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-ylj-2-methyl-
benzenesulfonamide; N-[ 2,3' ]
Bipyridinyl-6-yl-3-chloro-2-methyl-benzenesulfonam ide; 2,5-Difluo ro-N-
[6-(4-fluoro-2-methyl-phenyl)-pyrid in-2-yl j -benzenesulfonamide;  2,4-D
ichloro-N-[ 6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl] -6-methyl 25
benzenesulfonamide; WO 2006/037501 PCT/EP20051010372  101
3,4-Dichloro-N-[ 6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl)
-benzenesulfonamide;  3-Chloro-N-(6-methoxy-pyridin-2-yl)
-2-methyl-benzenesulfonamide;  



Biphenyt-4-sulfonic acid (6-methoxy-pyridin-2-yi)-amide; 5 -Fl uoro- N- (6-
m eth oxy-pyri din -2 -yl) -2 -methyl- benzenes ulfon am ide;  5
Naphthalene-2-sulfonic acid (6-methoxy-pyridin-2-yl)-amide;  3-Chlo ro-N-
(6-ethoxy-pyridin-2-yl)-2-methyl-benzenes ulfonamide;
Biphenyl-4-sulfonic acid (6-ethoxy-pyridin-2-yl)-amide;
Naphthalene-2-sulfonic acid (6-ethoxy-pyridin-2-yl)-amide; 3
-Chloro-N-(6-ethylsulfanyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;  10
Biphenyl-4-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide;
Naphthalene- 2-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide;
Naphthalene-2-sulfonic acid (6-ethanesulfonyl-pyridin-2-yl)-amide;
3-Chloro-2-methyl-N- [6-(2-oxo-pentyl)-pyridin-2-yl)-benzenesulfonamide;
2-(6-(Biphenyl-4-sulfonylamino)-pyridin-2-yl)-N,N-diethyl-acetamide; 15
Biphenyl-4-sulfonic acid
[6-(2-morpholin-4-yl-2-oxo-ethyl)-pyridin-2-yl]-amide;
[6-(3-Chloro-2-methyl-benzenesulfonylamino)-pyridin-2-yt]-acetic acid
methyl  ester;
(6-(5-Fluoro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]-acetic acid
methyl  ester; 20
N,N-Diethyl-2-[6-(4'-fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-acetami
de;  4-Fluoro-biphenyl-4-sulfonic acid
[6-(2-morpholin-4-yl-2-oxo-ethyl)-pyridin-2- yl ] -amide;
2-[6-(4-Fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-N-(2-methoxy-ethyl)-
acetamide; WO 2006/037501 PCT/EP2005/010372  102
2-[6-(3,4-Dichloro-benzenesulfonylamino)-pyridin-2-yl]
-N,N-diethyl-acetamide  2- [
6-(3-Chloro-2-methyl-benzenesulfony!amino)-3-methyl-pyridin-2-y1) -N,N
5 diethyl-acetamide; 2-
[6-(3,4-Dichloro-benzenesuIfonyiamino)-3-methyl-pyidin-2-yll-N,N-diethyl- 



acetamide;
3-Chloro-N-(6-mehoxymethyi-pyridin-2-yl)-2-methyl-benzenesulfonamide;
10 2,5-Difluoro-N-(6-methoxymethyl-pyridin-2-yl)-benzenesulfonamide;
3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-4-methyl-benzen es ulfonam
ide;  N-(6-Cyclopropylmethoxymethyl-pyridin-2
-yl)-2,5-dfluoro-benzenesulfonamide;  5-Fluo
ro-N-(6-methoxymethyl-pyridin-2-yl) -2-methyl-benzenesulfonamide;
2,5-Difluoro-N-(6-hydroxymethyl-pyridin-2-yl)-benzenesulfonamide; 15
Acetic acid 6-(2,5-difluoro-benzenesulfonylamino)-pyridin-2-ylmethyl ester;
Naphthalene-2-sulfonic acid (6-hydroxymethyl-pyridin-2-yl)-amide;
3-Chloro-N-(6-cyclopropylmethoxymethyl-pyrid n-2-yl)-4-methyl-
benzenesulfonamide;
N-(6-Cyclopropylmethoxymethyl-pyridin-2-yl)-5-fluoro-2 -methyl- 20
benzenesulfonamide; 3-Chloro-N-[ 6-
(4-fluoro-benzyloxymethyl)-pyridin-2-yl ]-4-methyl- benzenesulfonamide;
3-Chloro-N- [ 6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl ]-2-methyl-
benzenesuifonamide; 25
2,5-Difluoro-N-[6-(4-fluoro-benzvioxymethyl)-pyridin-2-yl]-benzenesulfona
mide; WO 2006/037501 PCT/EP2005/010372  103 5-Fluoro-N-
[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-2-methyl- benzenes ulfo nam
ide; Piperidine-l-sulfonic acid (6-methoxymethyl-p)rridin-2-yl)-amide;
Piperidine-l-sulfonic acid (6-cyclopropylmethoxymethyl-pyridin-2-yl)-amide
5 3-Chloro-4-methyl-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl]-
benzenesulfonamide; 3-Chloro-2-methyl-N- [ 6-
(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl] - benzenesulfonamide; 



2,5-Difluoro-N- [ 6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl] - 10
benzenesulfonamide; 5-Fluoro-2-methyl-N- [6-(4-trifl
uoromethyl-phenoxymethyl)-pyridin-2-yl ] - benzenesulfonamide;
3-Chloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide; 15
3,4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-benzenesulfona
mide;
4-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-y1]-benzenesulfonamid
e;  N-[6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide; 3-Chloro-N-
(5-cyclopropyimethoxymethyl-pyridin-2-yl)- 2-methyl- 20
benzenesulfonamide; N- (5-Cyclopropyl-
methoxymethyl-pyridin-2-yl)-2,5-difluoro-benzenesulfonamide
4-Chloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-3-methyl-
benzenesulfonamide; N-
(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-5-fluoro-2-methyl- 25
benzenesulfonamide; Piperidine- l -sulfonic acid
(5-cyclopropyl-methoxymethyl- pyridin-2-yl)-amide; WO 2006/037501
PCT/EP2005/016372  104 3
-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide;
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yt)- 2,5-difluo ro-
benzenesulfonamide; 5
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-5-fluoro-2-methyt-
benzenesulonamide; N-
(5-Metho)7ttethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyt-
benzenesulfonamide; 



3-Chloro-N-(5-methoxymethyl- 6-methyl-pyridin-2-yl)-2-methyl - 10
benzenesulfonamide;
N-[5-(4-Fluoro-benzyloxymethyl)-6-methyl-pyridin-2-y11-3- trifl uo ro
methylben zenes ulfo nam ide; 3-Chloro-N- [
5-(4-fluoro-benzyloxymethyl)-6-methyl-pyridin-2-yl] -2- met hylbenzenes
ulfonamide; 15
N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethylbenzenesulfona
mide;  3-Chloro-2-methyl-N- (6- [ (methyl-propyl-amino )-methyl ]
-pyridin2-yl }- benzenesulfonamide; 5-Fluoro-2-methyl-N- (6-[
(methyl-propyl-amino) -methyl) -pyridin-2-yl}- benzenesulfonamide; 20
3-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide; 3-Chloro-N-
(6-cyclopropyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;  Naphthalene- I
-sulfonic acid (6-cyclopropyl-pyridin-2-yl)-amide;
4-Chloro-N-(6-cyclopropyl-pyridin-2-yl)-2,5-dimethyl-benzenesulfonam ide;
25 4-Chloro-N-(6-cyclopropyl-pyridin-2-yi)-3-methyl-benzenesulfonamide;
N-(6-Cyclopropyl- pyridi n-2-yl)-3-trifluo romethyl-benzenesulfonamide;
2,4-Dichloro-N -(6-cyclopropyl-pyridin-2-yl) -5-methylbenzenesulfonamide;
WO 2006/037501 PCT/EP2005/010372  105 Naphthalene-2-sulfonic acid
(6-cyclopropyl-p)rridin2-yl)-amide;
N-(5-Cyclopropylmethoxymethyl-pyridin-2-y1)-3-trifluoromethyl-
benzenesulfonamide; N-(5-Eth oxymethyl-6-methyl-pyridin-
2-)rl)-3,5-bis-trifluoromethyl- 5 benzenesulfonamide; 4-Chia ro-N-
(5-etho)cymethyl-6-methyl-pyridin-2-yl) - 3-trifluoromethyl-
benzenesulfonamide; 



4-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-y1] -3-trifluoromethyl-
benzenesulfonamide; 10
4-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-2,5-dimethyl-
benzenesulfonamide; 3-T rifluoromethyl-N-
[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yI) - benzenesulfonamide;
N-[ 5-(2- Fluoro-ethoxymethyl)-6-methyl-pyridin-2-yl] -3-trifluoromethyl- 15
benzenesulfonamide; 3-Chlo ro-N-
(5-cyclopropylmethoxymethyl-pyridin-2-yl)-benzenesulfonamide;
2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-6-methyl-
benzenesulfonamide;
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-4-fluoro-3-trifluoromethyl- 20
benzenesulfonamide; 3-Chloro-N-
(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl )-
benzenesulfonamide;
2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-6-meth
yl- benzenesulfonamide; 25
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide; 2,4-Difluoro-N-
[6-(3-fluoro-benzyloxymethyl)-pyridin- 2-yl) -benzenesulfonamide; WO
2006/037501 PCT/EP2005/010372  106 3-Chloro-N-
[6-(3-fluoro-benzyioxymethyl)-pyridin-2-yl] -benzenesulfonamide;
2,4-Dichloro-N-[6-(3-fluoro-benzyioxymethyl)-pyridin-2-yl] -6-methyl-
benzenesulfonamide; 2,4-Difluoro-N- [ 6-
(4-fluoro-benzyioxymethyl)-pyridin-2-yl J -benzenesulfonam ide;  5
3-Chloro-N-[6-(4-fluoro-benzyioxymethyl)-pyridin-2-yij-benzenesulfonamid
e;  2,4-Dichloro-N- [6-(4-fluoro-benzyioxymethyl)-pyridin-2-yl] -6-methyl- 



benzenesulfonamide;
N-(5-CyclopropylrnethoxymethyI-6-methyl-pyridin-2-yl)-4-fluoro-3- trifluo
romethyl-benzenesulfonamide; 10
4-Fluoro-N-[6-(3-fluoro-benzyioxymethyl)-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide;
4-Fluoro-N-[6-(4-fluoro-benzyioxymethyl)-pyridin-2-y1] -3-trifluoromethyl-
benzenesulfonamide; N- [ 6- (4-Fluo ro-benzyloxymet hyI) -pyridin-2- yl ] -
3-trifluoromet hoxy- 15 benzenesulfonamide;
N-(6-Methoxymethyl-pyridin-2-y1)-3-trifluoromethyl-benzenesulfonamide;
2,4- Dichlo ro-N - (6-m ethoxymet hyl-pyridin- 2 -yl) -6-methyl-ben
zenesulfo n am ide;
3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-benzenesulfonamide;
3-Trifluoromethyl-N- [ 6-(3,3,3-Tifluoro-propoxymethyl)-pyridin-2-yl j  20
benzenesulfonamide; 2,4-Dichloro-6-methyl-N-
[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-y11- benzenesulfonamide; N- [
6-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-yl) -3-trifluoromethyl-
benzenesulfonamide; 25
2,4-Dichloro-6-methyl-N-[6-(2,2,2-tifluoro-ethoxymethyl)-pyridin-2-yll-
benzenesulfonamide;
3-Chloro-N-[6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-yl]-benzenesulfonam
ide; WO 2006/037501 PCT/EP2005/010372  107 N- [6-
(2-Cyclopropyl-ethoxymethyl )-pyridin-2-yl) -3-trifluoromethyl-
benzenesulfonamide; N- [ 6- (2-Cyclopropyl-ethoxymethyl)-pyridin-2-yl)
-4-fluoro-3-trifluoromethyl- benzenesulfonamide; 5
2,4-Dichloro-N-[6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-y1)-6-methvl- 



benzenesulfonamide; 2,4-Dichloro- 5-methyl-N-[ 6- (2,2,2- trifluo
ro-ethoxymethyl) -pyridin-2-y1 ] - benzenes ulfo namide; 2-Chloro-N- [
6-(2,2,2-trifluoro-ethoxymethyl )-pyridin-2-yl] -5-trift uoromethyl- 10
benzenesulfonamide; 2,4-Dichloro-N-[6-(3-chloro-benzyloxymethyl)
-pyridin-2-yl]-6-methyl- benzenesulfonamide; N- [6-
(3-Chloro-benzylox)rmethyl)-pyridin-2-yl] -4-fluoro-3-trifluoromethyl-
benzenesulfonamide; 15
N-[6-(4-Chloro-benzyloxymethyl)-pyridin-2-yll-4-fluoro-3-trifluoromethyl-
benzenesulfonamide; 2,4-Dichloro-N- [
6-(4-chloro-benzyloxymethyl)-pyridin-2-yll -6-methyl- benzenesulfonamide;
N-[5-(2; ,2-Trifluoro-ethoxymethyl)-pyridin-2-yl]-3-trifluoromethyl- 20
benzenesulfonamide; 2,4-Dichloro-5-methyl-N- [
5-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl] - benzenesulfonamide;
3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-[ 1,3')bipyridinyl-6'-yl)-
benzenesulfonamide; 25
3-Chloro-2-methyl-N-(5-pyrrolidin-l-yl-pyridin-2-yl)-benzenes ulfonamide;
3-Chloro-2-methyl-N-(5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;
N-(5-Benzyl-pyridin-2-yl)-3-chloro-2-methyl-benzenesulfonamide; WO
2006/037501 PCT/EP2005/010372  108
3-Chloro-2-methyl-N-(5-phenethyl-pyridin-2-yi)-benzenesulfonam ide;
3-Chlo
ro-2-methyl-N-(6-methyl-5-phenethyl-pyridin-2-yl)-benzenesulfonamide;
3-Chloro- 2-methyI-N-(5-thiomorpholin-4-yl-pyrid
in-2-yl)-benzenesulfonamide;  2,4-Dichloro-N-1 5- [2- (4-chloro-phenyl)
-ethyl ] -pyridin-2-yi}-6-methyl 



5 benzenesulfonamide;  3-Chloro-N-15-{2-(4-methoxy-phenyl)-ethyl]
-pyridin-2-yI}-2-methyl- benzenesulfonamide; 3-Chloro-N- { 5- [
2-(3-fluoro-phenyl)-ethyl) -pyridin-2-yl) -2-methyl- benzenesulfonamide; 10
3-Chloro-2-methyl-N-{5-[2-(2-trifluoromethyl-phenyl)-ethyl}-pyridin-2-yl}-
benzenesulfonamide 3-Chloro-N-(
5-[2-(4-fluoro-phenyl)-ethyl)-pyridin-2-yl)-2-methyl- benzenesulfonamide;
3-Chloro-2-methyl-N- (5-pheno)cy-pyridin-2-yl)-benzenesulfonamide; 15
3-Chloro-N-[5-(2-chloro-phenoxy)-pyridin-2-yl}-2-methyl-benzenesulfonam
ide;  3-Chloro-N- [ 5-(4-fluoro-pheno)cy)-pyridin-2-yl)
-2-methyl-benzenesulfonamide;  2,4-Dichlo ro-6-methyl-N-
(5-pheno)cy-pyr id in -2 -yI)-benzenesulfo nam ide;  2,4-Dichloro-N- [
5-(2-chloro-phenoxy)-pyrid in-2-yl } -6-methyl- benzenesulfonamide; 20
2,4-Dichloro-N-[5-(4-fluoro-phenoxy)-pyridin-2-yl}-6-methyl-
benzenesulfonamide; 3-Chloro-2-methyl-N- [
5-(2-quinolin-2-yl-ethyl)-pyridin-2-yl ] - benzenesulfonamide;
2,4-Dichloro-6-methyl-N- [ 5-(2-quinolin-2-yl-ethyl) -pyridin-2-y1) - 25
benzenesulfonamide; and 3-Chloro-2-methyl-N- [ 5-
(2-pyridin-2-yl-ethyl)-pyridin-2-yi)-benzenesulfonamide. 109  11.
Compounds according to any one of claims I to 10 selected from
Biphenyl-4-sulfonic acid (6-propyl-pyridin-2-yl)-amide;
3-Chloro-2-methyl-N-(6-propyi-p),ridin-2-yl)-benzcnesulfonamidc;  5
2,4-Dichloro-6-methyl-N-(6-propyl-pyridin-2-yI)-benzenesulfonamide;
5-Chloro-naphthalene-2-sulfonic acid (6-propyl-pyridin-2-yl)-amide;  



3-Chloro-N-(6-isopropyl-pyridin-2-yl)-4-methyl-benzenesulfonam ide;
N-(6-Isopropyl-pyridin-2-yl)-3-trifluoromethyl-bcnzenesulfonamide;
3-Chloro-2-methyl-N- [ 6- (2-trifluoromethyi-phenyl)-pyridin- 2-yl)  10
benzenesulfonamide; 2,5-Difluoro-N- [
6-(4-fiuoro-2-methyl-phenyl)-pyridin-2-yl)-benzenesulfonamide;
2,4-Dichloro-N- [ 6-(4-fluoro-2 -methyl-phenyl)-pyridin-2 -yl) -6-methyl-
benzenesulfonamide;
3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
3-Chloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide; 20
3,4-Dichloro-N-(6-cyci.opropylmethoxymethyl-pyridin-2-yl)-benzenesulfon
amide;  4-Fluoro-N-[ 6-(4-fiuoro-benzyloxymethyI)-pyridin-2-yl)
-benzenesulfonamide;  N-i 6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yl)
-3-trifluoromethyl- benzenesulfonamide;
3-Chloro-N-(5-cyciopropylmethoxymethyi-pyridin-2-yl)-2-methyl- 25
benzenesulfonamide; WO 2006/037501 PCT/EP2005/010372  110 3-Chlo
ro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-
benzenesulfonamide; 3-Chloro-N-(5-methoxymethyl-6-methyl
-pyridin-2-yl)-2-methyl- benzenesulfonamide; 5
N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethylbenzenesulfona
mide;
3-Chloro-N-(6-cyclopropyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
Naphthalene- l-sulfonic acid (6-cyclopropyl-pyridin-2-y1)-amide; 4-Chlo
ro-N-(6-cyclopropyl-pyridin-2-yl)-2,5-dimethyl-benzenes ulfonamide;  N-(6-
Cyclop ro pyl-pyridin -2-yl) - 3 -trifluo romethyl -be nzenes ulfo nam ide; 10
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-3-trifluoromethyl- 



benzenesulfonamide;
4-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide;
2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-6-methyl- 15
benzenesulfonamide;
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-4-fluoro-3-trifluo romethyl-
benzenesulfonamide;
2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-6-meth
yl- benzenesulfonamide; 20
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide; 2,4-Dichlo
ro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yll -6-methyl-
benzenesulfonamide; 4-Fluo ro-N- [ 6-
(4-fluoro-benzyloxymethyl)-pyridin-2-yl l -3-trifluoromethyl- 25
benzenesulfonamide; N- [ 6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yll -
3-trifluo romethoxy- benzenesulfonamide; WO 2006/037501
PCT/EP2005/010372  111 N- (6-Methoxymethyl-pyridin-2-yl)-3-trifl
uoromethyl-benzenesulfonamide;  3-Trifluoromethyl-N-
[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl ] - benzenesulfonamide; 2,4-
Dichlo ro-6-methyl-N- [ 6- (3, 3,3-trifluoro-p ropoxymethyl)-pyridin-2-yI ] - 5
benzenesulfonamide; 2,4-Dichloro-6-methyl-N- [6- (2,
2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]- benzenesulfonamide; 2,4-Dichlo
ro-N- [ 6-(2-cyclop ropyl-ethoxymethyl )-pyridin-2-yl] -6-methvl-
benzenesulfonamide; 



10 2,4-Dichloro-N-[6-(3-chloro-benzyloxymethyl)-pyridin-2-yl]-6-methyl-
benzenesuifonamide; N- [ 6-(4-Chloro-benzyloxymethyl)-pyridin-2-yl ]
-4-fluoro-3-trifluoromethyl- benzenesulfonamide;
2,4-Dichloro-N-[6-(4-chloro-benzyloxymethyl)-pyridin-2-yl] -6-methyl- 15
benzenesulfonamide; 3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H- [
1,3']bipyridinyl-6'-yl)- benzenesulfonamide;
3-Chloro-2-methyl-N-(5-pyrrolidin-l-yl-pyridin-2-yl)-benzenesulfonamide;
3-Chloro-2-methyl-N-(5-mo rpholin-4-yl-pyridin-2-yl )-benzenesulfonamide;
20 N-(5-Benzyl-pyridin-2-yl)-3-chloro-2-methyl-benzenesulfonamide;
3-Chloro-2-methyl-N-
(6-methyl-5-phenethyl-pyridin-2-yl)-benzenesulfonamide;  3-Chlo
ro-2-methyl-N-(5-thiomorpholin-4-yl-pyridin-2-yl )-benzenesulfonamide;
2,4-Dichloro-N-(5-[ 2-(4-chloro-phenyl)-ethyl]-pyridin-2-yl}-6-methyl
benzenesulfonamide;  25
3-Chloro-N-(5-[2-(3-fluoro-phenyl)-ethyl]-pyridin-2-yl]-2-methyl-
benzenesulfonamide; 112
3-Chloro-N-(5-[2-(4-fluoro-phenyl)-ethyI)-pyridin-2-yl )-2-methyl-
benzenesulfonamide;
3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl)-benzenesulfonamide;
3-Chloro-N-
5-(2-chloro-phenoxy)-pyridin-2-yl)-2-methyl-benzenesulfonamide;  5
3-Chloro-N-5-(4-fluoro-phenoxy)-pyridin-2-yl}-2-methyl-benzenesulfonami
de; 2,4-Di chlo ro-6-methyl-N- (5-phenoxy-pyridin-2-yl) -benzenesulfo
namide;  2,4- D ichlo ro-N- [ 5-(2-chloro-phenoxy)-pyridin- 2 -yl j -6-methyl-
benzenesulfonamide; and
2,4-Dichloro-N-[5-(4-fluoro-phenoxy)-pyridin-2-yl}-6-methyl- 10
benzenesulfonamide. 



12. A process for the preparation of a compound according to anyone of
claims i to 11  comprising a) reaction of a compound according to formula
R3  R25R4  RI I N~ NH2 11  15 in the presence of a compound according
to formula 0110  cl'S'R5  in order to obtain a compound of the formula R3
R2 R4  [ _0 RI N H`R5  la 113  and optionally b) further reaction in the
presence of a compound of the formula R6-X in order to  obtain a
compound of the formula R3  RZ R4  *'N 4 0 IYR5  Rfi 5 wherein R' to R6
are defined as in claim 1 and X is Cl, Br or I. 13, Compounds according to
any one of claims 1 to I 1 for use as therapeutically active  substance. 



14. Compounds according to any one of claims 1 to 11 for the preparation
of  medicaments for the prophylaxis and therapy of illnesses which are
caused by  10 disorders associated with the enzyme Ilbeta-hydroxysteroid
dehydrogenase 1. 15. A pharmaceutical composition comprising a
compound in accordance with any one  of claims 1 to I 1 and a
therapeutically inert carrier. 16. The use of a compound according to any
one of claims 1 to 11 for the preparation of  medicaments for the treatment
and prophylaxis of diabetes, obesity, eating disorders,  15 dyslipidemiae
and hypertension. 17. The use of a compound according to any one of
claims 1 to 11 for the preparation of  medicaments for the treatment and
prophylaxis of diabetes Type II. 18. A compound according to any one of
claims 1 to 11, when manufactured according  to a process of claim 12. 


