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The present invention is concerned with novel pyridine derivatives useful as 11b-
HSD1 inhibitors (T2D).

The invention is concerned particularly with compounds of formula [

R3
RY N =N
R N/\N/S\RS

e

R .
5 ()

and pharmaceutically acceptabie salts and esters thereof, wherein

R’ is hydrogen, alkyl, cycloalkyl, hydroxy, hydroxyalkyl, alkoxy, alkoxyelkyl, aminoalkyl,
aryl, heterocyclyl, alkylsulfonyl, alkylsulfanyl, allylcarbonylalkyl, alkylcarbonyloxyalkyl,
aminocarbonylalkyl, heterocyclylcarbonylalkyl, heterocyclylalkoxyalkyl,

10 alkoxycarbonylalkyl, alkoxyalkylaminocarbonylaikyl, cycloalkylalkoxyatkyl,
arylalkyloxyalkyl, aryloxyalkyl, haloalkyl, haloalkoxy or haloalkexyalkyl;

R? is hydrogen, aikyl, cycloalkylalkoxyalkyl, alkoxyalkyl, arylalkoxyalkyl, haloalkoxyalkyl,
piperidyl, pyrrolidyl, morpholinyl, thiomorpholinyl arylalkyl, arylaikoxy, aryloxy,
heterocyclylalkoxy or heterocyclylalky;

15 R’is hydrogen or alky};

R* is hydrogen, alkyl or halogen;
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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,

weyslealieydthalogen, hydroxy, hydroxyalkyl, alkoxy, alkoxyadytEr2oas/016372
hydroxyalkoxy, alkoxyalkoxy, cyano? nitro, 5 trifluoromethyl,
trifluoromethoxy, trifluoromethylcarbonyl, aryl, arylalkyl, aryloxy,

aIkOX){QQ{ QEM?-W%@JK% PIIEQH éﬂ %L@ilxlx%iw Qfﬁﬁ} o&l%ﬂb }ylv I pigpn%rpholy

proviso th im eth Iet -pyr

benzenesu Har%elaae is exchi dOH CA&EN Sthuﬁ ‘é’;‘é%%reﬁféfﬁy?
then Rz §8bt <00 HytaRsgErn BY ?ﬁéml .frgmé&bfﬁé@?éigf!(é@iaw irydroxy,
humans hediticeisiérdiexdn ahice-dind hats)aeékary, iipeidatelagsofitro,

adFenocgmg&%';gEa&Qﬁ MJ@%&@Q%MM&%QMWPQ%% aryloxy,
processe{i and f )?/r a@qu{}t of the response to stress.
G|UCOCOI’ Co‘fas ac Vla | trace rg?uEOcorUcmd receptors and in some

tlSSUEﬁ6 g}u/ ralocortlgcéd receptors; 15 both being nuclear transcription

factors. b Hicoid Attion on target tissues depends not only on

circulati g ster0|d c t IIuIar e ssion of receptors,
but af§6 on |HEGV3:§3I ?\Phﬁabrﬁ %s Y e{ﬁ |%yPaé‘P§'ﬁ¥§ &5 Wiich extent
g|uco<?@ﬁﬁ@%ﬁﬂ%f@mﬁlc&deé§§q@¢é@émﬁﬁaﬁ hydtiogeforimetiyl then R” is not

beta- hydrogeysiersithgdiehydrogenases(libeta- HSD's) catalyze the
interconversion of the principal active 11-hydroxy-glucocorticoid 20

(Cortisol iny %%)o?t“c%‘z% '!o'ﬂ%f'l‘éen&;%a%‘?t?om‘é@@%%%(&?&? J‘Faéﬁ megp

The enzyme | Ibeta-hydroxysteroid d EP rogenase type 1 (I Ibeta-H
SHBH;

inter- EBFVEAS ﬁHéc?ﬁPéiﬁ?BcﬁE‘EﬁPé"éﬁ?f fﬁ%}%ﬁ%‘f&&»ﬁf@%hﬁﬂfaftm
role irpfocstsemod ddationkef @éﬂmarﬂagxﬁrhsm@ne@rmatreﬁ &merehergicoids act via
activafipnefieenitesiervichilecaptors it aigetisswes, Mmrieesrieiddyceptors;

made o mannda Rasie SRR RRALR BRI CSIRRIIC Al encs
and obese en we ana usin ene arrqy techn N or e

P UTE ARG 1 e i BT I SO SAL gchpie™ but
.nsul.r&fa{e@ﬁmarv@eﬂaiaawmmﬁm@ﬂ# JEHIETERsY MRt igagrerticoids gain
MRNAd&Es hetaph S is: afips Gxdmatelytdiediold wupaegisiaitddenadigoseta-
t'ssuefjﬁﬁpjec%?aﬂ;@iﬂg%QcM@JﬁQ\ﬁq{ﬁ the principal active 11-hydroxy-glucocorticoid

20 (Cortisol in men) and their inactive 11-keto metabolites {cortisone in men).

The enzyme 1lbeta-hydroxysteroid dehydrogenase type 1 (11beta-HSD1) inter-
converts inactive into active glucocorticoids, thereby playing a major role in local
modulation of cellular agonist concentration and thus activation of corticosteroid
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 anaiyzed using gene array technology in order
to identify specific changes in gene expression that might be associated with insulin
resistance or aitered metabolism. This study revealed that the mRNA for 11beta-HSD1 is
approximately two-fold up regulated in adipose tissue in obese individuals. Moreover,
overexpressing 11beta-HSD1 in adipocytes of mice led to visceral obesity and to a

30 syndrome-X like phenorype {Masuzaki H. et al,, Science. 2001 Dec 7; 254(5549):2166-70.).
Taken together, these data very strongly support an important role of 11beta-HSD! in the

induction of obesuy and the impairment of glucose homeostasis and lipid parameters.



overexpressing | Ibeta-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
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resistance.

Inhibition of 11beta-HSD1 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 11beta-HSD1 inhibitors. The inhibition of the 11beta-HSD2 enzyme is
badly tolerated and results in increased blood pressure. In contrast inhibition of 11beta-
HSD1 should be well tolerated since 1 tbeta-HSD1 knockout mice were found be healthy
and to resist hyperglycemia provoked by obesity or stress (Kotelevtsev Y. et al., Proc Natl
Acad Sci U § 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 HSD1 might be highly efficacious and safe. Recent reports indicate that }1beta-HSD!
inhibitors might also be beneficial to reduce high blood pressure (Masuzaki H. et al,, j Clin
Invest. 2003 July;112(1:83-90; Rauz S. et al., QJM. 2003 july;96{7}:481-90) to improve



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 Ibeta-HSDI inhibitors.
The inhibition of the 1 Ibeta-HSD2 enzyme is badly tolerated and results
in increased blood pressure. In condrast inhibition of 1lbeta- HSD1 should
be well tolerated since 1 Ibeta-HSDI knockout mice were found be healthy
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provided compounds of formula :R 3 RI N. Ste. N,/I kB‘*"-‘é) wherein R' is
alkyl, cycloalkyl, hydroxalkyl, alkoxyalkyl, aryl, &&
alkoxyalkylaminocarbonylalkyl, cycloalkylalkoxyaliryl, arylalkyloxyal yl or
trifluoroalkoxyalkyl; RZ is hydrogen, alkg/(,!)c d ' xyaikyl, aik , ar*WixyRIkyl,
haloalkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl, thiomotphoiinyl 1,
- - wherein | : ‘

R is alkyl, cycloalkyl, hydroxalkyl, alkoxyalkyl, aryl,

~ alkoxyalkylaminocarbonylalkyl, cycloalkylalkoxyalkyl, arvlalkvioxyalkyl or

trifinoroalkoxyalicyi;

R? is hydrogen, alicyl, cycioalicytalicoxyalicyl, alkexyalicyl, aryh]koxya]kyl,
-haloalkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl, thiomorpholiny armdalicy],
aryialkoxy, aryioxy, hererocyciylalkony or heterocycivialkyh
1 B i hydrogen ot aliy; ) |
R* s hydrogen, alikyl or haloger:;

R® is phenyl, nephryl, thiophenyl, pysidyl, quinolyl, piperidyl, morpholyl,
thiomorpholyl or 1,2,3 4-tetrehydro-isoquinoiinyl optionslly substinsed with one
or more substituents independently seiected from alkyl, cycivalkyl, halogen,

- 20 hydroxy, hydroxyallkyl, elkoxy, alkoxyalicyl, hydroxyalkozxy, alkeryilkoxy, cyano,
nitro, rifivoromethyl, triflucromethoxy, ifluoromethyicarbonyl, aryl, srvialkyl,

aryloxy, alkoxycarbonylalkoxy and alizyisuifonyl;

R is hydrogen or alkyh;

whersin aryl is phenyl or naphthyl optionally substinued with one 1o three,
substituents independently selected from alkyl, halogen, alkoxy,
wifluoromethoxy, nito and wifluoromethyl,

wherein hvdroxyaliyl is hydroxymethyi;



arylalkoxy, aryloxy, heterocytl xy or heterocyelyiailyl; Ib R} is hydrogen or
alkyl; R4 is hydrogen, alkyl or halogen; RS is phenyl, naphtyl, thiophenyl,
pyridyl, quinoiyl, piperidyL morpholyl, thiomorpholyl
orl,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, trifygromethylarbonyl, aryl, arylalkyi,
aryloxy, alkoxycarbonylalkoxy and yl; R6 is hydrogen or al yl.; wherein aryl
is phe wﬂw &9&5&1@1%@%&% j.ghuoane to three, substituents
independently selected from al yI, halogen. alkoxy, trifluoromethoxy, nitro
and?t Wf%%%ﬂ’??lﬂlwherem hydroxyalkyl is hydroxymethyl; 4a and
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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._A R4
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R17NTNH,
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in the presence of a compound according to formula

0.0

a4y

CF’S‘FIS
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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 lis 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 R1NN'S'PS H la4b
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 R4 Rfi
wherein R’ to R6 are defined as in &aim 1 and X is Cl, Br or 1. According
to a third aspect, there is provided compounds as defined above for use
as tﬁé@é’@é‘ﬂﬂ%’ﬁly active substance. According to a fourth aspect, there is

rovided compounds as defined above .
P b} further rgac:ian in the presence BP 2 compound of the formula R®-X in order to

obtain a compound of the formule

(
| wherein R' to R are defined asin claip:x tand XisCl, Brorl

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 ilinesses which
are caused by disorders associated with the enzyme 11 beta-hydroxysteroid
dehydrogenase 1. '

According 16 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 treatrnent and prophylaxis
of diabetes, obesity, eating disorders, dysiipidemiae 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 IL

According to an eighth aspect, there is provided a compound as defined
above, when manufactured according to a process of the second aspect.



for the preparation of medicaments for the prophylaxis and therapy of
illnesses which are caused by disorders associated with the enzyme 1 |
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 freatment and prophylaxis of
diabetes, obesity, eating disorders, acysllpldemlae 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
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cognition, Alzheimer and/or neurodegeneration. Objects of the present
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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
prophyiaxis and/or therapy of ilinesses, especially in the treatment or prophylaxis of eating
disorders, obesity, dyslipidemiae, hypertension and/or diabetes, particularly diabetes Type
11, 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 I1.

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 1 to 8 carbon atoms, preferably a
straight or branched-chain alkyl group with 1 to 6 carbon atoms and particularly preferred



process for the manufacture of the said compounds, intermediates,
pharmaceutical compositions, medicaments containing the said
compounds, their pharmaceutically acceptable salts and esters, the use

wof He/eab compounds, esters and salts for the prophylaxisamdieteosiiesz
therapy of illnesses, especially in thé treatment or prophylaxis of eating
disorders, obesity, dyslipidemiae, hypertension and/or diabetes,
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5 a straiight:ot, brantbed-ehdimcikylyl roeferanithciciopdoggirtbon atoms
Examples of straight- chain and branched C1-Csalkyl groups are methyl,
ethyl, propbieisoprapyxButidnésobutyinbertiebitighifive dgomené thefityisila aliyl-
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Examples of C3-C8 cycloalkyl are cyclopropyl, methyl-cyclopropyl,
dimethylcy e Fopyyeyersitft, #ﬁeﬂmm@%lgaamﬂc%m@@ L group as
methylefiyeidpénty kv oyrelokexyt, metiyidoygsio hoxyd, ghitfretblylonybidheeylatom is
cyclohgpivdand: Gyalees b sy efarably ey slapsenyly 1O e ssme mlkaxy
alone O |n cQ H]ﬁlnatlon signifies a group of the formula alkyl- O- in which
the ter?/n a’ﬁ’(( as the previously given significance, such as methoxy,
teetlljltot))(gt,on RARRZY » Isqprggn Xy i ct%lflltlg)%’tggrgts)yg%%(gﬁ Y ggén?f%?)%p%%yl 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, dialkylaminocarbonyl,
hydroxy, nitro, alkyl-50;-, amino-S0;-, cycloalkyl and the like. Preferred is phenyl or
naphthyl, particularly pheny! optionally substituted with one to three, preferably one or

25  two substituents independently selected from alkyl, halogen, alkoxy, triftuoromethoxy,
nitro and trifluoromethyl. Particularly preferred is phenyl.

The term "arvloxy", alone or in combination, signifies a aryl-O- group in which the

term "aryl” has the previously given significance.

The term “heterocycly!”, 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, oxvgen and sulphur. If desired, it can be substituted



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
whygtragemsatom is replaced by a hydroxy group. Examples g&hygkemogatiosh»
are hydroxymethyl and hydroxyethyl. The term "aryl", alone or in
combination, signifies a phenyl or naphthyl group, preferably a phenyl
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. 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. Exarnples of such haloalicyl 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 diflucromethoxy,
trifluoromethoxy, monofluoroethoxy and pentafluoroethoxy. Preferred is

triffuoromethoxy and monofiuoroethoxy.



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.
wi, 2¢8Aetrahydro-1-oxo-isoquinolyl) and quinoxalinyl. Preferadkexamples?
are thiophenyl, quinolyl, piperidyl, miorpholyl, thiomorpholyl, oxazolyl,
pyridinyl, pyrimidinyl, pyrazolyl, imidazolyl, pyrrolidinyl and thiazolyl.
Particulariyreley 0 SxaMRIee AIE-RIPGIIM AIBh Al HIAM ROl 6L as

pyridinyl a % yrrolidinyl 15 The term "amino”, alone or |& com

&gmﬁ%@iﬁ g@éﬁhﬁﬁrﬂréﬁlof‘éh’fgfygaﬂﬁw&&%ﬁ s k‘/ﬁ’ﬂ%ﬂ atom is
nitrogepiaatdrny Mvhirmef semBeagrirniviogoee ledmahgdarcatehgand
cyclogikybsihstituent and the tertiary amino group carrying two similar or
different alkyl or cycloalkyl substituents or the two nitrogen substitutents

together farpaiRera fiRgs SUChIas; forexarapleioh Hgnimethylamino group.
ethylamino, 20 dimethylamino, diethylamino, methyl-ethylamino,
pyrrolidin-isylompiperidipe:eica prefetably, primasyamno gdimethylamino
and diethylamino and particularly dimethylamino. The term "halogen”,

alone or inpgerahinaiion, signifiesfluerineschlongbromine, ardesine and
preferably fluorine, chlorine or bromine. 25 The term "haloalkyl", alone or

in combinatign.$igeiies’ ancalky gresasdefinedsbeferecwhemn one or
more, preferably one to five hydrogen atoms are replaced by halogen,
preferablyfk@%EmﬁA@@atﬁyqlacE@h@w kyk greaps:ang@iflipromeiiytain the
Jfluoyom ethyl entaflu t egeds trifl r
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30 beRses XAt ST Yrdrrast %%Péﬁ onhe ?6“?i "H POy eIT s such 2
are répikioebldyc ahaio@ehc#smﬁﬂab%/ fWiorts. ExXamplescot sherrhencai@dsyd the
groupgargraifiparompthanyic Wiluaremeinoatdnanafiyetesibadypasonic acid,

pent uoroethgx Pref i E .
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5 acxd tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic acid, methanesuifonic
acid, ethanesulfonic acid, p-toluenesulfonic acid, salicylic acid, N-acetylcystein and the
like. In addition these saits 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

90 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, fysine,
arginine, N-ethylpiperidine, piperidine, polymine resins and the like. The compound of

25 formula | 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 [ 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 hygrescopic properties of an initially anhydrous compound of formula |
30 (hydration). The term pharmaceutically acceptable salts also includes physiologically

acceptable solvates,



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

wafedaydsesgymethyl and hydroxyethyl. 5 The term "carbony!'p S{GRS.R K 6372
combination, signifies the -C(O)- graup. The term "oxy", alone or in

combination, signifies the -0- group. The term "nitro”, alone or in

combinatign signifies the -NO2 Theterrg‘u ano", alone or
combinati P GHBEAE YGRS r e B PR A r formita 1)
acceptabhs defitsttifedafSunrtinoabisates Wt st A téved Blbiblogicatable of
effectivenessrandisape ties ofdhe fiedshnses axiirpla it whietp a8 B Giclude
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acids su[§h as hy rochlorlca romic acid, sulfuric aC|d nitric

adid, BROSHRBEH éY EitFAa R tﬁiﬁ&lﬂﬁ?ﬁ@ﬁf&& \FATHEHIHE S Ssife: Additionally,
orgartieyabidie sucliihs aepttlasigipropionidatinpeipdsiit sordalpyrmvie (0,

acid, axylic acid, maleit atidamalenic, adidh suceipiblasihriidmaticiboagish,
tartarig acid,Qittie Agidy: Renzaic acidvicinnamie.acid. mandelicagich, o,

methanesulfonic acid, ethanesulfonic acid, p-toluenesulfonic acid,

salioylic agi, MagelDetein A s ke naddiion these salisniay b .

prepared form ad ition_of an no‘r(%anlc base or an orgé r€)|c base to the
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to, thexaBdierrAcpBrEss RRVCAHRYAS dmmﬁm?@awmemééﬁwmﬁ%ﬁ@
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limited to salts of primary, secondary, and tertiary amines, substituted

amines '”@%@’éﬂ@d@%%@'%&ﬁ&b‘ﬂﬁ?@f SHRSAIG %ﬁ#&%&aﬁ}’%ﬂ ¢ ATUASSe cales

and basic ion exch a resms s% ?&%S |supropy Ine, trimethylamine,
yla

diethyl5Hi eDafPé'ﬂ!‘?y fncé}“fP%? & sthanolamine, lysine,

agginine, M@fk&yblalpﬁrsﬁlmen@iwaﬂmen@mmmmmé anhdhe, lsghdDeniophenyl,
compound,o 25 mluf_,a1 a on umo
compg a&%/ 9o regpﬂ ;go%ela%%@ﬁmg hﬁ form.of.auiter DByuinoliny

armaceutically accepta sa]so f com oun s of

formutati &ﬁ@ﬁ%%ﬁf&ﬂé@Qéff?’efﬂ%s%ﬁﬂﬁwﬁﬁ%’ YRt eybstituents,
also bedsptudtety elgethy thamedky’ eckelivdtibricsam tydrefiec btaidoxyihel, alkoxy,

coursgiRkiaRyNaRALERGINIRG NIEERARRY, CodhtakeP|atfRGnRthfl, triflucromethoxy,
20 triffuoromethylearbonyl, aryl, arylalkyl, aryloxy, alkoxycarbonylalkoxy and alkyl-8O;- .

Particularly preferred are those compounds of formula I, wherein R’ 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 alkoxvalkyl, hydroxyalkoxy, alkoxyalkoxy, cyano, nitro, trifluoromethyl, trifluoromethoxy,
trifluoromethylcarbonyi, aryl, arylalkyl, aryloxy, alkoxycarbonylalkoxy and alkyl-50;- .

Burther preferred are compounds according to formula |, wherein R’ 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, trifluoromethyicarbonyl, aryl, aryloxy and alleyl-SO



consequence of hygroscopic properties of an initially anhydrous
compound of formula | 30 (hydration). The term pharmaceutically
acceptable salts also includes physiologically acceptable solvates. WO

wePReL37HP1 PCT/EP2005/010372 8 "Pharmaceutically aceepiaieisniosz
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 i vivo, Examples of such
compou‘n(;ésa fﬁ%ﬁﬁﬁ% Pﬁﬁygfcﬁgéﬁég ga%:xcl:%p%a Olrem%adEr n‘%vahe z%b% icall léfa |1I8r naphtyl
ester TR B SEHEFA I8 TRt SR BetE S SRt RIToRRSERY from allol,
estersarmpiviloytoxy ety esterstixaditichally, any physiologically
acceptable equivalents of the compounds of general formula (1), similar to

the metabalicgllyftakile estergowhichcareloapaliterotiptodbiciny the patertn.
compounds of general formula (1) in vivo, are within the scope of this

ingention. fiecainpowndsaidovifatanlicdnvdentai R Sevedad@systimiatyidoaliyl,
centersahd. 63088491 PIRs eNkiRR-IOrM-Qk onknally IPMe: 6 PRHIARESifonyl,

m'XtUQﬁéiS&SQ%?EEH%{&%‘%F Aol °[ca%é‘ﬂ“i%';%af%‘f‘?amn"f‘ntc‘??a’rﬁ’&’%“?ﬂ%p“re
diastereioisomers, mixtures o diastereois mers, diastereoisomeri

racentaiEesr iHnxreddnaistrretiabinenc et et s srratdrrag e mrshyh
compakndsaofdorlriia dendaihamaceuticaliyl adcopiedbizidnity atihdreof,

particaiashvibe cempeundsief fasmalal nikArsietieshisrathpeompounds
of formula I, wherein R5 is phenyl, naphtyl, thiophenyl, pyridyl, quinolyl,

piperidyl, mespbolyledhiamerhoiulablo? i Aniatiahieeoriroguirglidoaliyl,
optio aﬂb SuB]%}Etu d wijth,one q r u%s ifue refer pﬁl Quvalkevl
threeq’syu Stite lts%? ?r%%ﬁé%h%iyos% 2‘?’[15 1#%%5%%37% c E’;Icgaiyi, ng%o enk,y’
hydro%y ol s A kaRa%Alkyl, hydroxyalkoxy, alkoxyalkoxy,
cyano, nitro, trifluoromethyl, trifluoromethoxy, 20 trifluoromethylcarbonyl
aryl, arylalRPP By RIR{ ke EABERY ARG RYFEF Y AHEPHetsse OBRRHBHTAHYP Ul
preferredcharéntRbsdcngpounds of formula 1, wherein R5 is phenyl,
naphtyl, thiophenyl, pyridyl, quinolyl, piperidyl, morphoLyI, thiomorpholyl or
1,2,3,4- teRalfyrcrdaisabeinolimpndptidfrathusdbstitutadiiisinehes or ikl
substitlesikylalkoxyalkyl, atkoxyalkyl, arvlalkoxyalkyl, haloalkoxyalkyl such as e.g. fluoro-
ethoxymethyl or trifluoro-ethoxymethyl, piperidy!, pyrrolidyl, morpholinyl,
thiomorpholinyl arylatkyl, arylalkoxy, aryioxy, heterocyclylalkoxy or heterocyclylalkyl;

20 Further preferred are compounds of formula 1, wherein R? is hydrogen,
cycloalkylalkoxyalkyl, alkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl, thiomorpholinyi,
arylalkyl or aryloxy.

Also preferred are compounds according to formula I, wherein R’ is hydrogen.

Further preferred are compounds according to formula I, wherein R*is hydrogen or

25 halogen.

Particularly preferred are those compounds of formuia I, wherein R*is hydrogen.

Examples of preferred compounds of formula (I) are:



independently selected from alkyl, cycloalkyl, halogen, hydroxy,
hydroxyalkyl, alkoxy, 25 alkoxyalkyl, hydroxyalkoxy, allcoxyalkoxy, cyano,
nitro, trifluoromethyl, triffluoromethoxy, trifluoromethylcarbonyl, aryl,

way Yialeyhsaryloxy, allcoxycarbonylalkoxy and alkyl-S02- . Fygtgfos/010372
preferred are compounds accordingdo formula 1, wherein R5 is phenyl,

naphtyl, piperidyl or 1,2,3,4-tetrahydro-isoquinolinyl optionally substituted

e D e

alkoxy, nitro, fluoroniethoxy, triflioromethylcarbonyl,

Iﬁ) 2 fg u?flokr}l!:-%%%&. W Fﬁgﬁg{%g’?‘qf‘gﬁgT/EP2005/010372 9

aryl, ag%/P X )
Particufarly ‘preferred are compouhds of formula I, wherein RS is phenyl or

naphy], paipnally sybstitutedith. onsto. dse, substituents independenty

selected from alkyl, halogen, trifluoromethyl, trifluoromethoxy and aryl.

Also prefaysdhare GompasDds ASSRING 19 formula.awhersin R6 is

hydrogen. 5 Preferred are compounds of formula I, wherein R is

hygroaggn@!Macym@myhahy@%whw@wmknym&@xy, alkoxyalkyl,

aminoalkyl, aryl, heterocyclyl, alkylsulfonyl, alkylsulfanyl,

alkylcampnylaliyh alk @?wgwmmbeammﬂmﬂaﬁ@kyh

heterocyclylcarbonylalkyl, heterocyclylalkoxyalkyl such as e.g.

pyridylmestmxymrtiylprapoxysarbonylalkylenesulfonamide;
alkoxyalkylaminocarbonylalkyl, cycloallcyialkoxyalkyl, 10 arylalkyloxyalkyl,

aryloxyakyihhaloslisethaloatkepopoihatialkoxyabexh dutthempteferred

are compounds of formula I, wherein R' is alkyl, cycloalkyl, hydroxyalkyl,
alkoxyatiyhranyhpatkegatiylaininocat hopytakybyodolanliylatkaxyalkyl,
arylalkyloxyalkyl or trifluoroalkoxyalkyl. Another preferred embodiment of
the pregeDinestealion @reropyhpmidids of foemmusizestifohamhizrein R' is
hydrogen. Preferred are the compounds of formula 1, wherein R2 is

hydrogeratiyty-eybloalkytalanopalkyiridikoxyhtkyhzerydaticoxyadky |,
haloalkoxyalkyl such as e.g. fluoro- ethoxymethyl or

trifluoo4eiidkyrmeétmashyl périchprqpyhrptiddin mhokpbotrapts vifiioamadpholiny |

arylalkyl, arylalkoxy, aryloxy, heterocyclylalkoxy or heterocyclylalkyl;
Piperidine-1-sulfonic acid (6-propyi-pyridin-2-yl}-amide;
3-Chloro-N-(6-isopropyl-pyridin-2-yl}-4-methyl-benzenesulfonamide;

15 2,5-Diftuore-N-{6-isopropyl-pyridin-2-yl)-benzenesulfonamide;
N-(6-Isopropyl-pyridin-2-yl)-4-(4-trifluoromethyl-phenoxy)-benzenesulfonamide;
2,4-Dichloro-N-{6-isopropyl-pyridin-2-yl)-5-methyl-benzenesulfonamide;
N-{6-1sopropyli-pyridin-2-yl)-4-methanesulfonyl-benzenesulfonamide;

N-{é-Isopropyl-pyridin-2-yl}-4-trifluoromethoxy-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-triflucromethyl-phenoxy)-benzenesulfonamide;

Naphthalene-2-sulfonic acid (6-isopropyl-pyridin-2-yl)-amide;



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
wacnosdingao formula |, wherein R' is hydrogen. Further prefertexbases/ 16372
compounds according to formula |, Wherein R4 is hydrogen or 25

halogen. Particularly preferred are those compounds of formula 1, wherein

R'"is Ry ) are: WO
2006108100 BT PR DL T o s e (o R i i - 2

yl) h € onamide;
o e o O Bl onamide

(6- pr@%ﬂﬂ@%@!ﬁ'@tﬂ)ﬁﬁ@ﬂ@&xe%ﬂ@@@f&r@z ﬁtb}ﬂneth}d benzenesulfonamide;
N-(6-propyl-p),ridin-2-yl)- benzenesulfonamlde 5 Naphthalene-2-sulfonic

acid @ﬁ{&ﬁmmf%a&y@f@m@mm -phenyl)-pyridin-2-yl]-amide;
3,4-Dichloro-N-(6-propyl-pyridin-2-y1)-benzenesulfonam ide;

2,5-DiflupraNNGspropyiigigiph2nyl)-penzenegylfonamidesnzenesulfonamide;
2,4-Dichloro-6-methyl-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;
5-Chlpronraphthialener-suionie)asitl (6-prapyl-pytigirsend)-anmsiemk;
3,4-Dimethoxy-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;
4,5-Dictloses 24 (ot N i{bpro pibpyrigirilayl)-bp nzeatgubionarsidé;n 2140
ichloro-5-methyl-N-(6-propyl-p)rridin-2-yl)-benzenesulfonam ide;
Piperiibigesuifdeic2 ek (6gropstsbypigtidia-$Ayi hinid ech§-Shioreafonamide;
(6-isopropyl-pyridin-2-yl)-4-methyl-benzenesulfonamide; 15

2,5-Difhi6rG- N6 isoprppyiypyrididi2 yiHbefizernedutfoharivesidsiBonamide;
sopropyl-pyridin-2-yl)-4-(4-trifluoromethyl-pheno)cy)-benzenesulfonamide;
214-DichiurooNN-(6-[3oorypiemillinyzidil):-Saliethy pbenbenesutidmamide;
N- (6-Isopropyl-pyrid in- 2-yl) -4-methanes ul fo nyl-b enzenes info
namidﬁy;[é—(3-Chioro~phenyl)-pyridin-2-yi} -5-fluoro-2-methyl-benzenesulfonamide;

3-Chloro-N-[6-(2-fluoro-phenyl}-pyridin-2-yl[-2-methyl-benzenesulfonamide;

5-Fluoro-N-{6-(2-fluoro-phenyl)-pyridin-2-yi}-2-methyl-benzenesulfonamide;

3-Ch10ro-2-methyi-N—[6»(2~triﬁuor0m_eshyl—phenyl}—pyrédm—fi—‘.,rl}—benzenesulfonamide;

15 5-Fluoro-2-methyi-N-{6-{2-trifluoromethyl-phenyl}- pyridin-2-yl]-benzenesulfonamide;

N-[6-(2-Chloro-phenyl}-pyridin-2-yii-2,5-difluoro-benzenesulfonamide;
N-[6-(2-Chloro-phenyl}-pyridin-2-yij-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-yt]-2-methyl-benzenesulfonamide;

20 5-Fluoro-N-[6-(4-fluorc-2-methyl-phenyl)-pyridin-2-yi]-2-methyi-benzenesulfonamide;

N-{2,3'|Bipyridinyi-6-yl-3-chloro-2-methyl-benzenesulfonamide;

2,5-Difluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl}-benzenesulfonamide;



N-(6-1sopropyl-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-

wdiilergmethyl-phenoxy)-benzenesulfonam ide; Naphthalera-rsufqpie:

acid (6-isopropyl-pyridin-2-yl)-amide; WO 2006/037501

PCT/EP2005/010372 11

N (6I l-pyr ifluor me benzen fonamide;
Q%f%%ew £ fzl/ur)f(ﬁnrfzmy g ﬁuorﬁb P%et‘ﬁ1 ? gﬁngzenrggulfonamld
-CHIEPE: - -Chloro phenyl) pyridin-2- yI]

2met |- ene mlde B| ulfo ci
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3-Chl 2 4-dif ’ 2 methyi- b

quonagr:%’I?I 1103’1\(1 d‘ﬁlorloflijﬁgr([)gp W@%%nggkné%%yp%%gn elg nide o
If

S S S Aﬁ“eeﬁywpwﬁ’fﬁ amide

-2- mF%*BfL %“ﬁ%e,%%‘! Qp?ﬁlzd - 50&9 i'?yl Benzenesulfo mide;

[6-(2,5-dic Ioro pheny din-2- y 2-met enzenesulfonamide; N-

[6-(2, %PA&Q‘Q QEDQ%XQ &Y&'?@'%&%ﬂy p]\indm 2-yl)-amide;

-5-fluoro-2-methyl-benzenesulfonamid

3-Chler, (3 ) i P esulfonamid
R e e

ro-2- r@?ﬁﬁ‘éﬂyﬂ@%ﬁﬂ%%ﬂr{ -BreRN-amide;
[6-(2-fluoro-phenyl)-pyridin-2-yl |I-2-methyl- benzenesulfonamlde

S1bluotasiNrif=f2-fluanamphany sRyidinpend]r2 g hiaenzenesulfonamide;
3-Chloro-2-methyl-N- [6-(2-trifluoromethyl-phenyl )-pyridin-2-yll
-benzerageifonamideiddanyl-pyridin-2-y1)-2-methyl-benzenesulfonamide;
5-Fluoro-2-methyl-N-[6-(2-trifluoromethyl-phenyl)-pyridin-2-yl]-benzenesulf
onamglghenyl-4-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide;
N-[6-(2-Chloro-phenyl)-pyridin-2-yl]-2,5-difluoro-benzenesulfonamide;
N-[6-(R:Ghieiienplrenyddhipytidi(c2:yijsBitfiloroniatbyithenizrnesulfonamid
e; 3-Chloro-N- [ 6- (2-methoxy-phenyl)-pyridin-2 -yl ]
-2-methyhtieizeresiitananill@: «ClofosN-pyridin-2-yl)-amide;
[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yll-2-methyl-benzenesulfonamide;
205 3-Chloro-2-methyl-N-[6-(2-0oxo-pentyl)-pyridin-2-yl]-benzenesulfonamide;
5-Fluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-2-methyl-benzenesul
fonantidé:(INpbe2yButBifppidinyice-yi=8lohiort - X.iatkiiyberssamdsulfonam
ide;

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-methyi-benzenesulfonylamino)-pyridin-2-yl]-acetic acid methyl ester;
20 N,N-Diethyl-2-[6-(4'-fluoro-biphenyl-4-sulfonylamino}-pyridin-2-yil-acetamide;

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;



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-

wleRgeaeaylfonamide; o PCT/EP2005/010372
3,4-Dichloro-N-[6-(4-fluoro-2-methyigphenyl)-pyridin-2-yl)-benzenesulfona
mide; '

3-Chlgrg-N-(6-metho)c idin-2- -methyl-benzenesulf ide:, 5 .
e IR A A A B
(6‘meztnS’?&({Qﬂiig{.[bl%l}é@ﬁ%émﬂﬂ%ﬁﬁﬂ%%ﬂﬁﬁHggﬂ@ﬂ;gﬁiNaciemthyl~acetamide

Naphthalene-2-sulfonic acid (6-methoxy-pyridin-2-yl)-amide;
3-Chlore:-N-(&:81h0)axRyidin: 2eyidsRametayl; ei‘—%‘?_&ﬁﬁ%{%‘?mdﬁ}lmN—déethﬁ—
Blphel‘é¥§|-m-%lé.|f0nlc acid (6-ethoxy-pyridin-2-yl)-amide; 1 '
Naph%haﬁene-Z-suifonic acid (6-ethoxy-pyridin-2-yl)-amide;
3-Chlgro-N-(6-ethylsulfanyl-pyridin:2-yl)-2-methyl-benzenesulfanamide;,
e e e T s asel e e
NaphfhaRSHES 2- sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide:

-GG AT N TG T By B ARG e
o O e R YR M s Res A
(o O e A e apamides i
“{}Eéﬁ%ggf dr%é%z}éﬁa%‘@%ﬂlﬁ%\d%@%?ﬂ?ﬁHLﬁ%QNL%@&%%{E%@QMa%;V']
gé';\' Bﬁ%ég%j’ﬁgﬁ %ﬁﬁ?ﬁ%@%}éﬁ&%HWM@@@&@QHQ&%&MHE@&SB@J@
D o A eronemlonamides

acetapids;WR 20061036204 BATHRRZN0SOLO342e sulfonamide;

Acetic acid 6-{2,5-difluoro-benzenesulfonylamine)-pyridin-2-ylmethyl ester;

16  Naphthalene-2-sulfonic acid (6-hydroxymethyl-pyridin-2-yl)-amide;
3-Chloro-N-(6-cyclopropyimethoxymethyl-pyridin-2-yl}-4-methyi-benzenesulfonamide;
N-(6-Cyclopropytlmethoxymethyl-pyridin-2-yl)-5-fluoro-2-methyl-benzenesulfonamide;
3-Chloro-N-{6-{4-fluoro-benzyloxymethyl)-pyridin-2-yli-4-methyl-benzenesulfonamide;
3-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yi]-2-methyl-benzenesulfonamide;

20  2,5-Difluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yll-benzenesulfonamide;
5-Fluoro-N-{6-(4-fluore-benzyloxymethyl)-pyridin-2-yl]-2-methyi-benzenesulfonamide;
Piperidine-1-sulfonic acid (6-methoxymethyl-pyridin-2-yl}-amide;

Piperidine- 1 -sulfonic acid (6-cyclopropylmethoxymethyl-pyridin-2-yl}-amide



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
Wil 0d7037501 PCT/EP2005/010372
[6-(3-Chloro-2-methyl-benzenesulfarylamino)-3-methyl-pyridin-2-yl]-N,N-d
iethyl- acetamide; 5
A o dor et BRI S
(6-hy dSESRFIRNZBYABli-2-y1)-2-methyl-benzenesulfonamide;
3-Chloro-N-(6-methoxymethyl-p ridin-2-yYIi- -methyl-benzeenesulfonamid
e; 2,5 OHIBBIG-REBY T 'é&ﬂ-égwh%mgﬂ%ﬁ iRSTBHEEhRE iBratide;
10 benzenesulfonamide;
3-Chloro-N-(6-methoxymethyl-pyridin-2-yi)-4-methyl-benzenesulfonamide;
N-%e-éﬁcmﬁpeﬁy%é&ré@i%@twnﬁwmﬁzswethv -pyridin-2-yl]-
-2, 5-ditusnedotipzengsulfonam ide; 5-Fluoro-N-
(6-methoxymethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
2,5-DiftibrodN (Su<dtiydrxiimiétiniyoypnii 2-pidenretesuifordmidd) -Acetic
acid 6xE3Lndiflyatarhenzenesulfonylamino)-pyridin-2-ylmethyl ester; 15
Naphthalene-2-sulfonic acid (6-hydroxymethyl-pyridin-2-yl)-amide;
3-Chloraiib{6 ¢y clopriopydmybtirchopmetthyi-pyridin-2-y)) Anmeétiylebanzeiiosamide;
ulfo namide; N- : ‘
(6CyclagrapidmethGxyrriethyppystiosgngih8-fluodo: 2meteplbeniémesidfo
namide; 3-Chloro-N- [ 6-(4-fluoro-benzyloxymethyl)-pyrid in-2-yl]
-4-methflsbenbelteGufforrarduerioguatifotomrifdn- 2-yl]-benzenesulfonamide;
(4-fluoro-benzyloxymethyl )-pyridin-2-yl] -2-methyl-benzenesulfonamide;
20  N-{6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yl}- 3-trifluoromethyl-benzenesulfonamide;
2,5-Difluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-benzenesulfona
mide; 35 HlersrdiNpiedesaprosearmstrhetsie pidi-Dsy - benzenesulfonamide;
-2-methyl-benzenesulfonamide; Piperidine- | -sulfonic acid ,
(6-medskyrretRye R RN erigeidifentive’-fLlipsrhergengsulionamide
(6-cyclopropylmethox methyl-pyridin-z-yl?-amiqle WQ 2006/037501 ,
P& /ERSgos Y163y og_xzppyhnethoxymethy -pyridin-2-yl)-3-methyl-benzenesulfonamide;

3-Chloro-4-methyl-N-[6-(4-triflugpromethyl-phenoxymethyl)-pyridin-2-yl ]- .
benzehlé(éuﬁbc[l'%&}{ﬂagrglet oxym‘ethyl-pyrid%r?»}*ﬁ—5~é¥10r0—2-rr268\¥[-genzen sxllfonam:de;
Piperidine-] -sulfonic acid (5-cyclopropyi-methoxymethyl-pyridin-2-yl)-amide;

3-Chloro-N-{5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-y!)-2-methyl-

benzenesulfonamide;

20 N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-y1}-2,5-difluoro-
benzenesulfonamide;

N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yI)-5-fluoro-2-methyl-

benzenesulfonamide;
N-(5-Methoxymethyl-6-methyl-pyridin-2-yl}-3-triftuoromethyi-benzenesulfonamide;

25  3:Chloro-N-(5-methoxymethyl-6-methyl-pyridin-2-yl}- 2-methyl-benzenesulfonamide;



3-Chloro-2-methyl-N- [6-(4-trifluoromethyl-phenoximlethyl )-pyridin-2-yl) -
benzenesulfonamide; 5
2,5-Difluoro-N-[6-(4-trifluoromethyl-phenox)rmethyl)-pyridin-2-yl}-

weengegeswonamide; 5-Fluoro PCT/EP2005/010372
-2-methyl-N-[6-(4-trifluoromethyl-phenoxymethyl) -pyridin-2-ylj -
benzenesulfonamide;

3-ChiQLos GGy RIRURAR SN 2:Y):3:methy-benzenes
3,4-Dfgﬁ%%?-ﬂg?@@gﬁ%%%%@flrﬁ@tiﬁ%xymethyl-pyridin-2-y1)-benzenesuIfon
amide; ).

aFlucr R B SBT3 Bufonamid
e; N-T6 A PS5 sBEPRATSX S rmethyl)-pyridin-2-yl J

-3-trifluoromethyl-benzenesulfonamide; 3-Chlor

(5 cyclopropYAmEIROKy MBI BYit-2 Y1) A RS
5 A DSBS AT AFRE ISP -7 et prdind -

4-ChIBr8RESIERRIBIE pyImethoxymethyl-pyridin-2-yl)-3-methyl-benzenes
ulfonamide;

N-(5-CyitspropyiriBthbxirienaipmsant 2 e ks onmitty-Binzenesu
IfonarmiesnRiperidinds] -sulfonic acid
(5-cyclopropyl-methoxymethyl-pyridin-2-yl)-amide;
33¢hldreipsRychsproppasathengyrretiicaimé tiytpystin-Depppsiénypide;

benzenesulfonamide; 20 o K
N-(5-Cyelbpiopyifetriersamdmyiidnierhyi-maithbenpmneswiommide:
benzenesulfonamide; N- - _
(5-CyRiaPhBisAR StBRSRiretig (- tRA R RTS8 4iske- 2-methyl-
benzenesulfonamide; N-(5-Methoxymethyl-6-methyl-p)rridin-2-yl )- .
3-trifl b FOHREAN - BeHREEIrBiTHchsY - dimethyi-benzencsulfondmide

o e SR 0 s

Ao et TR A,

(4-flu o ,QZB%%QQQ -’Q'B%eét‘é@ﬁ%ﬁ?%%'&@wg r)]-- g—}xlelh-y%;enzenesulfonamide;
Naphthalene-2-sulfonic acid (6-cyclopropyl-pyridin2-yl)-amide;
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yi}- 3-trifluoromethyl-benzenesulfonamide;
N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl)-3,5-bis-trifluoromethyl-benzenesuifonamide;

20 4-Chloro-N-{5-ethoxymethyl-6-methyl-pyridin-2-yl)-3-triffuoromethyl-
benzenesulfonamide;

4-Chloro-N-{6-(4-fluoro-benzyloxymethyl}-pyridin-2-yl}-3-trifluoromethyl-

benzenesulfonamide;

4-Chloro-N-16-(4-fluoro-benzyloxymethyl}-pyridin-2-y1]-2,5-dimethyl-
25 benzenssulfonamide;



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
who Brazengsulfonamide; 5-Fluoro-2-methyl-N-{6-{ PCT/EP2005/010372
(methyl-propyl-amino)-methyl]-pyridic-2-yl}- benzenesulfonamide; 10
3-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-benzenesulfo
namides.: {B:eygle i
ropyl%iigr%%igﬁgﬁy -b(ge’ﬁrflz‘lé’ﬁc’e’?fﬁ%in%ﬁ?é’é‘?m Neglgﬁtﬁyaﬁlgﬁ%ﬁ-gdlfonic
acid ( -cyc’?opropy -pyridin-2-yl)-amide; 4-Chloro-N-(6-cyclopropyl-pyridin-

2-yl)-2,5-dimethyl-benzenesulionamide, 4-Chlaro;N-(6-cyclo
oy D R DA Ra Sy U ey
N-(6-CYAOPTIpEFYIdin-2-yl)-3-trifluoromethyl-benzenesulfonamide;
2,4-Dich|o‘ro-N-r( -C cloprop [-pyridin -2-yl)-5-methylbenzenesulfonamide;
NdphiAtoREL2 ST S T Ay B TR 2L eaF AR ronarmide

N-(5- Jol I h thyl-pyridin-2-yl)-
AT T -

N-(5-Ef @R dhethyl-pyridin-2-yl)-3,5-bis-trifluoromethyl-benzenes
ulfonam ide; 20 . )

4-ChIOHS (B RHETE s TRy ifath-2-fhetritiorsmetri-
benzdrestifewiémigeda-Chloro-N-
f6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl ] -3-trifluo romethyl-
béhzehesiss 5 ;lqp(gﬁ}’(ljmxhpxymethyié-methyl-pyridin-Z-yl}-benzenesulfonamide;
[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl] -2,5-dimethyl- 25
benzentSUfERENE: RHIPZODBRISIBOT By T AP 2dystids oy 6 methyl-
3-Triflboremretfphinifi6- (4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl | -
benzenesulfonamide; N- [ 5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-yl
] - 3-trifhibrerdetghyiresibenawtbdfarrfde!-pyridin-2-yl)-3-triflnoromethyl-

benzenesulfonamide;
15 2,4-Difiuoro-N-[6-{3-fluoro-benzyioxymethyl)-pyridin-2-yl}-benzenesulfonamide;
3-Chloro-N-[6-(3-flusro-benzyloxymethyl)-pyridin-2-yl}-benzenesulfonamide;

2,4-Dichloro-N-{6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl]-6-methyi-
benzenesulfonamide;

2,4-Difluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yli-benzenesulfonamide;
20 3-Chloro-N-{6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-benzenesulfonamide;

2,4-Dichloro-N-{6-(4-fluoro-benzyloxymethyl}-pyridin-2-yl]-6-methyl-

benzenesulfonamide;

N-{5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl}-4-fiuoro-3-triflugromethyl-
benzenesulfonamide;

25  4-Fluoro-N-{6-{3-fluoro-benzyloxymethyl}-pyridin-2-vl]-3-trifluoromethyl-
benzenesulfonamide; :



5
3-Chloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-y1)-benzenesulfonami
de; 2,4-Dichloro-N- (5-cyclopropylmethoxymethyl-pyridin-2-yl) -6-m ethyl-

weehgeneayifonamide; N  PCT/EP2005/610372
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-4-fluoro-3-trifluoro methyl-
benzenesulfonamide; 10

3 Chlorg: N SeyelaniOPE AR Sy YRz enes

ulfon mlag}; H :
N-(5-&HEPropyiietitxymethyl-6-methyl-pyridin-2-y1)-6-methyl-

benz Ifanamide; N-(5- . . ,
o R et pridie ol Bt
benz@RBE IS HART I 5

2,4-Difluoro-N-[6-(3-fluoro-benzyloxg/methyl)-pyridin-2-y|]-benzenesu|fona
mitle N-(6-Methoxymethyl-pynidin-2-yi}-3-trifluéromethyl-benienesuvlfonamide;

3-Chloro-N-[6-(3-flugro-benzyloxymeth ,I)-r%yridin-z-_l]- enzenesulfonamid
; z,&bi&ﬁr&?&z@:té:nt%tffﬂi%%e.fﬁéhw%@* ST EZ b AT
benzenesulfonamide; 2,4-Difluoro-N- [6-(4-fluo ro-benzyloxymethyl)
g A el e s D R
3-Chlgra-N-[6-(4-fluorg-bepzyloxymethyl)-pyridin-2-yl]-benzenesulfonamid
ST S  eeA Res  n a
benzeKB&MBHRRAHS
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-4-fluorg-3-trifluo
r d]f;(h et%%f%ﬁgpgﬁégﬁﬁghwﬁé%%tnﬁuc}/ropgropoxym%:/t yl)-pyndm-Z-yF} -
A-FlubraapfeRpes-benzyloxymethyl)-pyridin-2-ylj-3-trifluoromethyl-
benzenesulfonamide; WO 2006/037501 PCT/EP20051010372 17 4-Fl
uoro-N- B2 Aubr8usershexyREtRyREtaA-Bl  FoduemmsiSiiethy!-
benzeresuiforfmidede;
N-[6-(4-Fluoro-benzyloxyrnethyl)-pyridin-2-yl]-3-trifluoromethoxy-
ben ze};@ﬁj{:ﬁég@ﬁ}d@qthﬁ-hﬁ [6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-

15 benzenesulfonamide;

3-Chioro-N-[6-(2-cyclopropyi-ethoxymethyl)-pyridin-2-yl]-benzenesulfonamide;

N-[6-{2-Cyclopropyi-ethoxymethyl)-pyridin-2-yl}-3-trifiuoromethyl-
benzenesulfonamide;

N-[6-{2-Cyclopropyl-ethoxymethyl}-pyridin-2-yl]-4-fluoro-3-trifiuoromethyl-

20 benzenesulfonamide;

2,4-Dichloro-N-{6-{2-cyclopropyl-ethoxymethyl)-pyridin-2-yl|-6-methyl-
benzenesulfonamide;

2,4-Dichloro-5-methyl-N-[6-(2,2,2-triftuoro-ethoxymethyl)-pyridin-2-yl] -
benzenesulfonamide;

25  2-Chloro-N-[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-vl]-5-triftuoromethyl-
benzenesuifonamide;



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;

wdr s eymethyl-N- [6-(3,3,3-trifluoro-propoxymethyl) -pyridiz-2aboes/o10372
benzenesulfonamide; 10 18

2,4-Dichloro-6-methyl-N-[6-(3,3,3-trifluoro- propoxymethyl) pyr|d|n -2-yl]-
benzenesylio %rﬂ! e 5%)149 Mmetn)zpyridin:2-yl]
-3-trifluoromet 3/ ge {zecneosulfona%"n 2{%[55 Ioro }jnetﬁ - -

[6-(2, WA uoronaerfhoXymethyl) -pyridin-2-yl]- 15 benzenesulfonamide;

3- Ch| "t[énfz C Clozeh%eehq?-x m thyl)ylr])yl:lﬁllgrg-y-lriﬂuommethyi-

-benzen Ifonam
[6-(2-EX@F5H Uﬁ%a&ﬁﬁxymethyl) -pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide; N- [6-(2- C;é lopropyl-ethox methyl) pyridin-2- P/I

-2 AU S S SR S BB BHAS GitorkrHige: - trifluoromethy
2,4-DihrsresNipBaRigsyiclopropyl-ethoxymethyl)-pyridin-2-yl ]-6-methyl-
benzenesulfonamide; 2,4-Dichloro-5-methyl-N- [

6-(2, 2 A-tARENSrS: érﬁé)(ﬁﬁ*éﬂﬁ%}’wmrﬁ’%%ﬂ) mﬁz%ﬁeséhﬁdﬁmbe 25
2-ChlbrozN8x(@raidrifluoro-ethoxymethyl)-pyridin-2-yl]-5-trifiuoromethyl-
benzenesulfonamide; WO 2006/037501 PCT/EP2005/010372 18

2,4-Digtifofa-N- T slys-ehibroypetizyoxyiethpl-gyvidiner2oahyb-methyl-

benzerestonifimideddN-[6-(3-Chloro-benzyloxymethyl) pyndm -2-yl}-4-fl

uoro-3-trLfuoromethyl- benzenesulfonamide;
2,4-Dichloro-5-methyl-N-[5-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yi}-

benzenesulfonamide;

3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-{1,3'}bipyridinyi-6'-y1}-

benzenesulfonamide;

15 3-Chloro-2-methyl-N-(5-pyrrolidin-1-yl- p'y'rid'm-2-yi)-benzenesulfenamide;
3-Chloro-2-methyl-N-(3-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;
N-{5-Benzyl-pyridin-2-yl)-3-chloro-2-methyl-benzenesulfonamide;
3-Chioro-2-methyl-N-(5-phenethyi-pyridin-2-yl)-benzenesulfonamide;
3-Chloro-2-methyl-N-(6-methyl-5-phenethyl-pyridin-2-yl)-benzenesulfonamide;

20 3-Chloro-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;

3-Chloro-N-{5-][2-{4-methoxy-phenyl)-ethyl]-pyridin-2-yl}-2-methyi-

benzenesulfonamide;
25 3-Chloro-N-{5-{2-(3-fluoro-phenyl)-ethyl]-pyridin-2-yi}-2-methyl-benzenesulfonamide;

3-Chloro-2-methyl-N-{5-[2-(2-triftuoromethyl-phenyl)-ethyl]-pyridin-2-yl}-
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-
wbengenesgifonamide; N- [ 5-(2,2,2-Trifluoro-ethoxymethyl)- pyridi-devtos o372
-3-trifluoromethyl- 10 benzenesulfomamide; 2,4-Dichloro-5-methyl-N-
[5-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]- benzenesuifonamide;

3'Ch'§’—@il%}@1%fﬂ¥'-1'§‘-'(<a?lz éﬂ?ﬁ?—ﬁﬁéﬁ?ﬂygﬁ?ﬂzEtr[i&ir?’-liQjﬂyﬂgmxlﬂ%'é@éneszﬂfonamide;

benzenesulfonamide;
3-Ch'g@n%-mtm@awr@:@rﬁmﬁgm:Lz-[wrcﬂxrbq';@y%éflléﬂ%%ﬂs%&ﬂz?namide:
3-Chloro-2-methyl-N-(5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;

N- (5-Bengyd-pyigin-2ryb)- AahioreR:methvibenzenesylonamidssamide;
3-Chloro-2-methyl-N-(5-phenethyl-pyridin-2-yl)-benzenesulfonamide;

3-Chlgrgs & s0Re Byl Nr.(8: 008t vk R sphenet Rylpyid ins 2. -yh-henzenies

ul fonam ide; 20

3-Chlgropcmethyl-h(Sthiomerpholingdridmpyridinbenyd-henzenggelfonami
de; 2,4-Dichloro-N- t5- [ 2-(4-chloro-phenyl)-ethyl } -pyridin-2-yl }-6-methyl-

benzeneswianamide; 3-Gargiinbey) [Briddmethtxy-nbenyb:rethyulfonamide;
}-pyridin-2-yl}-2-methyl- benzenesulfonamide; 25

3-Chlprositi {23 fluor: pheshdiainybl-pirding-giim2-micbayldenronaside;
fonamide; 3-Chloro-2-methyl-N- (5- [

2-(2-tiftutsene thythghs rgh-etudpidyidihetwyl}-yedize e uifonarmd®WWDide;
20061037501 PCT/EP2005/010372 19 3-Chloro-N-{
5-[2-(a40ordphenyRtethyl] spizrigimSiyik imetHyirpodzehel ttonmesidinamide;
31&hlgnep-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-2-methyl-N-[5-(2-pyridin-2-yi-ethyl}-pyridin-2-yl]-benzenesulfonamide.

Examples of particularly preferred compounds of formula (I) are:

3-Chloro-N-(6~ethylnpyridin-2~yl)-IZ—methyi—benzenesuifonamide;

15 Biphenyl-4-sulfonic acid (6-propyl—15yridin-2-y§}«amide;
3-Chloro-2-methyl-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;
2,4-Dichloro-6-methyl-N-(6-propyl-pyridin-2-yi)-benzenesulfonamide;
5-Chioro-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-trifiuoromethyl-benzenesulfonamide;
3-Chloro-2-methyl-N-[6-(2-trifluoromethyl-phenyl)-pyridin-2-yl| -benzenesulfonamide;

2,5-Difluoro-N-[6-(4-fluoro-2-methyl- phenyl)-pyridin-2-yl} -benzenesulfonamide;



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;
wa4ohiskigro-N- (5- (2-chloro-phenoxy)-pyrid Ln- 2-yl ] PCT/EP2005/010372
-6-methyl-benzenesulfonamide; 20
2,4-Dichloro-N-[5-(4-fluoro-phenoxy)-pyridin-2-yl]-6-methyl-benzenesulfon

amide, 4%%!)950&2;@1%*9/&0'}5 @u@h‘}}‘E}Qﬂ?]ﬁ%ﬁmﬂ)ﬂ%ﬂg@?ﬁ%ﬂ' ]

-benzenesu fggamld 2.,4-Dichloro-6-met

£Nze

[5-(2-quinolin- -ylaef y|) pyrldln -2-yl] benzenesulfonamlde 10 and
3-Chloro- hyl-N 5 r|d|n 2 Ie hyl)-pyridin- 1 lfona
mide. ,‘_?é%é %}sfy of prér gular yzeﬁ% e H{Mg Yﬂ s of ’fh @fgﬁevﬁi rsamice

3-Chl I-pyridin- 2me ne quona
B|phegr)1)E/§%fsu tg% By %gé F—i%’lﬁ ri- _y %nr €I1Zenes onaim

3- Qh'QfQ@-m%W%'tﬁ g@N RylRY prg m%@ -benze @géﬂzgpgwg&mkde,

2,4-Dichloro-6-me propy yridin-2-yl)-be zenesulfonamlde

o Ch|g)l‘8§-&’q9 *ﬁh(%"%?ﬁ r§Hm%m4§ypggﬁ%upW@ rb’%}¥ %ﬁ@ég%nesukfonamide,

|-
3-Chloro-N-(6-isopropyl-pyridin-2-yl)-4-methyl-benzenesulfonamide; 20

N-(6-| pyidin2=M):3riflaromatyi-benagnesylionamideionamide;
3- Chlf%%Q%ihyl (l{il Cgc % tr%oroﬁfy%h%ﬁ?l )- py?félln 2-y1] oRemiEE

'benzgqungn g»@luoro benzyloxymethyl)-pyridin-2-yl]-benzenesulfonamide;
2,5-Difluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]

'benzﬁﬂﬁﬂﬁﬁﬁﬁmlgﬁéw&ym&%?ﬁm E—@l—]—l Egm%%aﬁygeﬁgnesdfonamide;
2,4-Dichloro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yll-6-methyl-

benzenesidfonamidesigorh prlBthlgitedmnpifvinBBH)-2-methyl-benzenesulfonamide;
zenesuifonylamino)-pyridin-2-yl] -N,N-diethyl-acetamide; 3-Chloro-N-

(6-hydroxysnetyspyddinorkrBanettyyrbenzehdspfohamide 2 Snethyl-
3-Chlgra:-N:(8ameihnxymethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
3-Chloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-2-methyl-benzenes

ulfonaﬂ'@ﬁ:‘ro-l\}—(S~methoxymethyl—tS-methyl-pyridin-2-yi)-Z-methyl—benzenestﬂfonamide;
3,4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-benzenesulfona

mide; N4(EJE'L‘HB%?Nﬂethyi-6—methyl—pyridin—2-yi)-3-triﬂuoromethylbenzenesdfonamide;
[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yll-benzenesulfonamide;

15 3-Chloro-N-(6-cyclopropyl-pyridin-2-yl}-2-methyl-benzenesulfonamide;
Naphthalene- 1-sulfonic acid (6-cyclopropyl-pyridin-2-yi)-amide;
4-Chloro-N-(6-cyclopropyl-pyridin-2-y1}-2,5-dimethyl-benzenesulfonamide;
N-(6-Cyclopropyl-pyridin-2-y})-3-trifluoromethyl-benzenesulfonamide;
N-{5-Cyclopropylmethoxymethyl-pyridin-2-yl)-3-trifluoromethyl-benzenesulfonamide;

20 4-Chloro-N-{5-ethoxymethyl-6-methyl-pyridin-2-yl}-3-trifluoromethyl-

benzenesulfonamide;

2,4-Dichloro-N-{5-cyclopropyimethoxymethyl- pyridin-2-yl})-6-methyl-
benzenesulfonamide;

N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl}-4-fluoro-3-triflucromethyl-
25 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

wdlfananide:  PCI/EP2005/010372
3-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yi)-2-methyl-
benzenesulfonamide;

3-Chl N- h th th th If
S S S ke i e
meth;ﬂﬁéﬁ%ﬁ@%‘&ﬁf@ﬁémlde 15

3-Chloro-N- (6 cyclopro yI pyrldln -2- yI) 2 me I-benzenesulfonamide;
Naphfliafeh¥ P aramc B ey TopapyREain- 2oyl Etaremethyl-

4-Chlbrets@lgyamptopyl-pyridin-2-yl)- 2 5 dlmethyl benzenesulfonamide;
N-(6-Cyclopropyl-pyridin-2-yl)-3-trifluoromethyl-benzenesulfonam ide;
N-{5-GybighiopyimetibRyaiethsiaipmmmelwl) pyridin- 2-y1]-6-methyl-
-3-trifluoremethyhdreidzenesulfonamide; 20
4-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenBsotfehaifitefl 2ode DiatridoryaNthyl)-pyridin-2-yl]-3-triffuoromethyl-
(5-cycleprepylmethengsmethyl-pyridin-2-yl)-6-methyl-
benzenesulfonamide; N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)
-4-fluotg3tiriflueremetiybcdbebetizenelo] torihid uWen2006/037501

P{eT/BEZONR(EIAAAR.21 2,4-Dichlo
ro-N-(5-cyclopropylmethoxymethyi-6-methyl-pyridin-2-yl)-6-methyl-

benzengsulfenamidanN-pierEycoipropmetoxmetiyktnetins gyridin-

2-yl)-3-trifluorom ethyl- benzenesulfonamide; 5
2,4-Dichignach-i(dificebepzyionyimeitp)piiddinb2pylidiroethyl-

benzenesilfonamides4-Fluuoro-N- [ 6-(4-fluoro-benzyloxymethyl)-pyridin-
2-yl ] -3-trifluoromethyl- benzenesuifonamide;

N-[6-(4-FisexRsenadaxymethyd):pyriditods ko isfiuetomethou=2-vl)-

15 benzenesulfonamide;

2,4-Dichloro-6-methyl-N-[6-(2,2,2-trifluoro-ethoxymethyl)-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-benzyloxymethyl)-pyridin-2-yl}-6-methyl-

benzenesulfonamide;

N-16-{4-Chloro-benzyloxymethyl}-pyridin-2-yi}-4-fluoro-3-trifluoromethyi-

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-{3-pyrrolidin- 1 -yl-pyridin-2-yl)-benzenesulfonamide;



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;

whdilightae-6-methyl-N- [6-(3,3,3-trifluoro-propoxymethyl) -pysigisrdvlioz 72
15 benzenesulfonamide; 2,4-Dichlorm-6-methyl-N- [ '
6-(2,2,2-trifluoro-ethoxymethy! )-pyridin-2-yl ] - benzenesulfonamide;
2,4-Dichlgro-N- [6:(2rcyclopropyl-ethoxymethvl)spyridin-2- -methyl-
benze%%lls%ﬁﬁ% ﬁaiﬁr?f(ﬁi{qggp%g&ogl; £ § g}%!ﬂ}é 2R¥f géﬂz@n@lﬂénamtc@,{

2’4‘DE@Q%%}J%i%ﬁ&ﬁbMﬂi‘?%@@%ﬁ%ﬂ%&%ﬂ@%@éﬂfﬁ@ethyl-

benzenesulforiamide; N- | 6-(4-Chlo ro-benzyloxymethyl )-pyridin-2-yl ]

-4-fluq re:3-triflL QUM - en _-;_L-A--_i ) Tnide;
PR e e e

benzenegulfonamige: 3-Grios2-methyN-(3.4oOrtptrabydrR: 2. mide;
1,3bipyridinyl-6'-yl)- benzenesulfonamide;

3-ghlerasZmethyt-N-(2-p)rerelidintbnyhpyHain - wirbengenesufonamide;
\WVO 2006/037501 PGT/EP2005/010372 22 3-Chloro-2-methyl-N-
(5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;

N-(S-BeRgyl-pyidins2ryhidchiaies2-meilyihenzengsuliganide;, J:CdMohamide;
ro-Z-EZét?)%%ol\%( -&zegﬁ%-pﬁene h>yl-gigi(‘%iﬁ-z-y%?k?gnzenesg)tillfonéerﬁide; mide

3-Chlg. Chigro-N-{5-[2-(4-fluoro-phenyl)-ethyl}-pyridin-2-yl}-2-methyl-benzenesuifonamide;
ro-2-methyl-N-(5-thiomorpholin-4-yl-pyridin-2-yi)-benzenesulfonamide; 5

2,4-DighipersN-(Rel87{4ech &mﬂﬁ?mzﬁﬁhﬂhmm&&mﬁs@;ma&hyl-
benzenesulfonamide; 3-Chloro-N- [ 5- [ 2-(3-fluoro-phenyl)-ethyll

-pyrid G- Remethylibenzrarseiionasmde | - 2-methyl-benzenesulfonamide;
3-Chloro-N-{5-{4-fluoro-phenoxy}-pyridin-2-yl]-2-methyl-benzenesulfonamide;
2,4-Dichloro-6-methyl-N-(5-phenoxy-pyridin-2-yl)-benzenesulforamide;
2,4-Dichloro-N-{5-(2-chloro-phenoxy)-pyridin-2-yl]-6-methy!-benzenesulfonamide; and
2,4-Dichloro-N- [53-(4-fluoro-phenoxy)-pyridin-2-yl}-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 II with sulfonyl chlorides under
various conditions that are known to persons skilled in the art. Exampies of such
conditions are — as indicated in Scheme 1 below — e.g. pyridine at elevated temperatures or



3-Chloro-N- 5- [ 2 -(4-fluoro-phenyl)-ethyl ] -pyridin-2-yl }
-2-methyl-benzenesulfonamide;
3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl)-benzenesulfonamide; 10

wor Selare-dy:[5-(2-chloro-phenoxy)-pyridin-2-yl]-2-methyl-benzenesulienssmni2
de; 3-Chloro-N- [ 5-(4-fluoro-phenmsy)-pyridin-2-yl ] '
-2-methyl-benzenesulfonamide;
2,4-Dichiorg-6:m @!':gyﬁéféaenﬁﬂpwépy;égemaZay'z-%ggzzsﬂﬁsa@'fgysmm:carbonate,
2,4-DICQ oro-N-%S- 2-chloro-ph ncpxyr)- I‘lldln.-Z- IJ}I6-ﬁl(ethyI-benzenesulfo
namid&&id 24" |’csr1°fé)‘l}1(5r-‘IHY(?rl & iEthyt amine or tae fike.
5-(4-f|é.lgl‘0- penoxy)-pyridin-2-yIJ-6-methyl-benzenesuIfonamide. 15
Proce$86< for the manufacture of compounds of formula | are an object of
the invention. The preparation of compounds of formula | of the present

invention may be carriech, Sukin seguentialrar convergent, symthetis f%;j

Synthe%% oRthe invention are showngint ihe followig Schemes.fThe @9
skills reg pcarrying out the RBACtoN %hd%riﬁb’ﬁﬁb’ﬁﬁ“me reSuNhySRs
products are known tejhwsespersons skilled in the art. The substituents 7
and indicestused in the following desckHptibhofthe processes have tHe

significance given ab8vECuA¥sMicated to the contrary. In general,

compounds of type | are readily accessible by sulfonﬁflﬁ;é%gsoél 2R o
appropriately substituted 2-amino-pyridines of formula 11 with sulfonyl

chiorides snder Yanouscondlions, Al ALednown R AR ANSAIGHIN, be further
the ar .%lfgrgn&es 0 suc% concmjons are - as indicated in Scheme 1 dium hvdrid

pelow USRS S BRATBREHREL A b ORTo By odiom hrdride
PCT/ERRODSANOIT? POBSTHE (AiBeraemsikoiifitdas v tAbprass it hpy THE or
base sutinabiotaddipmikehrbonete): seuiting carbomite 2sadivinhdiyid dele as methyl
triethylaminedon the dike, Sehemeachiic: OrRE RBAR bRid: Gl RErRER4e desired R°

Cs2CQR8.R&:X R2 R4 OO0 pMFO(r)

Appropriately substituted 2-amino-pyridines of formula 11 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 I 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 I1f via metal-catalysed (Pd or
Ni) cross-coupling reaction with corresponding organometallic reagent such as
heterocyciyl-, alkyl-, cydoalkyl or aryl-boron, -zink or -1in reagents using Suzuki-, Stille-

- 920 or Negishi-type coupling reactions (for literature: Suzuki, Chem. Rev., 1993, 95, 2475,
Stille, Angew. Chem. 1EE, 1986, 25, 508; Negishi, Ace. Chem. Res., 1982, 15, 340). The
corresponding organometallic reagents used are either commercially availabie, known in
the literature or were prepared according to standard procedures known in the art,
Compounds of formula Iic 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 CO, {dry ice) to give compounds of formula
V. Subsequent coupling with appropriate amines in the presence of a coupling reagent
such as benzotriazol- i -yloxytris(dimethylamino)phosphonium hexafluorophosphate



R1 NJ'NHz R1 N H S.RS R1 N "R5 pyridine, 60 R6 RI or la (R6=H) |
K2C03, THF, reflux X means CI, Br or f 5 Optionally, compounds of
formula la with R6 is H obtained in this way can be further substituted at
wtheossforsamide nitrogen by treatment with a base such as sodiarz005/010372
hydride, cesium carbonate, potassidm carbonate or the like in a solvent
such as DMF or THF or similar followed by alkylation of the resulting
anion wdik an alkyh halidg @ymmmomwmpmg& BEPAYLcted with
bromltdn t?grthgcelr kce ag}]dquerg quc%%ggng?§ fé? gﬁg Eﬁg 1 UbStltcl)Juenn 5 of formula
Appropr |ate?y suf)stltutecf 2amino- pyridi formula IT &re either
commercially available, are known in the literature or can be made in
analo%)éto literature procedures from known starting materials. General
approdchiBé that have been used for the synthesis of various
aminopyridines oésgeneral formula Il in the course of thlggnventlon are
outlined 1§:§Qelo Aminopyridines of formula Ilkait R " isalkyl,
cycloalkyl, aryugm‘/hg’terocyglyl gan pe nﬁéﬂé&ccordl%to cheme 2 from
compounds @ g\mulgqll via metal-catalysed (Pd er“NiNér ssscoupling
reaction with co;[espondlng organometallic reagent sugh as heterocyclyl-,
alkyl-, cycloalkyl or aryl-boron, -zink or -tin reagents. %Wgy{?\?whwﬁ%ugocycm
20 or Negishi-typetcmupling reactions (for literature: Suzuki, Chem. R
1995, 95, 2475 StlewpreeVenEherm.AEE, 1986, 25, 508; Negishi, Acc
Chem. Res., 1982, 15, 340). The corresponding organometallic reagents
used are elther commercially available, known in the literature or were

prepared accorﬂmg to standard procedures known in the art. mpound
of formulag} ﬂ;g,—%f 'M
(gglv@

25 scheme 2 J compo nds \V-2efiteive lithiation wi
compounds of demt‘ﬂa V. Subsequent coupling with appropriéte a

lithium diiseprogia (LDA) imAFHF, addition of ¢©2 (dry idk) t

in the presence of a coupling reagent ,N H
Ab
Coupling
R2

NN R4 ><

BRa ! > Depmiectlon

N N™ TN,
Rb fie
5 (Ra)(RbIN- means amino as defined before

Compounds of formula I1d with Ri= alkoxycarbonylmethyl can be prepared according to
scheme 3 from protected 2-amino-6-methyl pyridines of formula VI by selective lithiation
with for example with LDA, subsequent addition of CO; followed by standard
esterification reactions, for exampie 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.



such as benzotriazol-I-yloxytris(dimethylamino)phosphonium

hexafluorophosphate WO 2006/037501 PCT/EP2005/010372 24 (BOP)

in acetonitrile gives compounds of formula VI, which are then de-protected
woittoatifhisoro-acetic acid in a solvent such as methylene chlptideseoogsvwass 72

compounds of formula llc. Schema&® R3 R2 R4 Pd or Ni :x5z + Rt-M

---,(r) X NNH2 Il lib RI: alkyl, cycloalkyl, aryl, heterocyclyl X=1, Br, CI M =

B(OH)Z. %@B%gtﬂ I?Jr%u?aﬁI&zt@%B?alﬁZcﬁéo%e%ﬂpc\a{l TddBRiE08%: 05 Wi via

N N"~ EHQNN I|n
OR2 qA‘G ‘B]eprotec X'Rl(ép@—'! SequRIt ﬁ@c > 9,1 E%n\ﬂ’?—io%”ate alkyl
(Ra)(f-'éH égﬁglﬁﬁ%%g?dgﬁﬁ ]ﬁe Fé'nat“’f-' ¥ Compounds of formula Iic-d can

be prepared from compounds of formula V111, obtained from Ib via lithiation with LDA
5 and COyaddition, By standard esterification or amide formation reactions known in the
art. Next higher homologues of above described amines of formula I1, such as
aminocarbonyl ethyl as R! 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 Ri.

10  Scheme 3
R3
R3 i) LDA, CO, oh? oS R4
iy RaOH, 80CI
R2 NPT ii) 2 Ra““o Ny
| S]/ z
- i
N7 ~ lid
il ?El\ , , T
i} Buli, RaCN R N R4
ii) acidic work-up » !
oS P
Ra N7 TNH,
ile
Ra= alky!
R2 R4 .
| 7 Q.0 paco N -
2, S —— | P g T Compounds
N r\Ee R5 HO N NTUNRE of formuia §
H |
Ib . Vil

Compounds of formula IIf with R1 is alkoxymethyl, heterocyclylalkoxymethyl,
cycloalkylalkoxyalkyl, arylalkoxymethyl, aryloymethyl, haioalkoxymethyl and the like can
be prepared according to scheme 4 starting from compounds of formula IX. Accordingly,

16 de-protonation of IX with NaH in THF 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 11
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 THF as solvent.



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,
weulsgarent addition of CO2 followed by standard esterificationmeastions 2

for example with an alkohol as solv&nt in the presence of thionyl 10

chloride or with an alcohol in a suitable solvent in the presence of acid, or

by apg &14 gu%dggm%'mﬂu %gﬁpmméa%m@ﬁ @99&%&%&%&4%@%@@%
remo Of Bf}le st g?}etla)(‘{s li gﬁ \ergti%f:tmr%tgrou W}.ngn Tihéﬁlcﬁé%%%%?enpared from X1

conditions Are a ve compounds o

2006RRIPSCFE PO TRIROORIBA0E7 3755 ééfﬁﬁ&ﬁﬁa%%rmi& RESSRAGS REKHCO:
is alkyddasbony nistiarkictinoe viralhetfonm\eHide Hitiston hitlsan subsequently
Nsbubydlithitire{Bdikd gisubsenuentriaction salittnan applepbiatenatiyl nitritenext
and ap.acidiswaskaiiovirlehle sAliermatively. carapeundseifarmuaar,

llc-d can be prepared from compounds of formula VIII, obtained from Ib

via lithiatign with LDA 5 and CO2 addition, by standard esterification or

amide formation reactions known in the art. Next higher homologues of

above describ&e amines of formula 1, sgch%fs ggninocarbonyl et%xl a ERIFM

and the lilké; reparedafrmm |nterm iatés descdbod thsssché e

2,3 via ho rﬁﬁtlonswimovgnol ia Arndt NH,
ith) €

synthesis startin mpounds of formyla \f‘t ive analogues W|th
aminocarbonyl elhyl as RI. 10 Scheme 3 R3 R3 i) LDA, COZ OR2 \ K4
R2 R4 ii) RaOH, 38CI2 RarlAc® M NH2 N NS lid R3 VIl i) Bu Li, RaCN
R2 R4 Nzz ii) ah%idic work-upORa N NHZ  gs

R3
R4
R2 R4 Rao~N S Mo aquaous base R -4
=0 RaRbNH el Ra
1 2 N P e N l P
[ -
¢ NT N Ao NT N Rb” N7 ONH,
H Xii

X g

R means e.g. alkyt, haloalky!, heterocylclylalkyl or arylatky! ‘
{Ra}(Rb)N- means amino as defined before

Compounds of formula IIh with R2 is cycloalkyloxymethyl, alkoxymethyl,

10 arylalkoxymethyl, haloalkoxymethyl can be prepared according to scheme 5 from
compounds of formula XI1T via halogen lithium exchange with BuLi, reaction with DMF
to give XIV, followed by NaBH, 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 thionyi chloride. Again, all intermediates can be used as
already discussed above to make the next higher homologues.

Scheme 5



lle Ra=alkyl R3 R3 R2 % (r) O LDA, C02 ORZ O Compounds N N SRS
HO N NJS'RS of formula | H H Ib VIII Compounds of formula IIf with Rl is
alkoxymethyl, heterocyclylalkoxymethyl, cycloalkylalkoxyalkyl,

way viaepowgnethyl, aryloymethyl, haloalkoxymethyl and the lilke-c@ap:doe/e1a372
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

. ) R3 q . P O

gives rige tg compound of formula X.[Upg hxgroly&s 'with a bagé sih
as aqueols OH at mievated t&m .@ reccompournés, of fo%i@q
are obaired"The oxymethyl analggties a ared from X.via. =~
Mitsunobu seaction.’ Alternatively, intermedidtes of formula X can be _H
obtained from Xl via reaction with an 20 appropriate alcohol ROH in the
presence of a base such as NaH and in THE as sol#&rft WO | soci,
2006/037591 RCT/EP2005/0103%2 26,Compounds offormula Xl are "
obtained foim k& reaction with thio \I ghloride, Comg%unds H‘foFi?nuF!?
llg with RI= aininbmethyisgie e like] call bejprepared FOMTXI upgfi~y ™o
reaction with ai apfkopriate amin&in a@gne solvent, in th
of KHCO3 agtbase and with catalytic aggpunts of potassium iodide xt@
give Xll that can subsequently 5 be deprotected to give fig. Intermeditates
of scheme 4 can also be converted to the next higher homologues as
mentioned: alyeves artkhasdqatwavessieiedors askitled in the art. Scheme 4
R3 R3 R3*TT¥'R? PR40 NaH, RX "I R4 0 aqueous base R2 R4

]

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-nitrepyridine of formula XVIIL is treated with
5 anappropriate 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 iike in a suitable soivent such as DMF,
DMSO, THF 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{I1)Cl; in the presence of an acid such as
HC, HBr or the like to give the desired 2-aminopyridines Ili that can be treated in
subsequent reaction steps as outlined in Scheme 1 1o give sulfonamides of formula la

and/or L.

Scheme 6



HOIDMFOi--"O~"NNR'NHR~NNH, HIXXOf SOCI2 NaH, ROH
THE 3 R3 R3 R2 R40 RaRbNH Nat ' i R40 aqueous base Ra2 R4 -+- '
CINN-I/Rb"'N HRb'NNNHzZ H7IXiXll I'g Rmeans e.g. alkyl,

wiaalaalkytstheterocylclylalkyl or arylalkyl (Ra)(Rb)N- means aggif@msas/io10372
defined before Compounds of formesa Ilh with R2 is cycloalicyloxymethyl,

alkoxymethyl, 10 arylalkoxymethyl, haloalkoxymethyl can be prepared
according to scheme 5 from compounds of formula X} da halogen
lithium exc én with BuLi, reaction Wlt% to give XIV, followedray

NaBH4 to yield Xv. Fifittiofta
out in analogita the Teaction Sequen sequence

Vactiofs'dle tN
ssed abovereither

reactlng X w@w appropriate alkyl halogenlds |$¢I§|’e presence 6&f Nai*H toNH:

give compgunds of 15 formula XVI, or from(XVI

via reaction with RO}

and with NaH. XVII can be obtained from XV via treatment with thlonyl
chloride. A%aln all intermediates capbs as already discussed

above to°

k&'the next hiffhar hoiia

gues” Sciém@EWOOARA0ar501

PCT/EP2005/010372 27 R3 101 R3 OH R3 X R4 R4

10

R' means a.¢. haiogen, alkvl, aminc or haloalkyl

2-Aminopyridines of type IIj 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-
amino-5-halo-pyridine of formula XX is subjected to a Heck-type reaction in the presence
of an appropriately substituted styrene or vinyl-(heterojaromate under conditions that are
known in the literature (see e.g. Heck et al,, J. Am. Chem. Soc. 1968, 90, 5518) to farnish
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,
Pt or the like to give the desired 2-aminopyridines [ij that can be used in subsequent
reaction steps as outlined in Scheme 1 to give compounds of formula la and/or [.

Scheme 7:
83 Heck R3
FReaction
* = Rd act {Hetero)Aryl & e R4
E . * (Hetero)amyl ™ X * |
o
AL R1™ NT NH,
XX XX
X =t Br, Ci (£} and {Z)
e.q. R3
H/Pd/C {Hatero)Aryt ST
] e

R17 N7 NH
i



0 Buhl, DMF H NaBH, 140 Rt NN RI~N'H 7~ Rt N H XIII XiV lll ~ 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 fH Illh XVI XVII R means e.g. alkyl,
whnteallsytseycloalkylalkyl or arylalkyl X means ClI, Sr or | 2-AgincRyecinges
of type Ili in which R2 is represente@by a nucleophile Nu that is defined
as outlined in Scheme 6 - e.g. a phenol or an amine - can be made in the
folowing k&8 SeerRralel PSS o BRI A URBMIING Ol ormua
formula XVIII'is treated ith 5 an appr nate nuclephile - e.g. a p or
an anffiEPGFiHe like - in the presence of a base such as sodium hydrlde,
potassium carbonate or the like in a suitable solvent such as DMF,
DMS®), FHE 8PS IRPAL IR 58I ES PARYIAG from O C to 200 C to give
nitropyridine XIX. The nitro group present in compound XIX can be
reduced using standard reduction conditi such as catalytic
hydrogenation in the presence of a §td tadyst such as Pd, 10 Pt or
the like or alternative conditions such asSnd)CI2 in the presence of an
acid such as HCI, HBr or the like tofjive thle d&%iteed 2-aminopyridines lii
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
5 in the presence of a compeund according to formula

Q0

c-SRs

in order to obtain a compound of the formula

=3 R4
5.

R17 N NRS
H

and optionally

10 b) further reaction in the presence of a compound of the formula RE-X in order to obtain a

compound of the formula



28 R3 R3 HIPWC or X'R4 base Nu R4 Sn(ClZ), HCI Nu R4 + Nu-H Si

NN=ORINN=0--~~11_R1INNH2 00 xvill xix Il; X=1, Br, C1, F Nu

= R’ or piperldyl, pyrrolidyl, morpholinyl or thiomorphofinyl R' means e.g.
whapdegenyelkyl, amino or haloalkyl 2-Aminopyridines of type Bida/xinkRez72

is represented by a (hetero)aryl-eth$# side chain as shown in Scheme 7

are made in the following way: An appropriately substituted 2 5

aming:halgenyraine LOMIUIA XX I5, SUbIGad 10 CECkIRS 95PN e

in the Eresence of an approp rlate Yy Su bstitute yrene or

vinyl-tRtefeydithiate P RS AROT h o EORAT T e i ssence of s
(see bagg Hddcks etzabotdssAm. cOhen eSO U 68,,90216508) 10 fudnidhor triethyl
intermggiateXxX Lo deuble bendibat is: presentiniysemate iadoaaiin hydride,

O%t'ona”mar{)%%&%e O&aﬁngnca%ugaa a-%em Qf?ﬁuﬂgrhifﬁﬁod%@e@&%mples

with various cata ys’c such as P t or the f to give the desired
2-amMGBYRAHTSS THEHRaresn Bwéae% ift &ifiseed a%?.o%&faglgig

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 xxI X
=1, Br, CI (E) and (2)

réferred mtermedlates are:

6-1sopropyl-pyridin-2-ylamine;

10 6-(2-Chloro-phenyl)-pyridin-2-ylamine;
6-{2,4—Diﬂuoro—phenyi)~pyridin-2—yiamine;
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)-pytidin-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-Fluore-2-methyl-phenyl)-pyridin-2-ylamine;

20 [2,3'1Bipyridinyl-6-ylamine;
6-Ethylsulfanyl-pyridin-2-ylamine;
1-(6-Amino-pyridin-2-yl)-pentan-2-one;
(6-Amino-pyridin-Z2-yi)-acetic acid methyl ester;
2-(6-Amino-pyridin-2-yl)-N,N-diethyl-acetamide;

25  2-{6-Amino-3-methyl-pyridin-2-yl)-N,N-diethyl-acetamide;
6-Cyclopropylmethoxymethyl-pyridin-2-ylamine;
6-(4-Fluoro-benzyloxymethyl)-pyridin-2-ylamine;
6-{4-Trifluoromethyl-phenoxymethyl)-pyridin-2-ylamine;
5-Cyclopropyimethoxymethyl-pyridin-2-ylamine;

30 5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-ylamine;
5-Methoxymethyl-6-methyl-pyridin-2-ylamine;
5-(4-Fluoro-benzyloxymethyl)-6~-methyl-pyridin-2-ylamine;
5-Ethoxymethyl-6-methyl-pyridin-2-ylamine;



e.g. R3 Hz/Pd/C (Hetero)Aryi.,, R4 R1 N NH2 Ilj WO 2006/037501
PCT/EP2005/010372 29 Preferred is the process for the preparation of a
compound according to formula | comprising a) reaction of a compound
weacspingdo formula R3 R2R4 R1 N NH2 11 5 in the presencergéade1o372
compound according to formula 0BGI'S%RS5 in order to obtain a
compound of the formulaR3 R2)C,R4 0,0 RINNR5 H laand

0DtiOQ_zl%é%ﬁ)ﬁ%q%ﬁgg%m&% %[yig%pﬁg]%a compound of the

formul

10

15

20

25

30

er to obtain
6-Cyclopropyl-pyridin-2-ylamine;

5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-ylamine;

mpound of the formula R3 RZ R

6-{3-Fluoro-benzyloxymethyl)-pyridin-2-ylamine;
6-(3,3,3-Trifluoro-propoxymethyl}-pyridin-2-ylamineg;
6-12,2,2-Trifluoro-ethoxymethyl)-pyridin-2-ylamine;
6-(2-Cyclopropyl-ethoxymethyl)-pyridin-2-ylamine;
6-(3-Chloro-benzyloxymethyl)-pyridin-2-ylaming
6-{4-Chloro-benzyloxymethyl)-pyridin-2-ylamine;
5-{2,2,2-Trifluoro-ethoxymethy!}-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.

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 11beta-hydroxysteroid dehydrogenasel
(11bHSD1).

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 2 compound
of the formula I as described above for the preparation of medicaments for the treatment

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 IL

A further object of the present invention comprises a compound according to
formula [ as described above, when manufactured according to any one of the described

processes.



R N NR5 Rs WO 2006/037501 PCT/EP2005/010372 30 wherein R' to R6
are defined as before and Xis ClI, Br or I. Particularly preferred is the
above reaction a) in the presence of pyridine or THE and particularly in

wiheapeseinge of a base such ase.g. potassium carbonate, s@diFroos/010372
carbonate, sodium hydride or trieth$4 amine. Particularly preferred is the
above reaction b) in the presence of sodium hydride, 5 cesium carbonate,
potassiuny carhpnale: pasicrlatyJR aPMEemoJk&Etﬁg%f@m&@@E%ﬁyl%s of
compoynds %ﬁcord'e%%téocfgé?&"? 59}%@%&9% Xﬂ'oéjrkges%”d e
bromide S BrarsH et hiermediates are. 6 sotpropy : yrlcﬂn-ﬁ‘iy amine; f8
6-(2-@%@%%%%}55%&@ zfggféwﬁ g@ountofa compound of formula I as described
6-(2,4ebifluoro-phenyl)-pyridin-2-ylamine;
6-(3-Fluoro-phenyl)-pyridin-2-ylamine;
642, 3-Diflparaphenybrpyridin: 2ayrtamhiioethe treatment and prophylaxis of diabetes Type
6'(2’%QJHQP£%_€RQ§ WQ@Q%E@MA%@%{} IHective amount of 2 compound according
6-(3-C}}quol;§>h[enyl -pyridin-2-ylamine;
6-(2-It—‘:|u%‘rr8-pahegﬁyci fspyrf3 |ﬁ-§‘fylamine;
6-(2-Trifluoromethyl-phenyl)-pyridin-2-ylamine;
6-(2-Methoxy-phenyl)-pyridin-2-ylamine;

6-(4-Fluoro-2-methyl-phenyl)-pyridigéz-%@r&igﬁrezso
y -

[2,3")Bipyridinyl-6-ylamine; 6-Ethyl -2-ylamine;
1-(6-Amino-pyridin-2-yl)-pentan-2-ane; . (6-Amino-pyridin-2-yl)-acetic acid
rﬁ%th%@ﬁéﬁ’? eipr(eé%%/‘ugngoq%ﬁ/‘ﬁ NS5 N-diethyl-acetamide: 25
2-(6-Arrg1|no-3-methyl,-per% %-u%ﬁw-”bl;lt-gﬁgyl-acetamlde'

e cDNA encoding t 1 protein was cloned into the expression
vector pcDNA3 (Stratagene). This construct (for details see Alex Odermatt et al.; 7 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 Graharm, 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 1 volume of cell suspension in

PBS 2 volumes of ice-cold lysis buffer (56mM Tris; pH7.5; imM 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; 4°C}. The microsomal fraction was collected by
2 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 resuiting 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 ! 1beta-HSD1:

The same construct used for transient expression of human 11beta-HSD1 was also used to
establish cell lines stably expressing the protein. Briefly, (HEK293) cells were transfected
with 11beta-HSD1 construct using the lipofectamine reagent {(Gibco BRL) according to

30 the manufacturer’s instruction. Two days after transfection, geneticin selection (0.8



6- Cyclopropylmethoxymethyl-pyridin - 2-ylamine; 6-
(4-Fluoro-benzyloxymethyl)-pyridin-2-ylamine; 6-(4-Trifl
uoromethyl-phenoxymethyl)-pyridin-2-ylamine; 5-Cyclopropylmetho
wXymelaylspyrid i n -2 -ylamine; 30 PCT/EP2005/010372
5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-ylamine; 5 - Meth oxym
ethyl-6-methyl-pyrid in - 2 -ylamine; 5-(4-Fluoro-benzyloxymethyl)

-6- m%@di{ﬁ 5'915‘1@3%@m@?eveﬁiﬁmg%y&%m%@ém%g%k Méd .&'Tezwas further used
02 06/031\ 01 PCT/EP2005/010372 31 6-

-ylamj

[(MetgﬁIPﬂ?SBy?Oaﬁq H AT B ridin-2-ylamine; 6- Cyclo p ropyl-pyrid
in-2-ylamine; 5-(2-FI uoro-ethoxymethyl)-6-methyl-pyridin-2-ylamine; 6-
(3- Fl u o ro- be nzylo xym ethyl) - pyrid in- 2-yiam in e; 5
6-(3,3,3-Trifluoro-propoxymethyl)-pyridin-2-ylamine; 6-(2,2;

2- Tnf‘l\ﬂﬁl‘&c"é‘ﬁ?&?%ethyl) -pyridin-2-ylamine; 6-

(2-Cyclopropyl- ethoxymethy ridin-2-ylamine;
6-{3-HisteBEnglexgrism %érr%lfﬁh? {ﬂ&ﬁfﬁﬂ%ﬁ' BRACHEBRIHRKymD L (for
ethyl)lepyisdire- @Mamﬁqee fQubated in assay buffer (100 mM NaCl; imM EDTA; 1mM

5-(2, 227 Riiflugroathnxysoethyl)spydein 8- yamine; pH 7.4; Cortisone 50-200nM and
3.4, 51@@&@&%% %}‘i{ne]r %xtlpkmfﬂgm)éloﬁc@g@ml&% of test substances. After 60 min. of
yl-5-pheneth

6-Meth yridin-2-ylamine 5-Phen ridin-2-y
i5 Th&CORTBBLHAY ?%?ﬁf&ﬂ& ‘I"”cfesé?ﬁfﬁgg’é%%\%‘$ 46 5@/ RErap %% H?m of
a@tlvéh%maﬁcéﬁiéf@#ahh@ﬁbb?}@ctTé?Ftﬁéqw‘e‘?ﬁ@WNé@Taﬁ%?ﬂé%ﬁ@ﬁ assay was
the preenitBeniipR ate compeaunls asdrblibediabhovastdr therisol-detection kit
prepq@@&%&@m&&%%ﬁrlm RFQ@WJ?Q‘@&J‘%E'?%@H%@WW%??Q@SO values,
which arg}r\cause de isorders sso%lated WIfIh trktle nzyme I duced.
Ibetaer%] 6%%({%1?8 %ﬁ%rogena Uuctlon oI cOortisol wi 0 reduce
In this test preferred compounds as described above have IC50 values below 1000 nM;
15 more preferred compounds have IC50 values below 100 nM. Most preferred compounds

have IC30 values below 10nM.

Cellular Assay

To measure the effect of inhibitors in intact cells HEK293 cells stably expressing human
20 tlbeta-HSD1 (see above) were cultivated in 96 well plates in DMEM. First inhibitors and
&0 min later Cortisone was added to the cells. After 60 min of incubation at 37°C 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 tabie:



20 (IIbHSDI). Likewise an object of the invention are pharmaceutical
‘compositions comprising a compound of the formula | as described above
and a therapeutically inert carrier. A further preferred embodiment of the
whreseRkyention is the use of a compound of the formula bas gessithres7>
above for the preparation of medicaments for the treatment 25 and
prophylaxis of diabetes, obesity, eating disorders, dyslipidemiae and
hypertension. Rarticularly preferred-is-the J.se_oi_a;gl‘:npgémd_ax_c.atdmg_m.
formula | as described ZBEVR¥ST the preparation of ediCaRERE for the
treatment and prophylaxis of diabetes Type Il. A further gbject of the
present invention comprises a compound according to égsfHHWIa | as
described abave, . when manufactured arrnrding ta any ane aof the
described processes. W& B08037501 PCT/EP2005/010372 32 Also an
object of the invention is a method for the treatment and prophylaxis of |
diabetes, obesity, eatin%*ﬂ%@?d@iss, dyslipidemiae and hypeftension, which
method comprises-admintstering-an-effective-amotnt-of-a-compound-of
formula | as described above. 5 Particularly preferred is a method for the

treat_%%%%@ﬁ'd? £ Bg%%éﬁ 950@%%%& 5-!)_ YRG! 'bé%*&%d@%m, §90P g&%ﬁo unds

administering an effective amount of a com ound according to formLLla] I
as de¥¥iBed KBV RESHY YRR AT T anS R e tpre sibif AgPelow 10
partiat RuFifisationitd o <R ckacedimgutirg hmiamgtibgtastdSD1 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 HEK29F relsniAda s nlisvaetla CRRb-(hbif heesarbechin 45tahatie,sktkand esters
Smiley,nde RUSIEH: AR Mces N3IMRR 1947 ph iSRG IROSEGIRIING n 48 ke

after transfection cells were washed . . . . ‘
pﬁarmaceuticaf preparatgons can be administered internally, such as orally (e.g. in the

form of tablets, coated tablets, dragées, 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 | 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, dragées 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, dragées and hard gelatin capsules.

Suitable adjuvants for soft gelatin éapsules, 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,

glvcerol, vegetable oils, etc.



twice with ice-cold PBS (Phsophate buffered Saline). To | 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
wBalgdaamogenization (20 strokes). The resulting homogepatemwass/o10372
sonicated wit a tip sonicator (10% @&tput; 2 x 30 sec.) and cleared by a 20
low speed centrifugation (210min x 9000g; 4C). The microsomal fraction
was coIIe%ted lﬁ/a S §Sed ) Igguhgaqgc%g (eGO mén X OOO Q&F %g is,
resulting pel‘ ? resus en o?ln storage bitter §Dnm AS p )
mM E‘WFAf%@%%1§f8é?@0‘%diﬂ’fé‘f8}énﬁﬁugatlon was repeated. The
resulting pellet containing the microsomal fraction was again taken up into

storage bUffEEisH B FIGEE /P RePHUZEPNTIY GG RIRIGEH TR Lgdtpiizers,
GeneratianyohstabiegcaldinessexprégsingvktbetaghtSDdn Théesameeteners,
C%nST{&&GMA%@%R%&&F@J‘%&%@?&&@E%@'Q{I Siopantdhetatds M. was alsts or

used to . establis ceII Ilne stab essing the prot ri
b 5.
(HEKﬁgﬁ’Fé svsrerg frans?ec e Lgvﬁﬁjl?beta%j Iuélg?w trvuc%auIs%/rglLé ?ﬁaen o

I|pofectam[|ne rea ent &Gf_‘b 0 BRL). acgnordln to 30 t?g ma % ers

nventl CLLaAs OF 1051
Instruction n-ﬁWO ays a ter trans? C ?on geneticin se éCtIOﬂ

2006/0378e e ReiREDRBI0BS 72 %??fﬁ@fﬁﬁl)%ﬁ?ﬁhfﬂé%&&%%@%%?f
stabla ciones wéireisolatetkeQee dibreswes: flrther arseghrforlarly eating disorders

PhArmasolagic: Q@J@gw&%%wemﬁﬁmerﬁmy& Misrgsemes to the
SOl AT) EK?e%éegte'lﬁya RIS S RLe SO URAIBR R (o

detailS'See a were incubated in assay b 1 O mM NaCl; 1mM

EDTNdWWF@T%daimsﬂﬁﬁ@fla%@ %m%ﬁ&%@%%kﬁ% egﬁh‘vpiffmbly
Cortistet 50-2Q0n ¥ neg ek KADPH gV gbthe BYlithedifferensen), divided into
concentations ofitrstisuhdarsamibfitan Gonen iafclaeihationakdEGribants,

2922y sk BOPRESL Yo 49,80 U ARSDLAREIIOR TN co e

arbenoxolone he amount of Cortisol produced in this
assafW%féieéI@i}é?ﬂﬁm%’d ﬁ‘é"ﬁ’@tﬁ E%Wffé?%‘?ally available, ELISA-based
Cortisol-detection kit (Distributed by Assay Design, lnc) rm]bltors ere
ch aractenzéialw\tﬁgf%nléﬁ%g‘ﬁgéeremaﬁer by Examples, which have no miting

character. Examples 1 to 5, 8, 11 to 14, 16 and 17 are included for preparation purpose and

are pot covered by claim 1.

20

Examnples

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

95 hours. After concentration in vacuo the residue was taken up in EtOAc, the solution
washed withl N aqueous HCI, saturated brine then dried over sodium sulphate and
concentrated in vacua, 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'): 267.2 ({M-H]}.

30



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

wielow 08 nM. Most preferred compounds have IC50 values:balewokandd7:
Cellular Assay To measure the effe®t of inhibitors in intact cells HEK293
cells stably expressing human 20 1 Ibeta-HSDI (see above) were

cultivated, in. 96 wen@J@gge@,@%g%?g@-mm@s%m@%mmi@ter

Cortisone was added to the cel min of incubation at 37C in a
5% (B2 mtmosphembpartditesiredivmawas idmoviedramaithiet-pyridin-2-

conversionftam CAris0Re:ta-LIFHSINARIMEASHISH JRINAR (EST'): 292.0
commercially available ELISA kit (Distributed by Assay Design, Inc.). 25
e gt

Results obtained in the microsome assay using representative
campounds of the invention as the test compounds are shown in the
foﬁowing table: WO 2006/037501 PCT/EP2005/010372 34 Compound h

11-befa: HSP1 'CSR-QQMQ-A%MWP%&@QQSL@&Q}W- ﬂ&@zﬁ&%&%@é‘”ds

as described above have ICso values below 1000 nM; preferre
compObinds: ey ed Chd:allieszhatow 4 08mivie Vibre: prefetrdcbpidnpophaisine and
have IGaQ.alueshelaw@nMudinese fesuitshavehess-obioed by ),

using the foregoing test. 5 The compounds of formula | 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 gdministered interpally, such as orall
&%. o {?é?m of %a' efs? % %%ﬁa%?gs?%gé%@ﬁardy &gﬁ "5 esgaé'ﬁ% mll}ﬁde

Capsu}%ss'nﬁgtlel’g!a W gbr?alilxlx%lc?{;lsanalogy to exarmple 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 (ES['): 295.1 ([M-H}').

15 Example 5: Biphenyi-4-sulfonic acid {6-methyl-pyridin-2-yl)-amide

This materia! was obtained in analogy to example 1 from 6-meth}-fl—pyridin-z-ylamine
(G.108¢g) and bipheny!-4-sulfonyl chloride (0.278 g) as an off-white crystalline solid (0.157
g). MS {(ESI'): 323.2 ({M-H]).

20  Example6: 3-Chloro-N-(6-ethyl-pyridin-2-y1}-2-methyl-benzenesulfonamide

This material was obtained in analogy to example 1 from 6-ethyl-pyridin-2-ylamine (0.25
g) and 3-chioro-2-methyl-benzenesulfonyt chloride {0.5 g) as a white solid (0.13 gj. MS
(ESI): 309.1 ([M-H]}.

25 Example 7: Biphenyl-4-sulfonic acid (6-ethyl-pyridin-2-yl}-amide



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
wihegfermedinjection solutions). The compounds of formula lrendeteisaio372

pharmaceutically acceptable salts &id esters can be processed with

pharmaceutically inert, inorganic or organic adjuvants for the 15

Ero‘zlfﬁ%l?ﬁk&E&@fi&%&sﬁb%%kﬂqn@{?iﬁa@ﬁm&%%%’%ﬁ%%%‘%t}ﬂ&%@Ht?éme (0.25
actose, corn, star erivatives thereo c,, Stearic acid or a N
o, B o e A SR e AR Yo S G A B NSt
“hard &%ﬁétf%‘&ﬁshles. 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, poJyols, saccharose, invert sugar, )
glficoSEBRE Guitable ARATTRS Jﬁ,@g GRS S RSFERSTHIEamide

water, alcohols, polyaqls, glycerol, vegetable oils, etc. WO, 2006/037501
BT BB 0 P AP B T R o S o A g Tamine (0.2
examlehBRITENGr HaigeHaR Biige (WAK8s2ratclanrishifal of fghia (ES): 278.9
polyolslett. 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 kmalss: contabipbamvbtharierdrapié iy nvEsie Subssites. In
accordance with the invention the compounds of formula | and their ‘
pharriaientiesn) e cEBarld S8 IP B T P ThE PIIIIEIE gfamine (0.2
treatrgkmtdoivthyitissdémibvbenddd P diSaa seen diftditssosh&l idiare BridSl ):
particsdarly 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

15  Example 1¢: 3-Chloro-2-methyvl-N-(6-propyl-pyridin-2-yl}-benzenesulfonamide

This material was obtained in analogy to example | from é-propyl-pyridin-2-ylamine (0.2
g)and 3-chloro-2methyl-benzenesulfonyl chioride {0.386 g} as a white solid (0.34 g). MS
(ESI'): 323.2 (IM-H]").

20 Example 11: 3-Chloro-N-(4,6-dimethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide

This material was obtained in aﬁalogy to example 1 from 4,6-dimethyl-pyridin-2-ylamine
and 3-chloro-2methyl-benzenesulfonyl chloride as a light yeliow solid. MS (ESI'): 309.1
{IM-H]").

25 Example 12: Biphenyl-4-sulfonic acid {4,6-dimethyl-pyridin-2-yl)-amide

This material was obtained in analogy to exampile 1 from 4,6-dimethyl-pytidin-2-ylamine
and biphenyl-4-suifonyl chloride as a white amorphous solid. MS (ESI'): 337.0 ([M-H]").



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,
whexgleasthat the upper limit given above can be exceeded whemithigsisiasr2

shown to be indicated. The inventio# is illustrated hereinafter by

Examples, which have no limiting character. Examples 1to 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-naghevaidnidsulforl Eforite (28t werdintissbivedt ifrpyriditie s mL)

and tbentestitifignmisdere was allowed to stir at RT for 12 25 hours. After

concentration in vacuo the residue was taken up in EtOAc, the solution

washebliawvithdri agquentisdd Gl asdtgrateckbriple tHenndtiedbver-sedivmyridin-2-

sulphate,ando ganesatiateskimvactgl-Thesesidua wasdpialieddby flash oft-white

chromaiegsaphy,(heptpne/E#9Q4agp-k){o 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-Blethylepyridin-BigipatdritroliveirrsiSutitnrarridecthispimitierial amide

obtained in analogy to example 1 from from 6-methyl-pyridin-2- ylamine

with 4Chitmoatrsizk eaeshifony e eidge asapeliohreslid: tws ¢ Eespytnbpypdin-2-

([M-Hillam i ExargpiaBiphenyl-4-sulfony! chloride (0.297 g) as a white foam (€.307 g). MS

N-[4-(Gdviethyl pyHdin:2-ylsulfamoyl)-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

(I H]Egc.ampie 15: Naphthalene-2-sulfonic acid (6-propyl-pyridin-2-ylj-amide

This material was obtained in analogy to example 1 from é-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-H17.

Example 16: 4'-Chloro-biphenyl-4-suifonic acid (6-methyl-pyridin-2-yl)-amide

This material was obtained in analogy to example ! from 6-methyl-pyridin-2-ylamine
20 (0.22 g) and 4'-chloro-biphenyl-4-suifonyl chloride (0.622 g) as a white solid (0.074 g). MS
(ESIT): 357.2 ([M-HJ"). ‘

Example 17: 4'-Fiuoro-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 (1 g) as a white foam (0.779 g). MS (ESI'):
341.1 ([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

wermethyharidin-2-ylamine (0.108 g) and PCT/EP2005/010372
3-chloro-2methyl-benzenesulfonyl ci#loride (0.259 g) as an off-white

crystalline solid (0.24 g). MS (ESF): 295.1 ((M-H]'). 15 Example 5:

Blphenﬁll -4- %Wff?}nlc @g%{@l@%ﬂw@)gpdl é'¥‘ Pqﬁgé |zs rgsa‘Egrlal was

obtaine |n ogy to example 1 rom din-2- f/amlne
(0.108g), %qe?m%@xt%lﬁwfarm&gﬂéd&mﬁﬁ@a EBH ﬁg@ 8n-2-ylamine
cryst élni? %-O“-%eé? ]aSChl%) anzénis E’Bﬁy‘f enze 0]2; Oasaw é{) 199 g). MS

3- Ch ro- hami
materﬁé?Wa@@th@%e%}/ ih analogy to example | from

6-ethyl-pyridin-2-ylamine (0.25 g) and 3-chloro-2-methyl-benzenesulfonyl
chioride (0.5 g) as a white solid (O 13 g). MS (ESI-):309.1 ([M-H]™). 25

Example 7: Biphenyl-4-sulfonic (6-e r|d|n- - I) -amid

2006 BT OO 18-S9 it %&Z‘B’E Aaamice
analo% to exal ple 1 from 6- eth g‘yrldln -2- ine (0.25 ‘? E 0.1
biphonJEZERNSToRSHES EhtBAg f i e e gemine
MS (@Qﬂ}d égﬂﬁtillfﬂw |hﬁl)25n ﬁﬂg}é onde 17 g) as a white solid (0.114 gf. MS (ESI'):
5-Flugid-2¢thveiyl-N-(6-methyl-pyridin-2-yl)-benzenesulfonamide This

material was obtained in analogy to example | from

61|6nethyl 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 (JM-H1"). 10 Example 9:

BipheBsaaaeindfonic detcDisbisrspsoprin: ééwf e it ik eReEpraefonamide
obtained.in analogy to example | from 6-propyl-pyridin-2-ylamine (0.2
ﬁ g émme (0.1

and bipHempreai e AYIEro REPR0S FPEP MHRE BT I3Y
MS (ESHYd B5Hizh{fd-klin)ethB-Bxmamsialicy! chloride (€.191 g} as a hght brown oil.
3-Chlos@-pattyidSri63pragykpmitin-2-yl)-benzenesulfonamide This

material was obtained in analogy to example 1 from
64propyl-pyridin-2-ylamine (0.2
Example 21: 5-Chloro-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 (0.1
g} and 5-chloro-naphthalene-2-sulfonyi chioride (0.191 g) as white solid. (0.047 g). MS
(ESI): 359.0 ([M-H]).

20
Example 22: 3,4-Dimethoxy-N-(6-propyl-pyridin-2-yl}-benzenesulfonamide

This material was obtained in analogy to example | from 6-propyl-pyridin-2-ylamine (0.1
g) and 3,4-dimethoxy-benzenesulfonyl chloride (0.174 g) as a colorless oil. (0.043 g). MS
(ESI'): 335.2 ([M-HJ).

Example 23: 4,5-Dichloro-2-fluoro-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide



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
wimasesied aas obtained in analogy to example 1 from PCT/EP2005/010372

4,6-dimethyl-pyridin-2-ylamine andt8-chloro-2methyl-benzenesulfonyl

chloride as a light yellow solid, MS (ESI-): 309.1 ([M-H]-). 25 Example 12:

SPnehd aHIeng 9&494&%@@%%% QXJ%%%%DH%%% TS BAS henine o.1
was oE)tal ? ) g%to exam nesul é%g Ondrqgg%layrla'\lﬂn%o(élam n&) 176

and B5i I_a? e 482W amorphous’s

337.6(M3 %IW@Q oh7501 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- pg/rldln -2 5 ylamine (0O,

3-thibi8BRhEthyl-ber] z%‘ﬁ%@ﬁ?férﬁ%’ﬁoﬁé&%ﬁ“%%%?ﬁ?& 7 Bkt whtRpmide
(0.351.9). MS (PSI"): 372.9 1. Exa Biphen I 4- sulfonl

(3-br GO TR I i .W RS bRl Ty rne 01
analogy:e6 esafiipiera- ?r&ﬁ}ylﬁmmee%ﬂ;ﬂhbyﬁalw 2249 ?ﬁ&ﬁﬁh@’f@‘é‘“g)
and biplerhdu4-slifoifyl b lite(EOI 207 §) 48vhMihite 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

nhphﬂwar@nlsiz&su|foﬁw5ﬁwréél(@95@@?é@%wmhé%%}m%@iéwés MS

(ESI'). 325.:2 ([M-H1-). Example 16: 4'-Chloro-biphenyl-4-sulfonic acid

(6-mettsgispidife IR ArTEE TRt Hat e sakommn AHeag-idoride (0296

exampléulfiem Ghinethyl1886idiiD-ianmidne (7 (01227 tanigd to reflux for 15 h. After

4'-chlegachipagsybirsiifandrohiatitei (0622 teassawhite sbiduDiOELO), which

MS (ERltheRwasRddMif D agueous 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-1-sulfonic acid {6-propyl-pyridin-2-yl)-amide (0.133 g} asa
colorless amorphous solid. MS (ESI): 282.0 (IM-H]").

20  Example 26: 3-Chloro-N-(6é-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 (1I) chloride (0.627 g) was
added followed by diisopropyl zink (23.12 mL of a 1M solution in toluene, via syringe over
95 30 minutes). The mixture was allowed to reflux for 15 h, poored into 2-propanoi, which
was then concentrated in vacuo. The residue was partitioned between AcOEt and saturated
aqueous NH.Cl solution, the layers were separated and the organic layer dried over
Na,S80,, filttered and evaporated. The residue was purified by flash chromategraphy
(methylene chloride/methanol 95:5) to give 6-isopropyl-pyridin-2-ylamine as ligh brown
30  oil (0.48 g). MS (EI): 136.1 (M™).



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

wé diuouerkiphenyl-4-sulfonyl chloride (I g) as a white foam (@Z7RpoMSBas72
(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)

asa W@[ﬁtg Soi‘-@‘a@)ﬂ@&%é%%&o@@y)mﬁﬂ&%l (Mdﬂh}yl%&?ﬁ@ﬁ@%%&mde
2,5- D|fluoro N-(6-propyl-pyridin-2-yl)-benzenesulfonamide This material

was qm@%%dg%&ﬂ@k@g}ﬁt%@%mkﬁ}g}fr@%ﬁrﬁﬂ@@Y}tﬁﬂl@d%p@#@fwﬂ@zfpﬂ

9) and s Li 0 %gazsm%f%xm@&qgee% ALA8 AYIRLON 2 whie solic
(O. 1143% I\g ﬁ |é|UE6 ) 10 Example
2§1 D(I -b- yI- E bropy -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-dichlor@-6-meth nsene f
oil. ( ?)QMS (éé 3%0f61 [I\él)% % xampe%g%&%&ég}}&ﬂ%@

5-Chipgo &%&bm@J?&%&&é&!fﬁmﬁwﬁﬂmytr%@mxz,yéamgedﬂysﬁmm
matefia) was % uo:o St.l?onxl E as a colozless f m. (20 mg).
oS farmin ee(’ézi and 5 oro napﬁl)halene 53 yI

6-pro
cFﬂorlg% BSL 08 by 5 Mititte’ 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-progyl pyl‘ldln Z ylarr(]éngo(g'opyl -pyridin-2-yl}-4-(4- trifluoromethyl-phenoxy)-

benzenesuﬁfanmde

This material was obtained in analogy to example 1 from 6-isopropyl-pyridin-2-ylamine
15 (0.1 g) and 4-(4-trifluoromethyl-phenoxy)-benzenesulfonyl chloride {0.272 g} as an
amorphous coloriess solid (31 mg). MS (ESI'): 435.1 {({IM-H1").

Example 29: 2,4-Dichloro-N-(6-isopropyl-pyridin-2-yl)-5-methyl-

benzenesulfonamide

90  This material was obtained in analogy to example 1 from 6-isopropyl-pyridin-2-ylamine
(0.1 g) and 2,4-dichloro-5-methyl-benzenesulfony! chloride (0,194 g) as an amorphous
light yellow solid (35 mg). MS (ESI'): 357.2 ([M-H]").

Examplé 30: N-(6-isopropyl-pyridin-2-yl)-4-methanesulfonyl-benzenesuifonamide

25 This materia) was obtained in analogy to example 1 from 6-isopropyl-pyridin-2-ylamine
(0.1 g) and 4-methylsulfonyl-benzenesulfonyl chioride (0.206 g) as a white foam (46.8
mg). MS (ESI"): 353.1 ([M-H]".



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
wa0ea37%001 PCT/EP2005/010372 40 This material was obtaingddk/ 610372
analogy to example 1 from 6-propy¥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

mate@,ﬂéﬁ@§ ﬁbtam?@(@@g@ YSCWWP!% Mromemox}r—benzeﬂesnifon&mde
6-propyl-pyridin-2-ylamine {0.1°g) a

2,4- dmk%qfémmf}?ﬁm%wﬂ&%% chlo g:el@o:tlr%l 2253 gglaw'&%mme
amor Sgl% {tg !}c%:% %ﬁhMS ( enzgn 35151}?{ chlori )e g! Example orph
Piperi é Fsulfanic acid “? rop fdin f -amlc? SA SOﬁJtIOh of phous
6- robfi}PBWé‘?HdZ{ﬁiﬂé% ngfdﬁf g{%%l &l% ifie-I-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
Wast ken n EtO was the shed with IN a ueous b HCI
s.aturafc 0D %’ﬁ% dne@%vxé\gruéc%moﬁ? &igh é-a2 é:ﬁ%ti%a SHSa r%‘\’é*a TARVAT Ve
The ré&g ﬁ?e‘s\i?/%’é’%?ﬂrﬂl@’&‘szayé)ﬂ@ﬁ’el column with EtOAc/toluene (9:1 to
1:1) as eluent. Combination of the purified fractions and concentration in
vacud Gata e Hé%ﬂ%ta%ﬁaéhmg%&ﬁ%wlﬁ&&m 6-isopropyl-pyridin-2-ylamine
(69propYk pyrieti-22AR drfiderpcracsd) g ad ateribricedsamsipscs ssbivgy! chloride
MS (ESY)2 282.0 e Foin 20 Exarnplé &1 ): 426.2 ({M-H]").
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 O C under an argon athmosphere
1,3-bistaiedd phodphire) prepvimerisicke viibp diterideo(oos 2y by enexy)-
addeddpimamtidmdigopropyl zink (23.12 mL of a IM solution in toluene,
via syringe over 25 30 minutes). The mixture was allowed to reflux for 15
h1poaneernter 2 prophnokedirichalogy 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 vellow 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 (IM-HJ}").

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 (ESI'): 343.0 ([M-H]"}.



was then concentrated in vacuo. The residue was partitioned between
AcOEt and saturated aqueous NHA4CI solution, the layers were separated
and the organic layer dried over Na2S04, filtered and evaporated. The
wiesideresveas purified by flash chromatography (methylene pcrrgr2005/010372
chloride/methanol 95:5) to give 6-isé¥propyl-pyridin-2-ylamine as ligh
brown 30 oil (0.48 g). MS (EI): 136.1 (M+). WO 2006/037501
PCT/EP2005/010372 41 Step B]
3-Chloro-N-(6-isopropyl-pyridin-2-yl)-4-methyl-benzenesulfonamide This
compg! f@@é Obt"’}lﬂ E’](ﬁ'@@zlg XJ}Q}P@W&@ 1 Vl(?@ fluoro-2-methyl-
6-iso roQ rdin-2- Iamlne (0.1 g), and
3-chlofo: -ﬁ‘ns yf‘%’énzenesulfonyl chloride (0.182 g) as a white solid 5

(30 ’\%Eél 324 P le. 27:
2,5- D%%forf— - |sfg|%?% yl-p 8 %myg erﬁizgleenesulfonamlde This material

was ned analo i _
(0%1 Oibkm enze%m gn@e I%%P gep%%oxwa é&g éﬁggm ved
foam ”Eé‘ﬁ)l CM (E‘ %7] etaxar{g&ré osphere treate thh 2N

N-(6- m@@bwwém@%se 40 Ht’ﬂi’fli?o‘r% ng}’lzeprﬂgﬁgﬁwas stirred for 30 minutes at
benzetesuiforarmide: T risanstenht wied obtanse deledinml gy Ote e gaampkedted to
from G:iRayIre pYhPYRidik2 dytarmingenld Qi@ RANEd partitioned between AcOEt and
Afft- tuﬂ&w{m WlsRhenox b@@%@%@ fRnyhrhgrides(Q:27259), 38:8MRd and
amorph ous C #{FSS %%e wg)’l rﬂﬁgd %Sl-n)om%tsfo] QM Mlgta% %%4:1) to

29: 2? oro |so yridi

benzeﬂﬁ‘@sfhifoﬂﬁﬁﬁ?dg 50 [»ﬁgf gtér‘i' ’6\%535/ S%Htﬁé ICGE oA %EKgr%oaéM*).

| from 6-isopropyl-pyridin-2-ylamine (0.1 g) and
2,4-dichloro-5-methyl-benzenesulfonyl chloride (0 194 g) as an

_ li ht Il | M 357 |
20, NBSEbpr o By O Ry SRR Famid
29 Thjlshmatenal N Sagto){)%?neeq i %gﬁggg% Ega%ﬁm%%r% g P4 hloro- phenyl}-pyridin-

6- PEvHan
CTboprUBTE RIS 2 yiame (010 e i £

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 chioride (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)-pyridin-2-yl}-amide

This material was obtained in analogy to example 1 from 6-(2-chloro-phenyl}-pyridin-2-
ylamine (0.1 g) and biphenyl-4-sulfony! chloride (C.136 g) as an white foam (126 mg). MS

(EST): 419.0 ([M-H]")



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

waatggiatw@s obtained in analogy to example | from PCT/EP2005/016372
6-isopropyl-pyridin-2-ylamine (0,1 g} and
4- (trifluoromethoxy) benzenesulfonyl chloride (0.21 g) as an amorphous 5

coIorI 40 M-

2- (2, , (Mo aggé% %,E#_getra Ez([) |gm'2lf r? e- -sﬂi’%llon'l“‘ﬁcr:m:'gl1
(6-iso ﬂ S0)- amlde ThIS materlal was obtained in analogy to
example 1 from 6 iISQPro aml e 10 (0.08 g) and

22,2 SBfMudiosd %t&)"fg[ng %Ir%}i HYfholine-7-sulfony! chloride
(0.21 as a hltef 2m '), 426. H]'). Example
33: N%(lg I?Steropy Boi t m§ -ylf-'?}f%tﬁlﬁxg(rrn%e ?i?] eBé‘é[gA )mmo 2

bénz ﬁ@%ﬁﬁﬁﬁ%ﬁﬁﬁl%i@“f’ﬁlé %%%@Wéﬂhﬁﬂ?am@m@éduhl dR4 9 telaxamiisiél 26 8)-
1 fronvi6 {EBprapy3-pyFidin-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- pyrldln -2-yl)-amide 20 This
mateREPRs SttdlAed thlar &by i Exelifple-PrgH-2-yll-2-methyl-

6-isopropyiepyifidimedglamine (0.07 g) and naphthalene-2-sulfonyl

chloride (0.128 g) as an amorphous light yellow solid (51 mg), MS (ESI'):

306, 2Tt} 8ridt xanyblei8&d in analogy to example 1 from 6-(2,4-difluoro-phenyl)-pyridin-
N-(6-lsoRrepylpyrislinm2 yhnbitiftuaamebhylhentenesilionanide g2 1 kisite

materigkyas thgalp@qigg;qnﬁggyﬁ@ exgmple 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/ER2Q054010372 Chlo RXRIIS-B6o-PotiE Blorarphenyl)mpiyi-
din-2-ylk2:{luememathyl-

Step A]: 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
(ESD): 189.3 (MH™).

20
Step B}:  3-Chloro-N-{6-(3-fluoro-phenyl}-pyridin-2-yi|-2-methyl-benzenesulfonamide

This material was obtained in analogy to example 1 from 6-(3-fluoro-phenyl)-pyridin-2-
ylamine (0.1 g}, and 3-chioro-2-methyl-benzenesuifonyl chioride (0.132 g} as a white solid -
(0.144 g). MS (ESI'): 375.1 ([M-H]').

25

Example 41 3-Chloro-N-[6-(2,3-diffuoro-phenyl)-pyridin-2-yl]-2-methyl-

benzenesulfonamide



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

way ggui/edresphere treated with 2N aqueous sodium carbongte sehikienios7z
(6.13 mL). The mixture was stirred #r 30 minutes at RT then treated with

tetrakis(triphenylphosphine) palladium(0), 0.267 g, and heated to reflux
for 241, The mbdurginas 1R eepiediie R L.amdk partitioned between

AcOEt and] 10 water, the layers were separated and the organic layer
dried pyerhada Qs Jﬂtm@ anclaRYRROrARG e esique Was Buirfied by

flash chromat i
o 20T %’%% st e MR s il

204 (M,
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-chl h
e Reli a%éig‘ G AR oMo ) 2omertl L
(89.3 hrpEwed (@S‘P) 875.2 ([M-H]-). Example 37:

3-Chloro-N-[6-(2-chloro-phenyl)-pyridin-2- et
benzerdsTtsHahTHS k’f‘ﬁi@%’é‘té‘?f&?%&%eoﬁ%réeghn”gﬁa{%oz’ NREE ?ré?erllélipmdm'

from 6-=gisknef8-beierid) il %WF&WW@?@‘&%)‘%H‘MOH& 012 g) B white
3ifchlaia){2-methyMiéBsienasufomyiithloride (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 | from
6-(2-Ciremplgidany|)-BydlirreNyledipalidhiorg) phaavbisrefip-2-dufons vk
chlorident@nka38rgpasién white foam (126 mg). MS (ESI'): 419.0 ([M-HJ").
WO 2006/037501 PCT/EP2005/010372 44 Example 39:
3-Chlceep Mi[66245-dithbra-pheny ) peyiddirt-2isfpinemethyl-
benzenesulfonamide Step Al: 6-(2,4-Difluoro-phenyl)-pyridin-2-ylamine
15 This material was obtained in analogy to exampie 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-yl]-2-methyl-

20  Dbenzenesulfonamide

This material was obtained in analogy to example ! 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-yl}-5-fluoro-2-methyi-

benzenesulfonamide



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]:

wor etdlpiordy1[6-(2,4-difluoro-pheny[)-pyridin-2-yl]-2-methyl-  pcrrep2005/010372
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(; C{g@ﬂ@ﬁﬁ%@@&%ﬁyﬁm&%&a E!)Og%& Fegﬂ% I8 ax 29;5\4\4?5@0 I%nge nyl)-pyridin-
S on i (R s M KRB A om caride 0.096 ) s an whie
benz&MUitSiaFhitle ‘S':ng’Aﬁgé)-&éﬁﬁb}o-phenyl)-pyridin-z-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
0il (0.81 g). MS (ESI);.189.3 (MHO"..20 Step B]: . ..
3-ChioFdfe: 3-ﬂu3f8§%‘ﬁ8“ M %Gr%ﬁ?-’fﬁ?hf?}’@'é’tmﬂfﬁéﬁ%ﬁﬁﬁﬁ%hamid
e ThisehigtetrbioRa@idbtained in analogy to example | from
6-(3-fluoro-phenyl)-pyridin-2- ylamine (0.1 g), and
3-chlc§|‘692’%e§rﬁf>//1§8‘é?fi’éﬁ’f§§" FIVIEMGHEEB%132 g) as a white solid
(0.144 g). MS (ESI'): 375.1 ([M-H]"). 25 Example 41 .
3-ChISHE: 613 S2aBRG PR GRS BS yiATRTRIE S SteHy o 2-Amino-6-
benzenematfondint e MaD:20 66108 TBHE PeTAE2005/0 108 72 205 Erapaplid
6:(2, 3«Difl gpndPpiEshyDepyrisia-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").

Step BJ: 3-Chloro-N-([6-(3-chloro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide

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 (0.132g). MS (ESI'): 391.0 ([M-HJ).

Example 45: N-{6-{3-Chloro-phenyi}-pyridin-2-yl]-5-fluoro-2-methyl-

benzenesulfonamide

This material was obtained in analogy to example 1 from 6-(3-chloro-phenyi)-pyridin-2-
20 ylamine (0.1 g) and 5-fluoro-2-methyl-benzenesulfonyl chioride (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-yl}-2-methyl-

benzenesulfonamide
25  Step Al: 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™).



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

worehigtergsmethyl-benzenesulfonyl chloride (0.12 g) as a wiwte&9508d16372
(0.115 g). MS (ESI-): 392.9 ([M-H]"¥7Example 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-A b [ ) lotephenyibar i
R L T

3-Chlora-N;l6:62 2 ichiora-Rhem dyuridif: 2y 1 d-2arpethiin 20 phenyi) - ynctm -2-

ggpnzepes ' %ﬂﬂgg%@gwm tfﬁ@%ﬁ%&@éﬁm%qf gﬂ%ﬁ@y{m%@f ht-
3 ehIGFEoY M ?h@/llﬁ ﬁg@% oyl chi gMidﬁ]( .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-

benzenesulfon, amlde uomq\ﬁféﬁ u%;rLOrF%p 200&0}%722 g};{his

materlms obtaindd in ana 0 exa
6-(2, PRI BHENIH-pyridin- 2-ylamine (0.1 g) and

5-flugro-2-meth Ibe ene ulfon Ichlorld 096 Whlt id ..
(142 1Y H’Wﬁé mggf M%} &0 Hhorop en% -pyridin-2-

Slthlﬂﬁélmﬁ[él(@b%ﬂér%fbﬁé‘hﬁt)“ﬁ Y&.W%iﬂfﬁﬁlm@t}ﬁhmde (0.12 g) as an off-white
benzenis(fohgnitid BSIep3a%:06{(8-8hloro-phenyl)-pyridin-2- ylamlne This
material was obtained in analogy to example 36 step A] from 2-Amino-6-

Example 48 3-Chloro-2-methyl-N-[6-(2-trifluoromethyl-phenyl}-pyridin-2-yl]-
benzenesulfonamide
15 Step A): 6-(2-Trifluoromethyl-phenyl)-pyridin-2-ylamine

This material was obtained in analogy 1o example 36 step A} from 2-Amino-6-
bromopyridine (0.7 g) and 2-(trifluoromethyljphenylboronic acid (0.884 g) as a yellow
solid (0.35 g). MS (ESI): 239.2 {(MH").

20 Step B]: 3-Chioro-2-methyl-N-{6-(2-trifluoromethyl-phenyl)-pyridin-2-yl}-
benzenesulfonamide

This material was obtained in analogy to example 1 from &-(2-trifluoromethyl-phenyl)-
pyridin-2-ylamine (0.1 g, and 3-chloro-2-methyl-benzenesulfonyl chioride (0.086 g) asa
a white solid (0.08 gj. MS (ESI"): 425.1 ([M-H]').

25

Example 49: 5-Fluoro-2-methyi-N-{6-(2-trifluoromethyl-phenyl)-pyridin-2-yl}-

benzenesulfonamide



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
wo ik spaterial was obtained in analogy to example 1 fromect/Ep2605/610372

6-(3-chloro-phenyl)-pyridin-2- ylamise (0.1 g), and

3-chloro- 2 methyl benzenesulfonyl chloride (0.12 g) as a white solid 15

(0_1 ter1 Vﬁsals)o Sg;:x!ie% I\e{I 15 éYE)F- e %“nﬁ’ I Al'?rc{ﬁ\? (2-trifluoromethyl-phenyl)-

benz@ﬁégm?oﬂa?ﬁfafe hé ?ﬁ%ﬂ&?w&**‘a %e&%ﬁnaﬁ%wy%eﬁrﬂbﬁ’é% asan
from Bx(SritslerbepHeayl-ddhi 2 foNkikhe (071 §)Mard .
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-flugr i or
benzgnes%&ﬁ[o%amldg SRg'?en%%f%E %%C%Brr?en*;/)g %}%‘Idu 2 -ylamine

This REAEEPREMIRBEstained in analogy to example 36 step Al from

2-Amino-6- bro yr|d| (0.75 g) and 2-fluor hen |c a

~as ;Trll}n tetreaﬁeno L?é‘bm R%Vfé)se %%% %g%%?dm 2-
PCT[E@‘PDE)@(%@@ rB]benzenesuifony ¢ e:zde 009 g) asawhzte foam (0.127
3- ChbrMNé@(Q&ﬂ?&ﬁiﬁI‘ﬁhyl) pyridin-2-yl]-2-methyl-benzenesulfonamid

e This material was obtained in analogy to example | from
61?2 fluoro-phenyl)- pyr|d|n -2- ylamlne (0.1 g), and 3-chloro-2-methyl-

benz nesu yl ch light:S vellew solid (0.1 ). MS
(ESI %‘T(M HI). jaz(r% %e“” LRI bl
5-Flu ?Bzf\’i‘ “fonaiids-phenyl)- pyridin-2-yl]-2-methyl-

benzenesulfon mlde ThIS mate I was obta in a toe le

from g ?rﬁﬁf') a{ r‘ﬂuﬁ“ meﬁ ?gr m g' ?& d:%’oro péerﬂ? pvndm -2-
5- fludﬁéﬂzﬂ‘h&ﬁ%b Esfm?ewwem #fa%ztoeihéfaw 5*%8{‘6ﬁ§9vm?eg)§6ﬁa

(051 9agp) oIS GESIY: GBSO (H]Y7 8). MS (ESI'): 411.0 ([M-H]).

Example 52 3-Chloro-N-[6-{2-methoxy-phenyl)-pyridin-2-ylj-2-methyl-

benzenesulfonamide
Step A]:  6-(2-Methoxy-phenyl)-pyridin-2-ylamine

20 This material was obtained in analogy to example 36 step A] from 2-Amine-6-
bromopyridine (0.75 g) and 2-methoxyphenylboronic acid (0.758 g} as a crystalline yeliow
solid (0.76 g). MS (ESI): 201.1 (MH").

Step B]:  3-Chloro-N-[6-(2-methoxy-phenyl)-pyridin-2-yl}-2-methyi-

25 benzenesulfonamide

This material was obtained in analogy to example ! from 6-(2-methoxy-phenyl)-pyridin-
2-ylamine (0.1 g}, and 3-chloro-2-methyl-benzenesulfony! chloride (0.102 g) as a colorless
oil (0.091 g). MS (ESI"): 387.1 ({M-H]").



Example 48
3-Chloro-2-methyl-N-[6-(2-trifluoromethyl-phenyl)-pyridin-2-yl]- b
enzenesulfonamide 15 Step AJ:

wor tded tifhgeromethyl-phenyl)-pyridin-2-ylamine This materialpaag:phigined 2
in analogy to example 36 step A] fretm 2-Amino-6- bromopyridine (0.7 g)
and 2-(trifluoromethyl)phenylboronic acid (0.884 g) as a yellow solid (0.35

9). M§xﬁ§ig:5g39.2 gb@ﬂf’é}og_@{%—tﬁpﬂ@l&o-z~methyl-phe1_1}f§)-p idin-2-yli-2-methyl-
3-Chlgro- -mﬁy"lxg-N- 6-(2-trifluoromethyl-phenyl)-pyridin-2-yl]-

ENZLT 8] . . . .
benzenesuifonamide This material was obtained in analogy to example |

from éggﬂ%%fgm%beﬂzpp}%ﬁgg)éﬁg5?5)%%&'amié?a%ggél 9), and

3-chlor ethyl-benzenes e (0.086 g) as a a white solid

(0.08.g). =Sl ) 425 -HI : : - Amino-6-
ARG O e
o LR e A 00 B0 P AR ST s 2 elow
matefelidvas Bhtaited i atafogytb éxample 1 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- @B hiors %Wyl)’:&/—%ﬁa@ﬁ(z@:ﬁrff’??}é‘:aﬁﬁ%% BérYendsurdiaide
This reerenatulaassbtsined in analogy to example | from
6-(2-chloro-phenyl)-pyridin-2- ylamine (0.08 g) and _
218 difibie FoRkEIRy BRCSRIFBRT IE RIBIAgE oRtrarg s WA -flrgne @ rghyighenyl)-
MS (BESHidir379ien{[M-14]!)g /1 6rE Zarmpte-Samethyl-benzenesulfonyl chloride (0.101 g)asa
N-[6-(@niediona-phmny)-pigids-2-34$-2 «nfladramethyl- benzenesulfonamide
This material was obtained in analogy to example 1 from
6-(2-chloro-phenyl)-pyridin-2-
Example 54: 5-Fluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yi]-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 (6.103 g) asan
colorless oil (0.101 g). MS (ESI'): 373.1 (IM-H]).

20 Example 55 N-[2,3']Bipyridinyl-6-yi-3-chloro-2-methyl-benzenesulfonamide
Step A}: {2,3']Bipyridinyl-6-ylamine

This material was obtained via a Stille type coupling from 2-Amino-6-bromopyridine
(0.75 g}, 3-tributyistannanyl-pyridine (4.787 g), tetrakis{triphenyiphosphine)
palladium(0), 0.55 g, in DMF (5 mL} as solvent, by heating the mixture under argon at

95  100°C 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").



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-

weenvenesyifonamide Step A): 6-(2-Methoxy-phenyl)-pyridingZ-ylapine @937z
This material was obtained in analagy to example 36 step Al from

2-Amino-6- bromopyridine (0.75 g) and 2-methoxyphenylboronic acid

(Sotgp%j%)ﬁcri\]c ?\Iﬂéhne elétho&yg)%%ggyl p[g)}ﬁlg?r[?b ZQEy pﬁsglnggt
benz ssulfor @%@%&B&%mﬁtﬁﬂmgw%se%ga@%%waéc?smmwsame ©.07

fsmcn&s}bg@mafé e s e am b I % aasegis s oo

(0.09YHIEMS %Eﬂsf{ yidgt3 (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-

benz%%ﬁgﬁ%@amld§ SR Ako-N- {6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-
6-(4- Fluoro ZUJpeth - henyl) pyr|d|n -2-ylamine This material was obtained

in anafogy 6 example "36 step Al from 2-Amino-6 5 bromopyridine (0.75 g)

and;gt'ly %li\%tgzn eth)é%g yk%:&r% ;ﬁ%qd {tgp?GL?fxg)ngg‘ @Xﬁ!}?&ﬁv 2 %‘QAW{yI -phenyl)-

(0.8
3- Chl@ﬁ}d[‘{]1 [76)’ ﬁﬁfrﬂﬁ 8 }zg 4 ﬁnﬁs%[fyPYé crki;llgxt'ﬁie (0.105 g) as an

hEhzeresalfeiatiiie 10 Mﬁl@?ﬁét@r?aﬂ b)talned 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

(0.09 ESI) 1} EAHRINRIE Dethyl-phenyl)-pyridin-2-yi]-6-methyl-
5- Fluﬁ)g !\\M%& fIuci?r%&}:é%rgwtﬂcif'[t%ﬁ| p[he(%yl) pyridin-2- §I] 2er]111ye)tr%s/flri 15 YH-6-methy

benz ﬁ%@ ohal
This material was obtained in analegy to example 1 from 6-(4-fluoro-2-methyl-phenyl)-
15 pyri'din-Z-yiamine (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-H]").

Example 58: 3,4-Dichloro-N-{6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yi]-

benzenesulfonamide

20 This material was obtained in analogy to example ! 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-H]").

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-ylamine
(0.25 g, Bernstein, J. Amer. Chem Soc¢., 69, 1947, 1147) and 3-chlore-2-methyl-
benzenesulfonyl chloride (0.495 g) as a purple crystailine solid (0.38 g). MS (ESI'): 311.0
([M-H]}.



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
WO 2b8ke®sd1S (ESI): 373.1 ((M-HI-). 20 Example 55 PCT/EP2005/010372
N-[2,3")Bipyridinyl-6-yl-3-chloro-2-nmthyl-benzenesulfonamide Step AJ:
[2,3'IBipyridinyl-6-ylamine This material was obtained via a Stile type

coupling from 2-Amino-6-brgmapyriding (0 —ovridin-2-v])-amide
3-trib%n’t(gr%]f{a%{r’]%n(g\nyI-[%g féﬁﬁ"é{" 45%%%%&%)&%$ﬁ§1%’ﬁo%ﬂﬁéﬁd

palladiiny ). 55 Jolf BT (2 mbol 85 Sahnt RY:DRAHEAINE IIGHIE s tamine
d imsppgtamen o ; _
e e o) A e sl T

chrorﬂé{foél}aphy (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]Biyriginy-6yk3:chleros2smathvihenzenssuionanide This sulfonamide

material was obtained in analogy to example 1 from

gZ,Sr;]Iﬁ-i}gy%@g}{LﬁfXé%m iﬁe@ﬁznag)lgﬁ@%gampkg 1 from é—methoxy[pyridin.-z-yiamine
-C -2-methyl-benzene n . - :

5.5 ?ﬁ%ﬁ&"@{éﬁ%@gﬁ @%@ L 63 SIS atine i

2,5-fo? B8R 6EHadrg-2Xiéthyi-phenyl)-pyridin-2-yl]-

benzenesulfonamide This material was obtained in analogy to example |

frdn 6-(4-fluoro-2-methyl-phenyl)- pyridin-2-ylamine (0.1 g) and

2,5-difluoro-benzenesulfonyl chlori 0,105 ) as.an 10 arange _oa!' e
(0 053 PR T ot T o e urowy PR ERS Bl

2,4-Dighlararelbrid -dhigrelameatiydypb eyl ryridlinn Z-yhitBenyeimitiin-2-ylamine

benzepesulfonamide This materi INedinanaleayde S¥ammales o).
from zﬂggﬁ:ﬂ%ré’i?—%%%%%p?%?ﬂ%%@%ﬁ%%ﬁ RN EATAIR S o). s

-(4-
2,4-di@g'}b3-82-ﬁ1gfﬁﬁl nzenesulfonyl chloride (0.128 g) as

15
Example 63: 3-Chlore-N-(6-ethexy-pyridin-2-yl)-2-methyl-benzenesulfonamide

This material was obtained in analogy to example 1 from 6-ethoxy-pyridin-2-ylamine (0.4
g Bijlsma, Recl. Trav. Chim. Pays-Bas, 75, 1956, 1187) and 3-chloro-2-methyi-
benzenesuifonyl chioride (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 1 from 6-ethoxy-pyridin-2-ylamine (0.4
g) and biphenyl-4-sulfony! chloride (0.74 g) as a light brown viscous oil {1 g). MS (ESI):
25 353.1 (IM-HI". ‘

Example 65: Naphthalene-2-sulfonic acid (6-ethoxy-pyridin-2-yl)-amide



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

widang Bstésfluoro-2-methyl-phenyl)- pyridin-2-ylamine (0.1 gp@pge200s010372
3,4-dichloro-benzenesulfonyl chloride (0.121 g) as a white solid (0.182 Q).

MS (ESI"): 409.0 ([M-HI-). Example 59:

3-Chlgro-N-(6-methoxy-pyridin-2-yl)-2-methyl nzene ulfonamide 25
This MEERET RGN T BAL6GY f5°EE é’T fi§hpxy-pyridin-2-ylamine (0.4

6-methend/maphdreridminey! @los @érﬂ’i%ﬁight ey cetidhnseld @ g). MS
1947(EB1 4 Bpand B-¢hloro-2-methyl benzenesulfonyl chloride (0.495 g) as

a purple crystalline solid (0.38 g). MS (ESI"): 311.0 ([M-HI-). WO

2006/037501 PCT/EP2005/010372 51 Example 60: Biphenyl-4-sulfonic

ac:ld 6-me hoxy pyrl ater| obtained in analogy
to’ex *Sfiom 63 gd e -yHrrP ?ﬁrég](tbvg@g% mﬁg ‘fl
blphéﬁf)ml%‘l‘:ijrféwr‘@ﬁlonde (o 5 g) as a white solid (0.41 g). MS (ESI):

339.0 ([M-H]). 5 Example 61:
5-PlUSFE-N: (BrREtABKH By RIERA ARk thyl-benzenesulfonamide This

material was obtained in analo S;) e5§<ample | from

6- me?h%%“ﬁﬁﬁ‘iﬂ“?@)f&ﬁiﬁ?é“ urn ethanethiolate (0.46 g} were dissolved in
5-flucPB ety tarhaTEB fFGIy! %ﬂh@%ﬁﬂ% s alredrehettiiing complete
swlid 1§08 38 g)n MS(ESY Yo PIB.Q M- X HEGnExernhe @Ricentrated in vacuo,

Nap %Qﬁlﬁ&%@b@ﬁ%@m iscasidath mahaKy pyidin yhsamiied tis sratetiaber
was oblaingd | a0 ?ﬁ%&% WW%&H&@% g@@tgh Xy axspgm%w PRRG-2-
(0.25 g) and n e-2: §Slf I ch |de 0.4 9)1%%1% Q% ﬁwaxy

solid {05 93 Rj}g) ngﬁ

15  Step B]: N-[6-{2-Chloro-phenyl}-pyridin-2-yll-5-fluoro-2-methyl-benzenesulfonamide

This compound was obtained in analogy to example 1 from 6-ethylsulfanyl-pyridin-2-
vlamine (0.44 g}, and 3-chloro-2-methyl-benzenesulfonyl chioride (0.7 g) as a light brown
viscous oil (0.7 g). MS (EST'): 341.1 ([M-H]"}.

20 Example 67: Biphenyi-4-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl}-amide

. This material was obtained in analogy to example 1 from 6-ethylsulfanyt-pyridin-2-
yvlamine {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]").

26 Exaﬁmple 68: Naphthalene-2-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl}-amide

This material was obtained in analogy to example 1 from é-ethylsulfanyl-pyridin-2-
ylamine (0.44 g} and naphthaiene-2-sulfonyl chloride (0.7 g) as a light brown viscous oil {1
g). MS (ESI'): 342.9 ([M-H]).



Example 63:
3-Chloro-N-(6-ethoxy-pyridin-2-yi)-2-methyl-benzenesulfonamide This
material was obtained in analogy to example 1 from

werethowy-ayridin-2-ylamine (0.4 g, Bijlsma, Rect. Trav, ChingcRa¥siBagioi72
75, 1956, 1187) and 3-chloro-2-metyl- 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
mate FAFTIRE %}btaing&%‘%?l%ﬁﬁjys@% éﬁ?bqlzq'?%&/ngeswonyl“py“m“‘z"Yl -amide

6-ethoxy-pyridin-2-ylamine (0.4, .q). and.hiphenyl-4-sylfony]. chloride (Q.7
R R Sy Rﬁsd%g%é%%yiﬂ%mﬁiqm@e 15
ExanfiRstes ok cpmiiafing: S5 me RbicB-StRchpyitinaoli)ihiie

WO 20061087501 RCT AR 2005003 72 5 57 This inbaedi st wad oithipdtTinThe
armlogy:torexaropleds fram6-athaxdytpyridies2s\Warie(d. 4a1@), ane dried over
naphthalenge 2-sulfonyLehlodda (hd Gliasaqliohthrovey aivstaling.aglitbhy
0.7 g()t'omgme Eélﬁ)c ,?)715632 gw:ikr&%'hglg)é%&%rg@écid (6-ethanesulfonyl-pyridin-2-yl)-
3-Chloro-N-(6-eth ulfagg I;Ipé|g)£r§-é-§{l£%-7§1§mﬂ:}%e)nzenesuIfonamlde

Step A6 RYAY l%fg)ﬁﬂ 6érld -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

19&“%feaCIL%:aCC%ﬂ;ﬁgJ&ﬁg&g%ﬁmﬁEibwgﬁg}gg%%z- i

concentrated in vacuo, partitioned between Ac ater, the layers
were Bef5PstalicaA® e organic layer dried over Na2S04, filtered and

evaporated to gjve to give 6-ethylsulfanyl-pyridin-2- ylamine as brown oil
(1.6pg§tﬁﬁfft wégeﬁs“éia“g".@%‘? %lf%ﬁ?é"ﬁee%(%?é%gﬂgn steyp. 15 Step B:
N-[6-(2-Chloro-phenyl)-pyridin-2-yll-5-fluoro-2- |-benz f [
o TS SRS DR PRy 10 CATE, e e Eber
6-eth)ﬁ% |%V|=6}9|W-‘2L}‘§?§n§mélf’6ﬁ &rml:gaﬁ&tmosp ere in THE {20 mL) was cooled
316hloro-2f etidypeadzbnpsisfenytthlonide f5. Py bis'd hgkelsron At N-
viscoum@ili(@iufrgh ME{ESE) 2344dicH (M-t ]he solution was stirred 1 hat -20°C, 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 AcOE¢ that was discarded,
20  the water layer was brought to pH 8 with solid KHCO; and extracted twice with AcOEt.
The layers were separated, the organic layer dried over Na;SO,, 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 (EI): 179.2 (M").

95 Step B]: 3-Chloro-2-methyl-N-{6-{2-0x0-pentyl)-pyridin-2-yl]-benzenesulfonamide

1-(6- Amino-pyridin-2-yl)-pentan-2-one (0.15 g} in CH2Ci; (5 mL} was treated at RT with
4-dimethylaminopyridine (0.103 g), 3-chloro-2-methyl-benzenesulfonyl 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 separaied, and the organic layer twice extracted with AcOEt.

30 The combined organic layers were dried over Na,SQ,, filtered and evaporated. From the
the residue was isolated by flash chromatography (heptane/EtQAc 1:1) the vinyl sulfonate
3-chloro-2-methyl-benzenesulfonic acid 1-[1-[6-(3-chioro-2-methyi-



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

wbiphemgh4rsulfonyl chloride (0.78 g) as a light brown viscoug@ifefQad@dda72
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 ex m Ie I 6 -e I ( d a5 2
naph?ha ene 2 S §%§£@ H?EZ(ZX %&%é&oﬁnﬁﬁﬂ 3

MS (E‘é‘?"?@&?"éfl(rﬁh‘ﬁﬁ %&@51 05/010372 53
Example 69: N 2-sulfon

(6- etﬁ%ﬁégutﬁ‘ff QV éer %Edl 0atme et Cg%lu ionG %E?Wa%eneg Bt abtresmaterial
el pellece il JO PR G b L
iNSCHRCIZ {20hamhbivastre atcdtidropwisecan RArapétil3AcOEt and the aqueous layer
chlorapesaxybenzpitiadidacic(0s45 g)d ThmigGHACEY arich stirkagsioy; Bltered

It at R fAs.Adkaationmixtue, wasavashedswith dilytad agyaes:Na2CO3

and water g . d S
e o S

naphfﬁ ene-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-oxo0-pentyl)- pyridin -2-yl]- benzenesulfonamide

Step ino entan; o ; e
1,1,1@%@%exame 5@%&“ 5 er%%lt%yfu%n in-2- y1) Flis %azza};ﬂ IEIiNgd thyl-acetamid
Engelhardt, J [%fﬁﬁlzg]z (?fnffl_s&ﬁ%%&ﬂm 89undgr an argon

atmosp ere in ) was cooled 5 to 2(% and treated dropwise

at Z%EW'W&E% et LG M0 J}&‘?&h@f) Nn RuhdliRism iB:5exang S48iple 5)

a perio h. Th esol ion w utyronitril
(0. 30%65\7“&‘ R e SR FRe rixture Wqés“é cﬁs\s’voédést g e ’Yé ]E’egdm wise at -

ar It wa
thén earititt mpoi T col AR AN SHRiT Y ﬁm f@d for 30
minuté8 &b RTarthehvihexasre (Fhksaobrespintoweteswastel gt A5 angooled to -
extracied withhe@Ekthatitvas dissacéd, ice. The mixture was allowed 10 warm to RT (1

h), partitioned between diluted aqueous HCl and AcOEt. The layers were separated, the

aqueous layer extracted twice with AcOE, the combined organic layers dried over Na;SO,,
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-{Biphenyi-4-sulfonylamino)-pyridin-2-yl]-N,N-diethyl-acetamide

{6—(Biphenyi—4-sdfonylamino)~pyridin-2-yl}—acetic acid (0.35 g) in acetonitrile (5 mL)

95  was treated at RT with N,N-ethyldiisopropylamine (0.16 mL), benzotriazoi-1-
vloxytris(dimethylamino)phosphonium hexafluorophosphate (BOP, 0.252 g) then
diethylarnine (0.05 mL), and the mixture was stirred at RT for 16 k. It was then partitioned
between cold diluted aqueous HCl and AcOEt, the layers were separated, the organic layer
dried over Na;SO,, 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 2 yellow solid (0.168 g). MS (ESI'): 422.2 (IM-H]".



20 the water layer was brought to pH 8 with solid KHCOS3 and extracted
twice with AcOEt. The layers were separated, the organic layer dried over
Na2S04, filtered and evaporated to give
wr t8odaaerpyridin-2-yl)-pentan-2-one as viscous yellow oil @88 dtratoz 72
was used without further purificatias in the next step. MS (El): 179.2 (M").
25 Step B]: |
3-Chloro-2-methyl-N-[6-(2-ox0-pentyl)-pyridin-2-yl]-benzenesulfonamide
1-(6-Amino-pyridin-2-yl)-pentan-2-one (0.15 g) in CH2CI2 (5 mL) was
treat ith I ( i
3-chlo o Z‘Jﬂ ?ayt\;lyl b%n%%%%?%%fd%?&%$%) an g%lr?)é%egtnlr?)TpFn din-2
16 h. xture was partitioned between cold diluted aqueous HCI and
AcO the layers w ere sep arate and the or '[WI xtract
with ?}‘BE}? %}61 & (():otraﬁ .ne%%‘ xaLmoiE\S/;vﬂer:ée&: rléd% oveﬁ I\gl%i§§e f‘l
filfered SRl SV LS orRIEE R S iﬁégicﬁfédr@iﬁééé W38 i&6f9d By flash
chrorriatédjresphypifrepm8/EtONC 22 graaling (S bffomare light brown solid (67 mg).
3-chlate{2ametrglzérzenesulfonic 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
mateBadmds Hydrolysda Ghldre-desitbr-proghies dctolioningy - 120fiy 0f ) -acetic acid
ajpovensmdBsiad: 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
betweaesn whate(cans iAcPiidmd-ihiezagitecidsiayet @djusted to pH 7. The
layers were separated, the organic layer dried over Na2S04, filtered and
evaparates3te-giveBedhibra2 madifyiyNdie - (2vb xdisperatd [ o¥ sidndesdl argon
benzengsyiferamider(L2 mQ).as aniame pPIPDAR ightd eHpwisolid 204S with 6.73
(ESI)m%Q)%aO?(LMoﬂqumlﬁxzqiusopm famide in THE/heptane/ethylbenzene (Fluka}.
2 6 @sel?zyll o SUIfonPéc? mxn? Byéldg]ole%yg Nﬂ% cme a&?&éﬁ‘!ﬂ& MRess of

6- YRAZESHORYI S i
o v

examplal)> Undleandrienegotatfispisre it WE“EB”H%LWF&%PC‘M@H’%&“& added
-20C anghiieated dropwiséthibnl SHROERITLEL nMeDa 23Mngohin ghe reaction
lithiun, diigRRIQPMATHEEI o reflux for 24 h, cooled to RT and concentrated in vacuo. The
20 residue was partitioned between aqueous diluted NaHCO; and AcOE¢, the layers were
separated, the organic layer dried over Na;SOy, filtered, evaporated and the residue
purified by flash chromatography (heptane/AcOEt 1:1) to give {6-amino-pyridin-2-yi)-
acetic acid methyl ester as a crystalline off-white solid (0.429 g). MS (El): 166.0 (M*).

25 Step BJ: [6-(3-Chloro-2-methyl-benzenesulfonylamino)-pyridin-2-yl}-acetic acid methyl

ester

This material was obtained in analogy to example 1 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-H]").

30



THE/heptanelethylbenzene (Fluka). The solution was stirred | 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

wblGiloanshAeOEL. The layers were separated, the aqueous layerepstrasatad 2
twice with AcOEt, the combined ordénic layers dried over Na2S0O4, 20
filtered and evaporated to give [6-(biphenyl-4-sulfonylamino)-pyridin-2-yl]

-acetic aclikas: ightoell e o LQaAbar ARl WAS HERhWIRAE AUIRSS cetic acid
on.in the next step. Step B]:

_ purlflcaﬂ_%l
2 [6-8_5) enyT 4-sulfonylamino)-pyridin-2-yl]-N,N-diethyl-acetamide
[6-(Bighen lm%w;gmmmmaamgmgze,\aln%@eepﬁa%(mo JBdin-2-y1)-acetic

RT N-eth
R
héxafesrapHag A éﬁ(’B@FM@ 5@2 gz)z’ﬂfé&‘@’!éltmlamme (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

organ r(dried 04 filtered ApS euaRAralRch THS I8N  n-2-v1)]-
was rpﬁl%llﬁgg 7b5§ flasfz?g%%%ﬁ%ngatf)sgraphy (her%ane/EtOAc 1:1) tog)gslve e

2-[6- (aolpﬁenyl 4-sulfonylamino)-pyridin-2- yl]-N,N-diethyl-acetamide as a

yellow, so T) ) /
I o S R

?b t(; rfﬂm%hgé'rr']a waé'o%t%%arﬁl@eﬂhe id ngmgﬂz ram&@ Tm%rmﬂﬁ{;@hmenyt 4
sulforSHSRrS %p%g}é acet oL 5 % %’fx ll\li_17 146 ml ofa
ethyl&ﬁ‘édﬁ?&ﬁ?lﬁ%ﬁi’ﬁé?wl%‘?ﬁ E?iéﬁ‘b“ﬁ‘i‘o?ﬁ(gl‘h@ﬁ??ﬁtf’ﬁ?e&éeﬁer|@‘Pﬁ PolFLO 8ive
solid [6T4iripordviSpiEsri)+- 486 pylimine)pEikimpid] Agetic acid asa gum (0.69 g) that
(6-(3Ghlgye-2iheibgdrhenpentsuiiany unire) sgypridin-2-yl]-acetic acid 10
methyl ester Step Al: (6-Amino-pyridin-2-yl)-acetic acid methyl ester
1:4,1,3,3,3-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
dropvsise Bit -&%Mthyﬁ?}&—(4’-ﬂuoro-biphenyhé»suifonylamina}-py’ridm-z-yl] -acetamide

This material was obtained in analogy to example 71 step B} from {6-(4'-fluoro-biphenyi-

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 (ESI'): 440.2 ({M-H]).

Example 76: 4'-Fluoro-biphenyl-4-sulfonic acid {6-(2-morpholin-4-yl-2-oxo-ethyl)-

pyridin-2-yll-amide

This material was obtained in analogy to example 71 step B] from {6-(4'-fluoro-biphenyl-
26  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 (fM-H]").



mL of a 2 M solution of lithium diisopropylamide in
THE/heptane/ethylbenzene (Fluka), 15 The solution was stirred | h at
-20C, cooled to -70C and then treated with an access of dry ice. The
whnbhigresyeas allowed to warm to OC and then quenched withe¢cr/ep2005/010372
trifluoro-acetic acid(0.57 ml) and céhcentrated in vacuo. The residue was
taken up in MeOH and added dropwise to a solution of thionyl chloride

(9.7l MeO Hﬁggmé%mgpo%igwﬁ@.eﬂﬂ@nmmEs.mﬁﬂhﬁ- feated

to reflux for 24 hl)p%gtm 0 RT and concentrated in vacuo. The 20 residue
was t|51:§1:r |ﬂjgﬁee"3’be%ween agueous diluted NaHCO3 and AcOEt, the layers

wereTsg R0 IOIGRAIR BT ke aupr NARE ffilie(ed 4 -finoro-biphenyl-
evaporgied and e ﬁgaq%% A tified hysflash.chromatagapin.

(heptane/AcOEt 1:1) ami Q-pyrdln-é-y - a,cezc acid methyl
eéter’fﬁgi&fE?yg?gwimﬁ?@v%‘%@@oﬁa%m Yy TS E 188 gy pgmerphous
SteplBht [B4(8rGHIGré-2iMathyiEhEHZe st lfdfhytHmino)-pyridin-2-yl]-acetic
acid methyl ester This material was obtained in analogy to example | from
(6-amino-pyridin-2-yl)-acetic acid methyl ester (0.15 g) and

T S O

PCT/EBYIGSHA8Y2 56 Example 74:
[6-(5-Fluaro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]. -acetic acid
B, G e B At G T himole 1 from

(6-amino-pyridin-2-y[)-agetic_acid methyl.ester (0. )
AT e i g R e R e
gum EQ@Om?dy M@efeggﬁoggms(}rﬁw}maﬁggéﬁqﬂ%%gs c?oled to -20 (-Zax?d treated
N, N-Bietwiea] 6202 fleithr 6-biphehy P M solfsiayl ahhithi)op gHigarepyippide in
acetarpid@sptep:Afhvibenzene (Fluka). The solution was stirred 1 h at -20°C, cooled to -70°C
[@.5(4'55%@59-@%t}%w§ﬁ§u&%&w&amﬂe&:%ﬂim&y%ﬁm@ma AT RIS 0°C and
material was oRiained.in analegy e examule. 7 SI8RA IO WBparated, the organ
R e DA S
produief esARTBié 1) 4 48 R oS . 3 puriie ,
chromatography (MeOH/CH:Cl; 0-15%). 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-Z2-yl)-acetic acid as an off-white solid (0.3 g}. MS

(ESI): 251.1 ([M-H]).

Step B]: (6-Diethylcarbamoyimethyl-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 (MH").

Step Cl: 2-(6-Amino-pyridin-2-yl)-N,N-diethyl-acetamide



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

woeXsRRsol> Step B PCT/EP2005/010372
N,N-Diethyl-2-[6-(4'-fluoro-biphenyls4-sulfonylamino)-pyridin-2-yl]-acetami
de This material was obtained in analogy to example 71 step B] from

[6-(4"flyoro-hiphenyl-4-sulfo ino)Ryridin2s 0GR L0:E:9) in cyal,
Bopfibﬁ%g PR i[i(;%}é&ra%lE}gi;%ébqé%%fu{?&?%%%ﬁﬁﬁﬁe oo
a5 SRR o 10 107 t*aéf RS e e

I

(
(E())ég%ﬂé'sibgﬂtihﬁm%ii‘ﬁhg?ﬁﬂpﬂgﬁfﬂﬁ@ to the analysis, The mixture was
[6-(2-ahorpholivednicE%oedtppbripyddirea)-agnides THig 9 Kd &l wakAcOEL, the
oltaingetinansegyttd exacmple:diystepd]drany {604 fluoed; biphenydd Rbgive 2-
4-sulfgnylami B%Eﬁw ;td;bm)— 2 W-B681IC.a6i0n(0:2 9B BORs (DulBve)eMNsNrd that was
ethyl E}%Ol rop lamine, (9.967 mL), and morpholine (0.02 mL) as an
off-white sEh‘cf}%o.lm g). M8 (ESI"): 454.2 (IM-H])). WO 2006/037501
PCT/EP2005/010372 57 Example 77:
2-[6-(4'-Fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-N-(2-
meth@?é;ﬁ'ﬁihyi) ;@gﬁ@%f&@zm&ﬂ}ﬂ%&ﬁ%%%%&%&m-wmwt@aN»diechyz—
example 71 step B] from [6-(4'-fluoro-biphenyl-

AL USRS n0)-pyridin-2-yl]-acetic acid (0.1 g), BOP (0.069 g), NN 5

ethy'ﬁij’h%?ﬁ&?&%lﬁgﬁp%&%%é Hl%éaﬁ@%@éﬁ%&h?’f%ﬂyi@@i o600 h M)A N -
}?1 -

ET(:‘I’T%" %léestamlde {0':\{1}\'170g gl? g‘fer%?%g)étm&g%zselﬁétﬁﬁ%}%é O;HH{).OB!& glasa

2-[6- (B Hrd oL e thy msende REEUHIAAZRYAD)-pyridin-2-yI]-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. o
Cientxa#pe3800, 27 Cilti& ARG HAHS ﬂ@ﬁ@’fﬁ“ﬁh&%féﬂ)liﬁyg%ﬂhﬂ'
coolegtttrndtdC and treated

This material was obtained in analogy to example 1 from 2-(6-amine-pyridin-2-yl)-N,N-
diethyl-acetamide (0.07 g, product of example 78 step ClY and 3,4-dichloro-
benzenesulfonyl chloride (0.091 g) as an amorphous yellow solid (41 mg). M§ (EST'): 414.1

20 ([M-HI).

Example 80: 2-[6-(3-Chloro-2-methyl-benizenesulfonylamino)-3-methyl-pyridin-2-
y1]-N,N-diethyl-acetamide

Step A]: (3-Bromo-6-tert-butoxycarbonylamino-pyridin-2-yl)-acetic acid

95 This material was obtained in analogy to example 78 step A} from {5-bromo-6-methyl-
pyridin-2-y1)-carbamic acid tert-butyl ester, 4.3 g - prepared from é-methyl-pyridin-2-yl)-
carbamic acid tert-butyl ester, example 78 step A! 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.



dropwise at -20C with 5.5 mL of a 2 M solution of lithium diisopropylamide
in THF/heptane/ethylbenzene (Fluka). The solution was stirred | hat -20C,
cooled to -70C 15 and then treated with an access of dry ice, The mixture

wias@iawed to warm to 10C and partitioned between aquepds B tchi10372
and AcOEt, the layers were separatad, 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

sucti rldlnvcoto giye 20
(6- te%1 u?jl 3cr;1%r SOy amlﬁ%h pyr\r{? %f)thé’cé’tvé‘%’%.ééi ~carbamnic acid tertebutyl ester

(O 3 9% S %;glv)as gb]ta ngsw a.p §t % e;lam le 78 ste frombﬁ bromo 6 ters-

6-Diethy amoy!met gcar amic a |d tert

Thls mfé?*%ﬁf{m SBERET s RAloaEHS ész%?pﬁ% 1 &tép! %f’ﬁ%% %‘\{ert |
25 birBwissrperyiaminopyliaihizaf)dicetieacr (6 298 g BeR poosmsolid (C.67
9), N.N-lethyglisesropyHainine (0.42 mL), and diethylamine (0.14 mL) as a
yellow gum (0.202 g). MS (ESI): 308.3 (MHO). Step CJ:
2-(6-Amino-pyridin-2-yl)-N,N-diethyl-acetamide WO 2006/037501
PCT/EP2005/010372 58
(6-DidthyIchrb@nitsimisaahapyridiciiylyi) ey aaviedieiet TEreasbagt e st 1o utyl
g) in €d2CI2 (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
aceorirkydmsic-adiahyRisbihevmixturepywadn dligived tervwazr teri-0@arder (0.116 g
partitigneskReiasn) aay eekts DiltedidhiGOd andl AeQELHherbdayers.124 g),
were seniiath daaW m@eﬁ 5&&&%@09%@%@6‘%&% sgycﬁmgw%%m
to glv%Z ]ggat(?'g]tlg9€ﬁﬂl Or 2 ly N N Ietqy aceltaclimog?l‘ 31’@%?’)93‘18’311%1‘ cake

ye ellow SOiGRat Was dire %Z/(use In the next ste

2-[6-(3rerbrE ARy e éﬁé’éﬁaﬁ%’iﬂ%‘rﬁﬁ%)‘“p‘gﬂﬁa?n% eSRERREURARY LY flash
1@saceharmigiosTHRy Hermipien etdEo blaihed itp &ta| by g e aRasne vintedi -0 -methyl-

2-(6-ammiriiryriciodahidd eliethyliacetd Tide (8@ 2@y dasdgum. MS (ESI): 322.4
3-chlggs2ymethyl-benzenesulfonyl chloride (0.084 g) as a

Step D]: 2-(6-Amino-3-methyl-pyridin-2-yl)-N,N-diethyl-acetamide

20 This materia) was obtained in analogy to example 78 step C] from (6-
diethylcarbamoylmethy!-5-methyl-pyridin-2-yl)-carbamic acid tert-butyl ester (0.193 and
trifluoro-acetic acid {0.69 mL) in CH,Cl; (8 mL) as a yellow gum (0.148 g ). MS (ESI):
222.2 (MH").

25 Step E]: 2-[6-(3-Chloro-2-methyl-benzenesulfonylamine)-3-methyl-pyridin-2-yl]-N,N-
diethyl-acetamide

This material was obtained in analogy to exampie 1 from 2-(6-amino-3-methyi-pyridin-2-
yi3-N,N-diethyl-acetamide (0.066 g} and 3-chioro-2-methyl-benzenesulfony! chloride
(0.074 g) as an off-white foam (33 mg). MS (ESI'): 408.1 ([M-H}").



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 | from

wor t0easapyridin-2-yl)-N,N- diethyl-acetamide (0.07 g, proguets®boosoios7z
example 78 step C]) and 3,4-dichiose- 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+di -acetamide St NP
B N R
maten Al Wi 5‘[3?’5‘1%& in analogy to example 78 step Al from
(5-bromo-6-methyl- pyridin-2-yl)-carbamic acgid, tert-butyl ester, 4.3 g - -
D o R r A e S AT SR Bl S £ it pymidin 2
eXamipld P8 SepArHABIGHINAfS W‘?ﬁﬁé§%§l\ﬁ’?&%ﬁﬂ‘ﬁ“ﬁoﬁ%&ﬂaﬁﬁé (0081 g)
describstiofywWianabe, Eham. MetEI99%2%1 4 M) 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/ERrrebid 0372 hlyraly Gvdroxymethyl-pyridin-2-yi)-2-methyl-
(5-Brbsneegedidthgtoidamoylmethyl-pyridin-2-yl)-carbamic acid tert-butyl
ester This material was obtained in analogy to example 78 step B] from
(ZobrimeBateniel Watokiaaaboraiain e pyaitie 2 yPracetaiaeiailes2 u);
BOP £2:87400)0.DbN; pAethyitd Teophegidambn @963, 78 Indn)d antliciettyyhathyhe
(0.23y1l.) As ArdgiRwWn @atid £9:6 4n GhiM AE R 1386. Bis(MH"): Step(Qk-H] ).
(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 ExEassiuen: Carbp.saler(ONL 28} g9thbairalib irpkisiy b spimiesy -
padlagiunOds 3R mmg:and trimethylboroxine (38 mg) and

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 chioride {0.172 g) as an off-white gum (0.158 g). MS {BEST): 325.1 {[M-
H]’)

20
Exampie 84: 2,5-Difluoro-N-{6-methoxymethyl-pyridin-2-yl)-benzenesulfonamide

This material was obtained in analogy to example ] from 6-methoxymethyl-pyridin-2-
vlamine (0.096 g) and 2,4-difluoro-benzenesulfonyl chloride (0.162 g) as an off-white
gum (0.156 g}. MS (ESI): 312.9 ({M-H]")

25

Example 85: 3-Chloro-N-(6-methoxymethyl-pyridin-2-yi)-4-methvl-
benzenesulfonamide



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

wh4)deive:(6-diethylcarbamoylmethyl-5-methyl- pyridin-2-ybeqagbaimi® 16372
acid tert-butyl ester (37 mg) as a calorless gum. MS (ESI): 322.4 (MHO').
Step DJ: 2-(6-Amino-3-methyl-pyridin-2-yl)-N,N-diethyl-acetamide 20 This

mate'flﬁ aé&rxe&?ta@% In a{p alo éﬁ%%(m 718f§)t1%% ge% ra[!n('n y'ndm -2-
Cl

S's‘?ﬂ'%@@%@ﬂ%é R %@z%s SRR s e

yelloWhdas o 84854). Wéf(%§|§25212 H'). 25 Step Ej;
2-[6-(3-Chloro-2-methyl- benzenesulfonylamlno) -3-methyl-pyridin-2-yl]-N,N
- diethyl-acetamide This material was obtained in analogy to example |
from 2-(6-amino-3-methyl-pyridin-2- yl)-N,N-diethyl-acetamide (0.066 Q)
afd 3-chloro-2-methyl-benzenesulfonyl chloride (0.074 g) as an off-white
foam (33 mg). MS (ESI). 4 81 M-H]"). WO 2006/ 7

T BT 1 05 15 60 DS B meta Py 230)-2,5-difluoeo

2-[6- G?%@R‘s‘ﬁlfﬂ%?—*ﬁ&#zenesulfonylammo) 3-methyl-pyridin-2-yl]-
N,N-diethyl-acetamide This material was obtained in analogy to example 1
from Semidm g E3HRPRAREYF R TSN RidiRsthyl Lk ity BroB g g ide

and 3,4-dichloro-benzenesulfonyl chloride (0.081 g) as an off-white fo

(55 Mé%d{ggﬂﬂsthﬁég}?wr_ﬁb é)&%%]g' geFopionamide (1.04 g, Papac?opoulau,,

MChlloFbeee( @ty dhoryrire PR HiTd in-DNH -2 methyRs Eaze nas ARG Hamride

10 Thlsamgtmlswgm@btaumeﬂmmanai@gy toehampieet foomh at RT, bromomethyl

(6-amings Qﬂﬁwé); dNeibannk(8:095.9 Asensiag Feirahadiea it durther 1.75 h,

1993’1‘Z9 9&! ks gﬁ@&k@%m%%ﬁ%x&&@%ﬁ% Oaﬁld7gc@)5§§he layers

gncvﬁ%tf:%e?\gp(aé cgl]hsx ueoi.h %gT 3%&%‘%_ )AI EE? [ﬂpe com?!)med organic

15 layers were washed with saturated aqueous Ci and water, dried over Na,50y, filtered

and evaporated. The residue was purified by flash chromatography (heptane/AcOEt 100%
to 50%) to N-(6-cyciopropylmethoxymethyl-pyridin-2-yi)-2,2- dzmethyi propionamide

(0.884 g) as a yellow oil. MS (ESI): 263.2 (MH™).

20 Step Bj: 6-Cyclopropyimethoxymethyi-pyridin-Z-ylam'me

N-{6-cyclopropylmethoxymethyl-pyridin-2-y1)-2,2-dimethyl-propionamide (0.884 g) in
ethanol {50 mL) was treated at RT with 3M aqueous NaOH (5.62 mL) 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 2
light brown liquid, MS (ESI): 179.1 (MH™.

Step C}: N-(6-Cyclopropylmethoxymethyl-pyridin-2-yi)-2,5-difluoro-
benzenesulfonamide



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-

wbengsneseifonyl chloride (0.172 g) as an off-white gum (0.1&8rgdriiB/010372
(EST"): 325.1 ([M- H]-) 20 Examplei@4:
2,5-Difluoro-N-(6-methoxymethyl-pyridin-2-yi)-benzenesulfonamide This
gnar{;[z?ﬁgs)\évy%n&g? ;?5@%?&5%@2@%89%3%%5@(%%34 Z{irr%;% 6-cyclopropylmethoxymethyl-
2.4 RTINS 5% %%@*f%ﬁﬁ%%%ﬁ&‘%i%igégaésa%"g SRR g2 asen
(0.15628) borsn(eif- 380 NMES)) 25 tkarible’ss:
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)
afid -’aﬂ}é’fﬁﬂ-‘metﬁ?ﬁ%@ﬁ’i@h@éﬁﬁ%ﬁ%ﬁ%éﬁ%%’)’%i?g%g f- white
gum (OrEEEMSHES|'): 325.1 ([M-H]) 5 Example 86:
N-(6-Cyclopropylmethoxymethyl-pyridin-2-yl)-2,5-difluoro- L
benz@ﬁéﬁﬁéﬁﬁmé’%@'ﬁ%ﬂ analogy to example 1 from 6-methoxymethyl-pyridin-2-
N-(6-@yroloptopgingethdyfinethyl-pytitinbangtn e lfeim ehbyligsr Shidhahaide light
N-(6-byigvoxymethyl dyridireR-yl 32,2 divhethyl-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) wakxasigrdairopwiselificostiNi§-mascopmietivbafodifubtbrbe@ogsulformmide
reaction mixture was partitioned between 2 M aqueous KHCO3 and
AcOEThihedayetsvaneraiseparatelbgrie squebusitayeitexniaeterr gice Xith
AcOEhefihggombingsiQrgaifidoro-benzenesulfonyi chloride (0.17 g) as an light brown

amorphous solid MS (ESI'): 299.1 (IM-H])

15

Example 8%: Acetic acid 6-(2,5-difluoro-benzenesulfonylamino}-pyridin-2-yimethyl

ester

This material was obtained as 2 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 3410 ((M-H])

Example 90: Naphthalene-2-sulfonic acid (6-hydroxymethyl-pyridin-2-yl}-amide

This material was obtained in analogy to example | from (6-amine-pyridin-2-yl)-
methanol (0.042 g) and naphthalene-2-sulfonyl chloride (0.084 g) as an off-white foam
25 (32 mgg). MS (ESI"): 312.9 ([M-H})

Example 91: 3-Chloro-N-(6-cyclopropyimethoxymethyl-pyridin-2-yl)-4-methyl-

benzenesulfonamide



15 layers were washed with saturated aqueous NaCl and water, dried

over Na2S04, filtered and evaporated. The residue was purified by flash

chromatography (heptane/AcOEt 100% to 50%) to
wiy-dsyseianropylmethoxymethyl-pyridin-2-yi)-2,2-dimethyl-pseRiepaskdess 12

(0.884 g) as a yellow oil. MS (ESI):6363.2 (MH"). 20 Step BJ:

6-Cyclopropylmethoxymethyl-pyridin-2-ylamine

L
(5. IR A A OO T 20 Bﬁﬂ?e V\Vaglﬂf%fb st e) =

RT, pdigittorsEerbetmden ik atevia b Ac et flff’fé}iég/ers 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
|Iqu>|/cﬁ)1ssf§}pé§|:) 17 iﬁcﬁﬂﬁzﬁ yxymeihy( t-pyridin gg yi}-5- ﬂu%w 2-methyl-
N-(6-@yetoprdfyametiroxymethyl-pyridin-2-yl)-2,5-difluoro-
benzenesulfonamide WO 2006/037501 PCTEP20051010372 62 This
matefiblswatoBtared Hran HI095t6ex SFMpIRl friopm 6-cyclopropyimethoxymethyl-
6-cycientapyimettioxynietylapysidin2-glamiheg-(@:088g)émdi2hloride (0.15 g) as
5-diflyoeg:Ranzenestifonyl ehlordte: (1:4.22(g)-rg An light brown gum

(0.175 g). MS (ESI'): 353.1 ([M-H]-) 5 Example 87:

5t luoro-N-(6-methoxymethyl-pyridin-2-yi)-2-methyl- benzenesuffonamide
This material was obtained in analogy to example 1 from
6-methamprethyl-pyridiicZo-Wemind (Or0 gy pRgmethyl)-pyridin-2-yl]-4-methyl-
5-fluqyes 2-mesiiavi-hgRzenes ulfonyl chloride (0.159 g) as an light yellow

gum (0.16 g). MS (ES!): 309.1 ((M-HI') 10 Example 88:

2,5-Dy fJéFPA? Na(fs hychnasyanaiyloRysidiny 8-yhraenzenesal anemtiprobigamide
lIa

material was obtained in analogy to example | from (6-amino-pyridin-2-yl)-
methana! {Qd-6) Radb2sadifiuaraibpneenesutiorsdiehldriee(6:18-)dasxamethyl-
“%1 t %%Y&ﬂ'}é%?—@?—%%e%@!d(%S(E)%mfggg@%ﬁ%iﬁﬁomiée 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-dimethyi-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 Cl: 3-Chloro-N-{6-{4-fluoro-benzyloxymethyl)-pyridin-2-yil-4-methyi-

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 alight yellow gum (0.09 g). MS (EST'): 419.0. ({M-H])

Example 94: 3-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-2-methyl-

benzenesuifonamide



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

waS6as g work-up with AcOEt in the presence of acid) as ad¢@@:p200s/016372
amorphous solid (17 mg). MS (ESl4 20 341.0 ((M-H] ) Example 90:

Naphthalene-2-sulfonic acid (6- hydroxymethyl pyridin -2-yl)-amide This
mateﬁlglllswa%mqml@ed wgr%Qalo %;)(@{n Q‘l (g & ino )-pyT ri%ﬁl -2- Qihy})-
s an

methano Iorlde 884
off w1 8 %@ ias%Tﬁ%'Y e )

3- ChPo‘Féhi\}’ﬁ’éE’h‘)ﬂéIE‘d eﬂﬂ?ﬂopgl%n DLyl)-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&hIGigRR nEthy - Rech e W Ehfoteae ?@fﬁﬁ%&%@ﬁﬁ%ﬁﬁ%

gum peESBgHMSEESI™): 364.9 (M-H]") 5 Example 92:
N-(6-Cyclopropylmethoxymehyl-pyridin-2-yl)-5-fluoro-2-methyl-

benzeRE SR feRH NI @ TTPAE B tsrkIay s srtamd dhmafratolsrie- é?(ﬁﬁﬁﬂ@!?th}f

from Byoyciaprbpyinethesé/getkyls pifidine hedammel ) 8B g)darifloss g) asa
5-fluargmd-metipdrbeneengsmsapyt chloridg X0 | 5)g) as an off-white gum
(0.14 g). MS (ESI'): 349.2 ([M-H1") 10 Example 93:
3t&hloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-4-methyl-
benzenesulfonamide Step AJ:

N-[6- @amiyzrashenzyBloynatiis)spiridint2azidie2y2aelinyb thytidiropidharmicbyl-
This materalwas:prgpared in analogy to example 86 step Al from
N-(6-hydroxymethyl- 15 pyridin-2-yl)-2,2-dimethyl- (0.625 g) and

4-fluorahenzm:hromisiepasaiyaionyeto(@:83p8) .1 from 6-(4-fluoro-benzyl oxymethyl)
pyridin-2-ylamine {0.058 g} and 5-fluoro-Z-methyl-benzenesulfonyl chloride (0.057 g) a
15 alight yellow gum (0.0476 g). MS (ESI"): 403.2 ([M-H]')

Example 97: Piperidine-1-sulfonic acid (6-methoxymethyl-pyridin-2-yl)-amide

This material was obtained in analogy to example 1 from 6-methoxymethyl~pyridin—2-
ylamine {0.096 g} and piperidine-1-sulfonyl chloride (0.153 g) as a light yellow gum
20 (0.024 g). MS (ESI'): 284.0 ({M-H]")

Example 98: Piperidine-1-sulfonic acid {6-cyclopropylmethoxymethyl-pyridin-2-yl)-

amide

This material was obtained in analogy to example | from 6-cyclopropylmethoxymethyl-
25  pyridin-2-ylamine (0.089 g) and piperidine- 1-sulfonyl chloride (0.11 g} as a light yeliow
gum (0.054 g). MS (ESI"): 324.2 ([M-H[}



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-
woehayipayppethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide (@82gmhand o372

3M aqueous 20 NaOH (4.35 mL) a& a yellow oil (0.596 g). MS (ESI):

233.1 (MH'). Step CJ:

3-Chlgro-Nr[@z(4-flugr Nz athyl)-pyrigin-2- r - T

benz?ﬁmﬁﬂff{gﬁémi g?ﬁ?ﬁ?ﬁ%@% ﬁ@%ﬁ%ﬁ%ﬁn’%ﬁ?&%@g@éﬁ Bﬁ)epfn din
from &XA RSB BERRABES nethyl)- pyridin-2-ylamine (0.058 g) and
3-chlqro-4-megthyl-ben Ifgnyl chloride (0.062 g) as,,25 a light yellow
o e DB AR e A ARat SR Ao
3-ChIBIRPRREBLEE fluoro-benzyloxymethyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide WO 2,006/037%01 _PCT/EiP2005/010037,2 64 ';'his
métertl (Y BRESRRSEY IP i gY Yo exampIe T RigRiphamide (0625 5)
6-(4-fitiphenbehepTong MElsyd) 2 py AdiHleinairivg F 098 Gy #ngl in toluene was treated
3-chlare2wméthad-benzenesplonyr ith tbxice {67082 gasoa gt féllowi he mibaure
gum n08%:9).rMS KERk:idd Bet[MrHle) b dexatBPlesED the layers were separated, the
i’S'DﬂHQJ 8':% u&@'&ﬁgé%%{ﬁébe%rlaﬂxowgtﬁﬂyEQW%@&%BQJ?Aéc: layers were vrashed with

enzenesulfonamide This mater as prepared in.ana X "
i S8 A B e o SR, AL %ﬁ%%%m e residue
2,5-diErBEHEn D AL ABRTPLHGABE (BR3EE G F 25 d SgRE s AdRAGM2 dimethyt
(0.07§dy_-Mgi@g‘g)pqt@y]fzf(fm}gﬂnytj}@Miﬁﬂ@gé -propionamide (0.98 g) as a yellow
5-Fluetb & [GgY- Asmed Melizyloxymethyl)-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
g (B:B456 g).(MBifESioypatad:phgMpRythyl)-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 Cl: 3-Chloro-4-methyl-N-{6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-ylj-

benzenesulfonamide

This material was prepared in analogy to example 1 from 6-(4-trifluoromethyi-
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.Chloro-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]).



Example 97: Piperidine- | -sulfonic acid

(6-methoxymethyl-pyridin-2-yl)-amide This material was obtained in

analogy to example | from 6-methoxymethyl-pyridin-2- ylamine (0.096 Q)

wangdgipergine-l-sulfonyl chloride (0.153 g) as a light yellow gume2es/in16372

(0.024 g). MS (ESI'): 284.0 ([M-H]-)y&Example 98: Piperidine-I-sulfonic acid

(6-cyclopropylmethoxymethyl-pyridin-2-yl)- amide This material was

obtained in analogy to example | from 6-cyclopropylmethoxymethyl- 25
pyridin-2-ylamine (0.089 g) and piperidine- |-sulfonyl chloride (0.11 g) as a

';%}%@%@O%Z?@ %ﬁ%‘f 2L AR LR A0R07 7 in 2 1)

3-ChRSREASHERRATNGS6- (4-trifluoromethyl-phenoxymethyl)-pyridin- 2-yi]

-benzenesulfo namide Ste

2,2-DitHetRyENE AT RRGE gé%@ﬁ%%ﬁﬁé%&%bf M ytditeapehy-

pﬁ)pl@h@?ﬁﬂ@%hml(@ff'%ré Wm@mw .08 g) and 2,5-difluore-benzenesulfonyl chloride

pyridiit-27 i) «2 Pighirretioy qotcidibtinaide §0ES2% ¢3; - dripHeniiphophine

(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 |aperopirci@separBitsdo thenssiildblk tayefepiemekiiatietrwine ReO Bidin-2-

The conteinedeoraninidyers were washed with 10 water and saturated

agueous NacCl, dried over MgSO4, filtered and evaporated. The residue

was plrifiedibyaftashpoiroadatogagdyy ( kemaiel Ao@Et (100 foB86%) td-give

2,2-digpetbymethyl)-pyridin-2-ylamine (0.08 g) and 5-fluoro-2-methyl-benzenesulfonyl

N-[6-(qfrifiuqaam h%'m HE‘% thl-p SI%&yj]ym@iqmnﬂq@ (0.98 g)
as a yellow oil. (ESI): 353.2 (MH?). 1 Step BJ:

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-

trifluogq i@M'o@hen%xm%tNlI@w&w répylinprenipRamEeiR00) APch3My!-
a%ue%us ;{)“ifﬁgemL) as an off-white crystalline solid (0.647 g). MS

(ESl) ZCﬂES

This material was obtained in analogy to example 1 from é-cyclopropylmethoxymethyl-
pyridin-2-ylamine (0.09 g) and 3-chioro-2-methyl-benzenesulfonyl chloride (0.13g) as an
off-white gum (0.135 g). MS (ESI'): 365.0 (IM-H]")

20  Example 104: ~ 3,4-Dichloro-N-(6-cyclopropyimethoxymethyl-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 (ESI"): 385.0 ([M-H]")

25

Example 105:  4-Fluoro-N-{6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-

benzenesulfonramide



20 Step CJ:
3-Chloro-4-methyl-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-yl]-
benzenesulfonamide This material was prepared in analogy to example 1
whiodatdstiifluoromethyl- phenoxymethyl)-pyridin-2-ylaminep@;a&-eoanehs72
3-chloro-4-methyl-benzenesulfonyl é¢hloride (0.074 g) as an off-white solid
(0.105 g). MS (ESI-): 455.2 ([M-H]"). 25 Example 100:
3-Chjqro-2-methyl-N-(6-(4- rlfluorometh I-phenoxymet ridin-
-benﬁusé’[1 u‘i%ﬁl;v\‘r/’ﬁ?(?e ('lsdtma erl WaéX i Er& ?r( g!}ypu%}/at X %]f"eihv
from w&%ru&fa%&%ﬁSpﬂ%éﬁ%ﬁﬂﬂ@m%fﬁmm@wgﬂﬂﬁ e(@é%@j aefight
3-chlpriteR gnetifbbenxEn@siikagl! 80ichlbride (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- trlfluoromethyl phenoxymethyl)-pyridin-2-yl]-
bénzBreagie fdanudel FrisRhiaterpar i prepated in ararshy terexarmpreitt-
from eddetuitititnermagihyl 5 phenoxymethyl)-pyridin-2-ylamine (0.08 g) and
2,5-difluoro-benzenesulfonyl chloride (0.07 g) as a light yellow solid
(0.08Bhip) mwS ESE pret®:0 i niiyyExarmplelel0Rem 6-(4-fluoro-benzyloxymethyl)-
5-Flugradzroethi-{Geé4-filnosomethylophendxisenet hyddifpitiniiidgl (5.057 g)
_benzagg(gghl f&m éqm@ogg isRaterial was grgpared in analogy to

example I from 6-(4-trifluoromethyl- phenoxymethyl)-pyridin-2-ylamine

(608 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-Chioranr{ ooy clopromytaathexymativgly bt dnynd-prettiyla-45-2-methyl-
benzgnesulfonamige:d his material was obtained in analogy to example 1
from 6-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.09 g) and

3-chl I onylchiorge: (/L 3thhamnanideff-white gum
oS oy e Bt e 0

15

20

25

30

A solution of N-(5-Bromo-pyridin-2-yl}-2,2-dimethyl-propionamide (8.7 g, Kelly,
Tetrahedron Lett., 32, 1991, 4263) in THF {200 mL) was cooled to -70°C under an argon
atmosphere and treated dropwise over 30 minutes with n-bugyliithium (4578 mL, 1.6 M
in hexane, Acros). The mixture was stirred 1 h at -70°C and then treated dropwise (over 10
minutes, at -70°C) with a mixture of N,N-dimethylformamide (53.25 mL) in THF (5 mL),
and stir.r'mg was continued for further 30 minutes. The reaction mixture was then poured
into 2M aqueous KHCO; (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 te give N-(5-formyl-pyridin-2-y1)-2,2-
dimethyl-propionamide (7 g) as an yellow oil that was used directly in the next step.

Step B}: N-(5-Hydroxymethyl-pyridin-2-yl})-2,2-dimethyl-propionamide

N-(5-formyl-pyridin-2-yi)-2,2-dimethyl-propionamide (6.96 g) under an argon
atmosphere in MeOH (120 mL) was cooled to 0°C and then treated portionwise with
sodium borohydride (1.289 g). The cooling bath was removed, stirring was continued for
30 minutes and the reaction mixture was partitioned between half-saturated agueous
NH.Cl and AcOEt. The layers were separated, the organic layer dried over sodium



20 Example 104:
3,4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-
benzenesulfonamide This material was obtained in analogy to example 1

winam&egyslpopropylmethoxymethyl- pyridin-2-ylamine (0.09 ®camgbzo0s/016372
3,4-dichloro-benzenesulfonyl chloride (0.143g) as an off- white gum

(0.143 g). MS (ESC): 385.0 ([M-H]) 25 Example 105:

S R e
materla?%%g E tl?ln%nat%% y 6 té}i[a%]g ,T% mx}’met%ﬂ pyridin-2-yl)-

6-(4-Féusten z?ﬂSRW?é’PP@ﬂ) dﬁfﬁf&ﬂ%}wﬁé%wédgm@ﬂ ): 2002 (MH"),

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-Pluora-benzy| -2 fI th
et catt e it St e R

from 6-(4-fl org ben Io eth ridin-2- ine ( 058 ,
e R o
gum %r[gigg? MSZ'(ZE@W?WTRWW eib()é)gé | rT@?methy cyclopropane {0.813
3-Chipro-Nig8-psioprd Py athbbdmsihid ey itin-2-y1)-2-methyl-

benzenesulfonamide Step AJ:
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
Tetratienifdn E&VCI%GMQ‘PWPZ‘%@)??W}FWEG(‘ZOEVME’}%% cooled to -70C
under an argon atmosphere and treated dropwise over 30 minutes with

n- but%ifHﬂS‘Fﬁ’@iS*’Wfﬁ[afiéGW%WWEF%H@“W%@SS*}%’%‘i‘Pﬁ’% e was
stirredrddprapyEa@handrittbrl-iadid 2drb pisinteet 1o Pinmaates, (@B TR0 @)d 3M

with aqmistigneaoftNNsime thyd fedimaseitte (5. 25 mMBItETIHE7EL i) “and
stirring was continued for further 30 minutes. The reaction mixture was
then poured

15 Step E]: 3-Chloro-N-{3-cyclopropylmethoxymethyl-pyridin-2-yl)-2-methyl-

benzenesulfonamide

This material was prepared in analogy to example 1 from 5-cyclopropylmethoxymethyl-
pyridin-2-ylamine (0.089 g) and 3-chloro-2-methyl-benzenesulfonyl chloride (0.142 g) as
a light yellow gum (0.152 g). MS (ESI'): 365.0 {(M-HI)

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 (C.117 g} as an off-
25 white solid (0.119 g). MS (ESI"): 353.1 ([M-HI")

Example 109:  4-Chloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl}-3-methyl-
benzenesulfonamide



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

wio) 200a@zembined organic layers were dried over sodim sulphaigpfilietacs 2
and evaporated in vacuo to give N-¢8-formyl-pyridin-2-yl)-2,2-
dimethyl-propionamide (7 g) as an yellow oil that was used directly in the
next stepis 2ht&ieP-By prepared in analogy to example 1 from 5-cyclopropylmethoxymethyl-
N-(S-Hygr@xymaty Py iein 2 b s RN thEPr 8RIORRIIAS 1 chioride (0.124 g) as
N-(5-f%}mo¥k%qglsr&%-w)i 2-d %Wl-pgg%oggﬂggi (6.96 g) under an
argon atmosphere in"Me ﬁ&% mL) was cooled to OC 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
mixtur tiongdjbet : ] NH4Cl and . )
AL T s e S e g e S Bz et
WO 200EH B BB 2005/010372 68 sulphate, filtered and
conce atedtin.v%:éjc_).re'l'ge cgesidu > was urifi?edll%}/oﬂag,_h. | meth vl
chromatot Ir_rétap rﬁ/al(hesp)gar?efﬂcaé? 16 J:Cisnf(’) give momeye ?Pmpym . oxymeuny
N-(5-h9m%%y&iéw%§ﬁaﬁ%@w D eftnethyiBrdpRaTiers A gyt G 15 8) as
crystallinefivtiltecselid (MES @ SHS &5 2 IMFIY 4-8tep C:
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-2,2-dimethyl-propionamide
Thi8 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
bromo fﬁp!ed;}éroprgwfﬁélm:gﬁlfwaw ﬁgﬁfi)@HH%ﬁYé‘ﬂle(@i‘%fr‘lj‘). pyridin-2-yl)-
(ESI): 268i¢. (MW'"). 10 Step DJ:
5-Cyclopropylmethoxymethyl-pyridin-2-ylamine This material was
preparédiirmarraid gt orerarpdpleaggosicls Blefrain N@n 5-cyclopropylmethoxymethyl-
cyclopispyimethiaxymetniopy Haip Dy 21 diniethy kipropgio lartide £0: 8ght yellow

- 0) @d@M (@ggggyW@ﬂ;@ﬁﬂm@;QS)_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 |
from S-ysipRropyimeshcityraethipl-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2-

methyl-benzenesulfonamide
Step Al N-(5-Formyl-6-methyl-pyridin-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 CH,Cl,,
with triethylamine as base, as viscous brown oil, M5 (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 (EI): 220.1 (M")

Step B}: N-{5-Hydroxymethyl-6-methyl-pyridin-2-yi)-2,2-dimethyl-propionamide



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
(IM-H]-) 20 Example 108: 4

wi-{@dapekopropylmethoxymethyl-pyridin-2-yl)-2,5-difluoro- pcT/EP2005/010372
benzenesulfonamide This material Was prepared in analogy to example 1
from 5-cyclopropylmethoxymethyl- pyridin-2-ylamine (0.089 g) and

2,5-dl mgﬂ %%ﬁﬂﬁ%é I ﬁmaﬁlg(& Jé&miag 777 QU BPANRVR- 8Lk myt.6.

(0.119 S|-
4- Chfnro_’(ll\fl cycloﬁ’} %%S‘({ﬁfhﬂ e}i’ﬁ)ffﬁ%lﬁaag_% gsodxﬁ_‘m borohydride (1.037

benzéhéss‘u]l'l%ma‘iﬁqfa‘ésw kébs&d‘é%@ﬁ 5/010372 69 This

material was prepared in analogy to example 1 from
5-cyclopropylmethoxymethyl- pyridin-2-ylamine (O 089 g) and

3- chloro 4-methyl-benzene qu I ch |d§ as an off W ite IS_k0|Id
(0°128'H) i C?@?Bj éi‘ EER SRR

N-(5- @V@I’@ﬁ?ﬁb?ﬂ’methoxymethyl pyrldln 2 -yl)-5- Buoro 2-methyll-
benzenesulfonamide This material was prepared in analogy to example 1
from By ElaisapyrhetRsR IO PN FIRDBAMITE (bl68G ) Atiglydroxymethyl-
5-flucforthyethyldeAzéndsulfonyivtiiongeitits S0gras) e owhiestaplid

(0.119ygb Vb alte $'p7 34 D23 [k HE) dlOoE Xan3ple. M (HBIperidhevHESulfonic

acid (5-cyclopropyhnethoxymethyl-pyridin-2-yi)- amide This material was

prepared in analogy to example | from 5-cyclopropylmethoxymethyl-

pyridin-2-ylamine (0.089 g) and piperidine-I-sulfonyl chloride (0.142 g) as

a lightyeldl 515ygleprdBy02Thg Xy MShHESIR)eB2UrRT{din-RidpEample 112:

3-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yi)-2-

methylthemzeneswaiforgaridan analogy to example 86 step B from N-(5-
cyclopropylmethoxymethyl-6-methyl-pyridin-2-y1)-2,2-dimethyl-propionamide (0.357 g)
and 3M aqueous NaQOH (2.68 mL) as a dark red oil (0.163 g). MS (EI): 192.2 (M"Y

15

Step E]: 3-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-

benzenesulfonamide

This material was prepared in analogy to example } from 5-cyclopropylmethoxymethyl-6-
methyl-pyridin-2-ylamine (0,053 g) and 3-chloro-2-methyl-benzenesulfonyl chioride
20 (0.058 g) as a light brown solid (0.046 g}. MS (ESI'): 379.1 (IM-H])

Example 113: N-({5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-2,5-difluoro-

benzenesulfonamide

This material was prepared in analogy to example | from S-cyclopropylmethoxymethyl-6-
25 methyl-pyridin-2-ylamine (0.053 g) and 2,5-difluoro-benzenesulfonyl chioride (0.059 g)
as a light yellow solid (0.063 g). MS (ESI"): 367.0 ([M-H])



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 -
woblanedvia standard acylation of 5-bromo-6-methyl-pyridire2:yieamneio37z

with 2,2-dimethyl-propionyl chloriddin CH2CI2, with triethylamine as

base, as viscous brown oil, MS (ESI): 271.2 (MH') - butyllithium (34.94

;nrhorIEG M 'iéﬁﬁ?ﬁ" 6%%(%1%? (%H% ). MS%@%{;‘)O 1 (M ?%?4‘@“%%3@0 >

N-(5- ﬁ’ﬁ ?ﬁ&‘nyl -pyridin-2-yl)-2,2-dimethyl-propionamide WO

2006/ 37501 P /EP2005 0103 2 70 This rial re
analo i i erelgl( as PLepRS to ex rln?tﬁe 6§N cyel gprd%y metfmxyme{hyl

methyLyHcRIESip *zi%%@rﬁp Bap ﬁ*&hﬁ?ﬁﬁ&*e %ﬂlﬂ “BARF LRyt chloride
baroh§idriéie)(2s63izhgyesvastibht %%a\} S6hEEEL. hi%ﬁ W-(ESI): 223.2
(MH"). 5 Step CJ:
N-(5-Cyclopropylmethoxyanethyl-6-methyl-pyridin-2-yi)-2,2-dimethyl-
propionamide This material was prepared in analo%mto example 86 step

Al froﬁﬁWE@-%rox&inﬁéMW‘“mathﬂ ~6-methyl-pyridin-2-yl)-3-triffuoromethyl-
6-methuizpyendinsRayl}Q 2-dimethyl-propionamide (0.445 g) and
bromomethyl cyclopropane (0.275 g) as a light yellow oil (0.357g). MS
(ESI):SEp7A2 (MHP)y MdhStepdiiyi-6- methyl-pyridin-2-yl)-2,2-dimethyl propzonamlde
5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-ylamine This material
Wi pFbpsaretttinl anatoegatedan aniiey S8 &eapP S PR &1 M fom N-(5-hydroxymethyl-

cycloprepyhin etheiy et dinetihy|- pyaydinaaigdy-&,8 wipnethsi i spiopiadii step
de (0.85%4 i@chaihAouenusNaOkhi2 @&m&)l a5 mslark e il (AAB3

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 |

from Seydppsapvnesihemnetytifl-prethylpyidim-ylamine (0.053 g)
and 3-chloro-2-methyl-benzenesulfonyl chloride
15  This material was prepared in analogy to example 86 step B] from N-(5-methoxymethyl-6-

methyl-pyridin-2-y1)-2,2-dimethyi-propionamide (0.4 g} and 3M aqueous NaGH (2.68
mL) as a crystalline orange solid (0.174 g). MS (El): 152.2 (M").

Step C: N-(5-Methoxymethyi-6-methyi-pyridin-2-yl}-3-trifluoromethyl-

20 benzenesulfonamide

This material was prepared in analogy to example 1 from 5-methoxymethyl-6-methyl-
pyridin-2-ylamine (0.058 g) and 3-(trifluoromethyl)-benzenesulfonyt chloride (0.103 g)

as a light yellow gum (0.1 g}. MS (ESI'): 359.0 {IM-H1)

25 Example 116: B—Chioro-N-(5~metho‘mnethyi-()-methyl—pyridin-z-yl)-z-methyl*

benzenesulfonamide



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-
whengeneswlfonamide This material was prepared in analogytorgxampiacs 2

from 5-cyclopropylmethoxymethyl-62 25 methyl-pyridin-2-ylamine (0.053

g) and 2,5-difluoro-benzenesulfonyl chloride (0.059 g) as a light yellow

solid (DHGBearidVIal ERblir36if. ShbibHE 3L ROGBIA3T 2R ho xymethyl- 6-methyl-

PCT/ = ?xg ((7 dsk %@?cﬁo‘}o 2- me hyl- benzenesuifonyl chionde (0.094 g) as

N-(5- clgprggﬂm I;%)égn T% W&s pr -yl)-5-fluoro-2

methy? enzenesuttonamide |s material ared in analogy to -
example | from 5-cyclopropylmethoxytnethyl-6- methyl-pyridin-2-ylamine
(0.053 g) and 5-fluoro-2-methyl-benzenesulfonyt chloride 5 (0.058 g) asa

lig tyg“OW?%@(o 063.9): M3 (8L 18 é%‘%a A2 )
bize@w«g%%ﬁgé%%;é%%m g E BRI
N-SNENPRIENY: Guneti avidi 2072 2 ety pogoanid 10

This maet% reparednln examp

N-(S-HyeRFHEthyl- 6-methyl-pyridin-2-y1)-2,2-dimethyl-propionamide

(0.6 roduct of example 112 step B]) and ipdomethane (0.421 g) as a
Wh.tf ;thd"f(ﬁea* wmgfi%éﬁ B3Rk pw]fl)l aﬁ%? jitep AR B R ED ety
5 MethoR§idtyIE micthyd bwmnﬁnﬂwammrmsierwé Pnatedist Wegample 112 step
prepaigddndanflogybimakarmpid86. Step B hfronmp-(BHhEtAgk) Mid By -3 1.3
methypawridin-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

examger fors- GrTathoxymethyrGihyStayiplyyldin-diylaminei£0.058 g)

and 3-(trifluoromethyl)-benzenesulfonyl chloride (0.103 g) as a light

yellowThism{@:AadabiBethSER 35dgy({(vistdfiple 86 step B] from N-{5-{4-Fluoro-
benzyloxymethyl)-6-methyl-pyridin-2-yl]-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-yij-3-trifiuoromethyl-

20 benzenesulfonamide

This material was prepared in analogy to example 1 from 5-(4-flucro-benzyloxymethyi)-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-flucro-benzyloxymethyl)-6-methyl-pyridin-2-yi]-2-

methyl-benzenesulfonamide

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). M8 (ESI"): 433.1 ([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

wnaiesied-w@as prepared in analogy to example | from PCT/EP2005/010372
5-methoxymethyl-6-methyl- pyridins2-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
uoro@ﬁg}élebﬂezenﬁswfgﬁgm H‘rélh yridin-2-vi)-3-trifluoromethyl-
N-[5-(4-F Iuor‘%’#n nmly oxymethyl) - -methyl pyrldln -2- yI] -2,2-dimethyl-
proplonamufe i$material was prepared in analogy to example 86 step
Al fro meth

6-me ﬁ i/rldl yls)%née metﬁy 5r E)flrg%gn%ll %%02 %MEJ}F ic mfn amide
SXOIRE 11% 28 él B “%IQ SEAYLIONUSIS D 2P0 PR A0 QA neshy

solid (0.
5-(4- %"b@ﬁ% y%yFHetﬁ %N%l%tﬁﬁ% ‘Pi* Wes JiAmE PR W@Haﬁl’ step
was &Bﬂ&%%@#ﬁﬁ&fé@?‘t&é%ﬁﬁ&l@%&%&@é @}#%@ﬁnl‘ﬂﬁéﬁﬁ(% RG34,
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 (M
N- [5%&%@10?&8@%&5&%% GEFﬁ’gfﬂﬁ BORUR-2-ylI-3-trifluoromethyl-
20 benzenesulfonamlde This ma erlal wa rlepared na ¥ "
a6 PTG GAGE REHEE S D08, A LRI £ gt B3-St
(0. 08@9tbﬂwsﬂéﬁﬁ&d}b%ﬂﬁm§%@rﬁéﬂ‘€§w&fﬁ%ﬂ(& %M@W@ysa%a% (2.62
amorptigasordioge 8 id4 8) thg) Wi Ss(E Sitprd BB Phf MAeitER5 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%3ral B Pibrepemrshiiyftveatydrivsdiforyrletitonites onmehyl-

16 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 chioride (0.108 g)
as a light yellow solid (0.115 g). MS (ESI"): 373.1 ([M-H])

20 Example 120:  3-Chioro-2-methyl-N-{6-{(methyl-propyl-amino)-methyl}-pyridin-2-

yl}-benzenesulfonamide
Step A]: N-(6-chloromethyl-pyridin-2-y1)-2,2-dimethyl-propionamide

N-{6-Hydroxymethyl-pyridin-2-y1)-2,2-dimethyl-propionamide (2.03 g) in CH,Ci; (73
mL} was treated at RT with thionyl chioride (1.785 mL) and then heated to reflux for 1.5 h.

25  The reaction mixture was cooted to RT and partitioned between water and AcQEt, the
layers were separated, the organic layer dried over MgSQ,, filtered and evaporated 10 give
N-(6-chloromethyl-pyridin-2-y1)-2,2-dimethyl- propionamide (0.66 g} as 2 brown liquid.
MS (EST): 227.2 (MH™}.



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-
weengenesuifonamide Step AJ: PCT/EP2005/010372
N-(5-Ethoxymethyl-6-methyl-pyridire2-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) asa

gglgih 5%, eﬁlé%ﬁ%&}"}% 3 ?&% tlg? ﬁ@érﬁjﬂ Waspibpared

in anﬁF@@Wé”é‘ﬁ‘émple 86 step B] from N (5 ethoxymethyl -6-

meth ridin-2-yl)-2,2-dimethyl-propionamide (0.32 g) and 3M aqueous
Nao%l(@y bloFATF S PVENBW i (%%@)ftfﬁéﬁm?éﬂaé%daﬁ%@?l%ﬁ“ﬂﬁ@h@i&w

step. St 0)NyB- EithioRyMethyl Butiediypy Adiriotpfrstesifivoromiéghyreetone
15 benzergsufehamite Tdischatenidlwaspiepared:inenaladgydto RT and
examplg;d freim avkthaxen eliayiGmatyily Py ridin-2pdaei) e:.(Q.Q66.0) @ardried

;ﬁfg uor ?iy&t?r%@%ﬁ@%gmy&@ e (4R aha %(L&QJM%J Qfi-amino)-
3-Ch| ”F— ¥§f% e f“proé) |noa;(bm‘£)?|yfg)r py“(&SI) 2643 (M),

yI)-benzenesquonamlde Step AJ:
-(6-chloromethyl- pyridin -2-yl)-2,2- dimethyl propionamide

N- (6 %yﬂ&kﬂ%g gyr]lre ;f le)] EQFL B¥Lll EWE'?Q%’B‘Q‘* (2.03 g) in

CH2 atR with thionyl chldride (1.785 mL) and

then H%%t ddo £?‘J%£95&e§ 1. 22N BACHAR B XIPTS WaS §<aoégqet9yﬁfﬁ f6-
and partiti ned

b t OEt | t
AR R UEP R e ol B e PR A8 I Ucons
O e e e

brown liquid. MS (ESI): 227.2 (MH"). WO 2006/037501
PET/EP2005/010372

Step D]: 3-Chloro-2-methyl-N-{6-{{methyl-propyl-amino}-methyl]-pyridin-2-yi}-
benzenesulfonamide

This material was prepared in analogy to exampie 1 from 6-[{methyl-propyl-aminoj-
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}-methyl}-pyridin-2-
vi}-benzenesulfonamide

This material was prepared in analogy to example 1 from é-[(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-cthoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-

benzenesulfonamide



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

woaialykieanount of potassium iodide in acetone (10 mL) wexerheates iz
reflux for 6 h. The reaction mixture Was cooled to RT and partitioned

between water and AcOEt, the layers were separated the organic layer
o e S P2 o
methgyHAIHERF. @r%?ﬁ(ﬁgé%aé bPsgpal ﬁ?ﬁ%ﬁﬂfomgcg}ggﬁe (0.099 g) as
264.3fMFWhitosaiePO§.g). MS (ESI'): 351.3 ([M-HJ)
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

3 aftrserts [RaOH (BT ot ) sva prEruit YT 1T 38 §)mwisrESI): 180.2
(MH"bebbeStopf@lmide
3-Chloro-2-methyl-N-(6-[(methyl-propyl-amino)-methyll-pyridin-2-yll-
benzénresulfonamviderdhisarrderiaiwessngrepared in analogy to example |
from 6-((methyl-propyl-amino)- methyl]-pyridin-2-ylamine (0.072 g) and

3-chlGieoa 2enlrbih yleberias méisegfanyascisiétide 20 ped0D o abtadesd b &),
sodiui:kalions e faravatig i o 0 @ pa MEa (ESHi)1g36 6YLL{M a4t3!) Eexahegten Letr.
1g1: Sobugsossmeiiy-NrbslimethbRienylsaminaynetbyH ppyeishin=20vep g)
;foerg%%lﬁ éééfgp@w& Hiemptgtialas are &?S’A@ﬁ@ﬁ‘& G JEx@NRIEdand

rom (st propiLamnol. ?qév O PR e QT2 L o

enzenesu chior tained as sodium

salt, 58 BRTAFQUAPOEB VA thes%eéa(fc ¢ *)a%%wré Bgafs were

3- Chlmrwe@&e@hbkmhypaameﬁﬁmwwwm yhgfetate (3x). The
benzepesultanamid e 2006408 8504 RCIFEPABOS/GiLOBT Hate. Filtration and

evaporation of the volatiles afforded a crude residue which was purified via 15CO
Combiflash chromatography using ethyl acetate/heptane as the eluent to give the desired
6-cvclopropyl-pyridin-2-ylamine as yellow solid (0.450 g).

20  Step BJ: 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-1-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]"}.



75 This material was prepared in analogy to example | 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
w®A&e37MS (ESI'): 351.3 ([M-H]-) 5 Example 123: PCT/EP2005/010372
3-Chloro-N-(6-cyclopropyl-pyridin-2#41)-2-methyl- benzenesulfonamide
Step Al: 6-Cyclopropyl-pyridin-2-ylamine To a sealable vial under nitrogen
was added 2-amino;6shr -pyrigli . ic acid
(1.03%63?&%2})%& 3@??3%15 tgavé\%%gé%‘gt %)In'cl%{?a eg%r%%}llo 2002,
43, 698788905 potaSsium phosphate (6.87 g), tricyclohexylphosphine
(0.26 followed by water (2 mL) and tolu 40 . Pd(OQAC)2 (0.104, .
o) el DRGSR T AL St e Rt Lo 08 (g g mine
hourddBessHchitRas this Snhweates Honl i aridsichtdem peraniredia
difutednwithouvateliaidd Eitgyl MEsEile): Phelghddes Were separated and the
agueous 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 permielt V4| S ClC e mbifl shlarsmdmgidnny tsmig et
acetdietheptabenamithee eluent to give the desired
6-cyclopropyl-pyridin-2-ylamine as yellow solid (0.450 g). 20 Step B]:
3-ChlBrs-iNa{@ivyeto phtspyt bipridirioByyh) amathy HseneeHaepifoiapiitTfigamine
mater@l wasdbiaines inmartalibeytosxdmplebiidert. 168 g) as waxy yellow solid
6-cyclgpsaRy Wy Tiim2syiaming£0:98 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- I-sulfonic acid (6-cyclopropyl-pyridin-2-yl)-amide This
matetighwae phtained @RRIP@H D KAINIG- fraffiuoromethyl-benzenesulfonamide.
6-cyclopropyl-pyridin-2-ylamine (0.1 g) and naphthaline-1-sulfonylchloride
(0.1691g) @steriiphisyaiioweamarpigyscuanpl 10 a) 6 MSIES B -3P5d8 - 2-ylamine
([MH_H)I)I M’Q@Q%ﬁ%&&ﬁéé@é@&%%@%&& ©.182 g) as a light yellow gum

(0.060 g}, MS (ESI): 343.1 ({M+H]").

Exemple 128:  2,4-Dichloro-N-{6-cyclopropyl-pyridin-2-yl}-5-methy}-

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 (ESI"): 357.1 ({M+H]").

Example 129:  Naphthalene-2-sulfonic acid {6-cyclopropyl-pyridin-2-yl)-amide

25  This material was obtained in analogy to example 1 from 6-cyclopropyl-pyridin-2-ylamine
(0.1 g) and naphthaline-2-sulfonylchloride (0.169 g} as a light yellow gum (0.150 g). MS
(EST*): 325.3 ([M+H]").



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
wérehlena72yp-dimethylbenzenesulfonylchloride (0.180 g) as awoffryiita 372

amorphous solid (0.023 g). MS (BST?: 337.1 ([M+H]'). Example 126:

4-Chloro-N-(6-cyclopropyl-pyridin-2-y1)-3-methyl- benzenesulfonamide

This lalwas ohtai | le.d:f .

L v
3-chISF8*4 e §/’f’bné”n§enesulfonylchloride (0.168 g) as waxy yellow solid
(0.032,9). MS (EST"): 323.3 (IM+H]). . EX s )
s SRLBRRATR v i B e TR
mateARINES SBRAIARE irP AAAIGEY 16" %%ﬁ%’g/( frgffzenesationyl chioride (0.077 g) ¢
6-tycloproplibpyhitinaiyidriie) MY ¢)38pd ((M-HI) |
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 THigamaleHdr wadlSBraihea e ARGl 1 exaipic 1o bis-triftuoromethyl-
6-cycleprepyskifynidiid2-ylamine (0.1 g) and
2,4-dichloro-5-methylbenzenesulfonylchloride (0.193 g) as a light yellow
gum (004 agyr v S PYred 7 apNIHA 9 meind flem 2 gthoxymethyl-6-methyl-
Naphihalsne-2taulferitiagiv(6-syetopriloykpyeitin: dyijeandforpbciriorde (0.145 g)
materjahWae hiaingsd in @alnaystesxamiple (Nred)
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-Gyaianeapy/methoxysmerhys-pyictinaeyt)-Gtritiudnomidtinglyl)-3-trifluoromethyl-
benzgnesulfonaimidgbhis material was prepared in analogy to example |
from 5-cyclopropylmethoxymethyl-

15 This materia! 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 p}epared in analogy to example 1 from 6-(4-fluoro-benzyloxymethyl)-
pyridin-2-ylamine {0.058 g} and 4-chioro-3-(trifluoromethyl)-benzenesulfonyl chioride
{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-yi}-2,5-dimethyl-

benzenesulfonamide

This material was prepared in analogy to example 1 from 6-(4-fluoro-benzylaxymethyl)-
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. {IM-H]D



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-HJ)
Example 131.:

wi{rdihgyymethyl-6-methyl-pyridirn-2-yl)-3,5-bis-trifluoromethykrzo0s/010372
benzenesulfonamide This material was prepared in analogy to example |
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 Chlgy g N Seinoxy el G iR AR RSy 1)-pyricin 2

benzénestifonamjde 15 This material was prepared in‘analogy to
example B BB methyl-6-methyl- pyrldln -2-ylamine (0.07 g) and
4-chl Q 3-(trifluoromethyl)- benzen ulfo r|de 1

yello gumg AR rw%ga_:l Waéfé)% a} om & (ig @g)ometgy;-
4@hlﬁ%ﬂﬂf@[@wﬂh%- ARGUG BT, (v.‘ffzﬂyf)f%m%v’ benzenesulfony]
trifluoroimeth - @fdr@eme@aﬁﬁoﬁﬁ%iﬁéﬂrmsl Maﬁeﬁ%ﬂ \Rels) prégared-ml )
analogy to example | 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-HJ-) 25 Example
134: E-anpled N:[6-M-fucrlpsr sy meti hpstin-es 5‘?‘2 5-¥irethyl-
benzerifsotionahyideszhisswtterialdyas prepared in analogy to example 1
from 6-(4-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.058 g) and
ArehlGrep2y5- ety benzrahesuiishg-chieribd- o8- g )y ks adightpéllow
gum (B-£89gkiiS (ESI-): 433.2. ([M-H]') WO 2006/037501
PCT/EP2005/01.0372 78 Example 135:

3-Trifioseanaeyllvhs [ irifinarametiy bphearofysathyl fpyridins shygtgxymethyl-

-ben %enqugyp Ko, amide, bhisi melenia)wasHRiraared In @palogy idexample 112 step

example | fr ,(r% WiHyoremethy| 05499311%1”@&@%))@%&9&'M%@W‘@\Ew
9

(0 08 Kl {M fluoromethyl)- benzenes ulfonyl

Step B): 5-(2-Fluorc-ethoxymethyl)-6-methyl-pyridin-2-ylamine

This material was prepared in analogy to example 86 step B] from N-[5-(2-Fluoro-
ethoxymethyl)-6-methyl-pyridin-2-y1}-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-triflaoromethyl-

benzenesulfonamide

This material was prepared in analogy to example | from 5-(2-fluoro-ethoxymethyl}-6-
25 methyl-pyridin-2-ylamine (0.05 g) and 3-(triflucromethyl}-benzenesulfonyl chloride
(0.073 g) as a light yeliow gum (39 mg g). MS (ESI'): 391.2 ((M-H])



chloride (0.081 g) as a light yellow gum (0.114 g). MS (ESI'): 475.0

(IM-H]). Example 136:
N-[5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-yll-3-
whitbiremathyl-benzenes ulfo namide 10 Step AJ: PCT/EP2005/010372
N-[5-(2-Fluoro-ethoxymethyl)-6-metlyl-pyridin-2-yl]-2,2-dimethyl-
propionamide This material was prepared in analogy to example 86 step

A] frorg N3 WFOXV%%WL N-(5-cyclopropyimethoxymethyl-

6- metggl {J%gdup ,2-dimet yﬁysﬁ)nggﬁanﬁldg §5 Jy[r)lrdj'auc{

example Ste %‘1 and 1 bromo 2-fluoro-ethane (0.475 g) as a light
5

Il 0.1 269. 3 )
A L |a§?ﬁ55ﬁlfd°r%f§?evéfgfth0@’neﬂ“'l
prepa@ﬂlﬂﬁ%%w%o a% ééé BPRONBL St S0 Bthekgan

etHyl) ewnzéthwpfmmﬁezeyi:]@ Qﬁ@lﬁhéﬁﬁﬁ@?érﬁéﬂéhﬁi@é‘@@.l% g) and 3M
- 20 aqueous NaOH (1.23 mL) as an gum (0.174 g) that was used directly
in the next step. Step CI:

N-[5-(2-Fluoro-ethoxymet %}) -6-methyl- Pyl’ldln -2-yl]-3-trifluoromethyl-

benzeREsHS A afhid e T FHATRR It Wak  BPapRarat P arA Gy -ty edisriple-§-methyl-
from Sb¢Rfluordtatmoidamethyl)-6- 25 methyl-pyridin-2-ylamine (0.05 g) and
3-(trifluoromethyl)-benzenesulfonyl chloride (0.073 g) as a light yellow

gum (FGimpptpria i PSpared ol R ] SF @I 20086103780 dpropylmethoxymethyi-
P&/ ER2805704031A2 (¥ 8skzxamdplet 13ckioro-6-methyi-benzenesulfonyl chloride (0.096 g)
3-ChlojosNs(avavel apsepy inethauy nesthy bayridine2: -

benzenesulfonamide This material was prepared in analogy to example |
from 5-cyclopropylmethoxymethvl- pyridin-2-ylamine (0.06 g) and
3-chloro-benzenesulfonyl chloride (0.078 g) as an 5 amorphous off-white

solid (@:28R@)3WS (ES!DicBRkolX[M-H)omxaiylpletdinethyl-pyridin-2-y1)-6-methyl-
2,4-Dighlora:Nagrsyglapropylmethoxymethyl-pyridin-2-yl)-6-methyl-
benzenesulfonamide This material was prepared in analogy to example 1

fragm 5@%59%%%3@@%'33&103}7 to example 1 from 5-cyclopropylmethoxymethyl-
pyridin-2-ylamine (0.06 g) and 4-fluoro-3-(trifluoromethyl)-benzenesulfonyl chioride
(0.097 g) as a crystalline white solid {0.066 g). MS (ESI"): 463.2 ({M-H]")

Example 140:  3-Chlore-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-

20  benzenesulfonamide

This material was prepared in analogy to example 1 from 5-cyclopropyimethoxymethyl-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-H}")

25 Example 141:  2,4-Dichlore-N-(5-cyclopropyimethoxymethyl-6-methyl-pyridin-2-yl)-

6-methyl-benzenesulfonamide

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 chioride
(0.089 g} as an amorphous light yeliow solid {0.058 g). MS (ESI"}: 413.1 ([M-H]")



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:

wo dedichiero-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-6payetiwdsoso10372
benzenesulfonamide 15 This mate&l 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-Chigra:N=(bssyclopropineshaxyreriby ke et Mdspidior-¥dugLpyridin-2-yi)-

benzene IE namide“gwls mgterlal was prepared in analogy to example 1
methvi-benze fami

from 5-cyC opropypr?lse Ooxym<=3:"thyl-6- methyl-pyridin-2-ylamine (0.06 g)

and 3:chloro-6-methyl-benzenesul L.ehlor p ali s
Sellon, ST O] as)zyﬁg_fz%?l- Y &g@f%‘&@i B Mormenni
2 - DTS- RGO R R By et Ry B FRAFABIgRy. chioride
6-methfhbsérisenigBturramide P hidterial WS 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
2006F08 78l BET/ r—“‘*z%’@%ié‘é%(%8?%%‘2&5?5‘%%)‘?”%‘2'&5'
2 4-DiekrerespiigBamyjétopropylmethoxymethyl-6-methyl-pyridin-2-yl)-
6-methyl-benzen es ulfon a mide This material was prepared in analogy to
eMamisre Mroh‘r@%Wé%ﬁ?ﬂﬁ&ﬁﬁ&%&@ﬂé%ﬂgﬁ)%%‘Wﬁ?ﬁ‘ﬁ@-‘?%lﬂﬁ‘iﬂ@‘de
(0.06 g) and 3-(trifluoromethyl)-benzenesulfonyl chloride (0.084 %) as a
light yeliowessinl "R aeaed intrelagyingareslarisieprydrom N-(6ydroxymethyl-
2A-m@w{s;@‘dﬁwbybemmyﬁq}gﬂﬁymgm@;ﬂ%ﬂ]ﬂbenzyi bromide as a yellow .
benzesierukeRamisdessnSiepIAMH").
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-

15  Step Bl: 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-y1}-2,2-dimethyl-propionamide (0.663 g) and 3M aqueous
NaOH (4.19 mL) as 2 brown liquid (0.596 g). MS (ESI): 233.2 (MH).

20  Step CJ: 2,4-Difluoro-N-[6-(3-fluorc-benzyloxymethyl)-pyridin-2-yl}-

benzenesulfonamide

This material was prepared in analogy to example i from 6-(3-fluoro-benzyloxymethyl)-
pyridin-2-ylamine (0.06 g) and 2,4-difluoro-benzenesulfony! chloride (0.06 g) asa yellow
solid(0.07 g). MS (ESI"): 407.2 ({M-H]'}.

25

Example 144:  3-Chloro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl}-

benzenesulfonamide



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

whrepeaiesin analogy to example 86 step B] from N-[6-(3-fluaror/er200s/010372
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 C1: . .
2 4 DG SIS rsia amslon o sanple | fam o ojfuoro benslonmeihl)
benZRAStGHERIE ri% )rﬁ’é[?]eﬁ%l N3 Prapared in analogy f efmped o
from BeEEIRi0Ed-HeHE oxgRetih-Fbyridin-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)- . |
bénZERERIOARmIdb RS HO00I0 &7 SO B PABABOBI L 2ol -ttt
matebiaizovas:Prapardd in analogy to example 1 from
6-(3-fluoro-benzyloxymethyl)- pyridin-2-ylamine 0.06% and
3-chiBhis perzshesuIRSAYIEHIIO B 06T EE 4 é@n‘o% R oo s thyl)
(ESI'):iv405.2-QMe it Y 0B Examp et Ad8hioro-6methyl-benzenesuifonyl chloride (0.074 g)
2,4-Dichlene-N-6d(@-flugyostsemzytoxymethwiHpyridin-2-yl]-6-methyl-
benzenesulfonamide This material was prepared in analogy to example 1
fi@m 6-(3-fluoro-benzyloxymethyl)- pyridin-2-ylamine (0.06 g) and
2,4-dichloro-6methyl-benzenesulfonyl chloride (0.074 g) as a yellow solid
(0.1253 IS (S |-): %5 BBl fivb-RIH)- HolExanbele didGmethyl)-pyridin-2-yl]-
2,4-Diflparo-NdGe{Asfleoro-benzyloxymethyl)-pyridin-2-yl]-
benzenesulfonamide This material was prepared in analogy to example 1

- from Gridrluenarhengmexymgtivdlogy to example 1 from 6-(4-fluore-benzyloxymethyl)-

pyridin-2-vlamine (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.Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-
benzenesulfonamide :

This material was prepared in analogy to example 1 from 6-{4-fiuoro-benzyloxymethyl}-
20  pyridin-2-ylamine (0.07 g) and 3-chloro-benzenesulfonyl chloride (0.07 g) as a light yeliow

gum (0.059 g}. MS (ESI"): 405.2 (IM-HJ .

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 1 from 6-(4-fluoro-benzyioxymethyl)-
pyridin-2-ylamine (0.07 g) and 2,4-dichloro-6-methyl-benzenesulfonyl chioride (0.086 g}
as a light yellow solid (0.11 g). MS (ESI'): 455.1 (IM-H]7.



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
(IM-H]"). Example 147:

wer S0 e [6-(4-fluoro-benzyloxymethyl)-pyridin-2-yll-  permp200sinioar
benzenesulfonamide This material weas prepared in analogy to example |
from 6-(4-fluoro-benzyloxymethyl)- 20 pyridin-2-ylamine (0.07 g) and
L e
2,4-DigsBrbbraseneauta B?Elﬁénzyloxymethyl) pyridin-2-yl]-6-
methyl-benzenesulfonamide 25 This material was prepared in analogy to
exampRESITSFHA6 XA REFES S dh 3RS IR Y - 2 Arine e Py methyl-6-
and 2@etighioro:6-ndtnyinbéhde syl fbAybrhfofidé {0086 Iy) ) dsradightifony!
yelowisetide(@.11 ) sM S SE)ow5Rid (NEH]HMEBI20068/037504) )
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
exampledfkorios-cydldbropy¥nstibiymrethsdzglomysttylyDyrrididis2-dddRtine
(0.06 g)rrebA:ftiare-a-dxilugsammathyl)-benzenesulfonyl 5 chloride (0.12
g) as a light yellow solid (0.12g). MS (ESI'): 417.0 ([M-H]) Example 150:
4-Fluorprsiy: o3 le poe paBa yhaxsragt iy By Hldin 26111633 -fluoro-benzyloxymethyl )-
trifuior, NG qulﬁ%@ﬂrzee(@%% QH@@%EBMS(HI%%%W% %@ﬁ@f@gﬂf&ny i chloride

analo exam I th
pyl‘ldll’%l 2&5;)/’I§?(n|nerf1 éd’ WSO 4%8 tryfm%go}r%e ylﬁgenzenesulfonyl

chloride (0.075g) as a Ilght yellow SO|Id (0.1 g). MS (ESI-): 457.2 ([M-H]-).
Example 151: 4-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-3

trifluorgmethy} genzeggﬁm;gr}@rwq,g A Al %Iemiﬁpyn pragaredins.

analoq ooexa %from -(4- flutg?:o benzylorymethyl din-2-ylamine
(0.07g)a NGRS oro § (’ltn?fuorome thyl)-benzenesulfonyl chloride
15 This material was prepared in analogy to example 1 from 6-{4-fluoro-benzyloxymethyl)-
pytidin-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 1 from 6-{4-fluoro-benzyloxymethyi)-
pyridin-2-ylamine (0.07 g) and 3-{trifluoromethoxy)-benzenesulfonyl chloride (0.086 g}
as a light vellow gum (0.097 g). MS (ESI"): 455.2 ([M-H]').

25 Example 153:  N-(6-Methoxymethyl-pyridin-2-yl}-3-trifluoromethyl-
benzenesuifonamide

This material was obtained in analogy to example 1 from é-methoxymethyl-pyridin-2-
ylamine (0.076 g) and 3-(trifluormethyl}-benzenesulfonyl chloride {0.148 g} as a light
yeliow gum (0.13 g}. MS (ESI'): 345.1, ([M-H]"}



(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
whbensenesuifonamide This material was prepared in analogytoraxampiads 72
from 6-(4-fluoro-benzyloxymethyl)- $3yridin-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 l,was obtai
i\ me%}g%'i%y@ ;ﬁ@ Qr% Eﬁgwggﬁi%zg&éﬁ% QR 2. 11)-6-methyl
3-(triftld 68? gﬁenzenesulfonyl chloride (0.148 g) as a light yellow gum

90%@%586?5@?6‘%“]%§%§%ﬁ(%m pJ* g\%vé%) 6%9191}6) 0%?%91116 methoxymethyl-pyridin-2-
2,3-DicKSTo SRIE6-mEtA oy HEHy RISy RalT B chioride (0157 g) 2s an off-
benzehdsuehEmiSeTHIS HRskernaPwds bt )ned in analogy to example |
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-ChiBrevmled fiethSxafemi-symames s behp s dmtracsfipamide
material was obtained in analogy to example | from .
6-me HRIXGHEHH MY PRITDSTD YA @Wrée@é;?faﬁ -methoxymethyl-pyridin-2-
3iehlotestienfeié U o Shoridevoression A shirrighe el shegirtistiordier sum
9). MB(ESE): ER1RS{(JMARP) Bxefiple 156:
3-Trifluoromethyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yll-
benzenesulfonamide 15 Step AJ:
2,2-Dimethyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-
propidixampéiet 363, 3-FittifloaaurepahN-61-(8. 31 Arilvier FprEp@ AIe g yridin-2-yi]-
treategkpndenddmeg@e atmosphere with sodium hydride (0.1 g, 60%
suspension in oil) and stirred for 1 hat RT.

15 Step A}: 2,2-Dimethyl-N-[6-(3,3,3- traﬂuoro propoxymethyl)-pyridin-2-yl]-

propionamide

3,3,3-Trifluoro-propan-1-ol (0.214 g) in THF (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 85°C for 2.5 h. The
reaction mixture was cooled, partitioned between ice water and AcOEt, the layers were
separated, the organic layer dried over Na;SO,, filtered and evaporated to give 2,2-
dimethyi—N-[6-(3,3,%triﬂuoro-propoxymethyl)~pyridin-2-yl]-propionamide {(0.21gjasa
light brown oil. MS (ESI): 305.3 (MHE").

25
Step B]: 6-(3,3,3-Triflucro-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").



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
wheetwesssee water and AcOEt, the layers were separated, thekgaiaisoas T2

layer dried over Na2S04, filtered amsd 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

prep t hyl

Rg & 23t Io-AATRIS 86 3160 BLIA o ﬁo%% -2yt

(3,3,3-trifluoro-propox yI) pyridin-2-ylJ-pr )an
aque G RED ﬁrﬁ%ﬁ mL) as a brown oil (0.159 g). MS (ESI): 221.2

(MH)T\k{VO 2€00 /037501 PCTIEP 00{5/%}59372 %4 St pg
3-TriflubOMET I‘-‘ﬁf— - § erﬂu 5 opofyme ﬁrq) pyhd; In- }2

behzeRRRITEH: fé‘HaTW et éd&ﬁﬂ#ﬁ%@w& gfa%ﬁ?ﬂ@%w
from Gbégr,@i,%mﬁﬂﬂj@ Siﬁi‘érﬁdieimé‘m)i@iﬁ%ﬁdiM@@%ﬁrﬁﬂﬁ@(b(d%‘?@))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- ropoxymethyl) pyridin- 2- yI]
_benzZBHERIFOHEMide O FHRETS ARstaY. vb%ig prebiedisrarmamsgy g ethyl)-pyridin-
exampig - bempes(@@8aidifluoro- propoxymethyl)-pyridin-2-ylamine (0.075

g) and 2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.097 g) as a light
yedlovl iamater 0Bvg). S {ES I rglrEy g [ava I ply. Eixemmpie, 188k rifiuoro-
N-[6-(Zs2pdxritiighepetidixyriathid}-(Oyoidip) 20 B 3- trithieremetiild-benzenesulfonyl
benzengsiiqnanyigde, SiepH\ellow gum (0.08 g). MS (EST'): 441.1 ([M-H]").
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-yl)-2,2-dmethyl-propionamide, 0.567 g,
produskafigxassple 120 step2Ahifnrto-ethoxymethyl)-pyridin-2-yl}-3-trifluoromethyl-

15 benzenesulfonamide
Step Al: 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-yl)-2,2-dimethyl-propionamide, 0.567 g, product of example 120 step A |, and
2,2,2-triflunro-ethanol as a brown liquid (0.726 g} that was used directly in the next step.

20
Step Bi: 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 C}: N-{6-(2,2,2-Trifluoro-ethoxymethyl)- pyndzn -2-yl}-3-trifiuoromethyl-
benzenesulfonamide



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
whbyehRiedsn analogy to example 86 step B] from 2,2-DimethylNd®res010372
(2,2,2-trifluoro-ethoxymethyl)-pyridigs 2-yl]-propionamide (0.726 g) and 3M
aqueous NaOH (5 mL) as a brown liquid (0.4 g). MS (El): 206.1 (M"). 25
Step -[6- 2 2,2-Trifluoro-ethoxymethyl yi]- romethyl-
benz és’sﬂ onamldéj W@eﬁd%% 0t eb@ﬁéﬁv%&%% .grtg) I:Iohls
matefERARrabErEd T aAdRgs (088 AT E 1A e Y b beRrasiaiiony]
ethoxsireeidn/i)- i dins2- e (& o8 @}%ﬁd ). MS (BSI): 413.1 ([M-HJ).
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 .
_benZBnesibitmide TR RGBS pHefared ARG S H$pl’é"'l“im"2“
from G2 2aksdl{oronidthoxymethyl)-pyridin-2-ylamine (0.08 g) and
2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.11 g) as a light yellow

solid [Ovik GRS (ESIFPART it {fviad] o errErknPlem 602.2,2- Trifluore-
3-Chleehsh-tar(B-pydapropidratrdryin gthyt) pyudckinia2eydl-methyl-benzenesulfonyl

benzepesiiiopamide StemAlow solid (0.1 g). MS (ESI'): 427.1 ({M-H]"),
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,
produgiphgxasple 320LERPNAb-@RE AopyciopEtRyiyaitaninp(Bibih-g)yds a
light yellow, oil @al.& MS (ESI): 277.2 ([MH]'). Step B]:
6-(2-Cyclopropyl-ethoxymethyl)-pyridin-2-ylamine This material was

prepaggé;ti, i,{l} .aﬂaﬂg’g,’zﬁ@%ﬂﬁl%&@%@tlﬁl)ﬁﬁmdﬂrlﬁﬂgﬁyfaﬁﬂ@@ybmpionamide

This material was obtained in analogy to example 156 step A from N-{6-chloromethyl-
15 pyridin-2-y})-2,2-dimethyl-propionamide, 0.567 g, product of example 120 step A ], and
2-cyclopropyl-ethanol (0.51 g) as 2 light yellow oil {0.51 g). MS (ESI}: 277.2 (IMH?")

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 CJ: 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) asa Light
yellow gum (0.096 g). MS (ESI"): 365.0 (IM-H]).



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 CJ:

wor sk 9z [6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-yll- - pcT/EP2005/010372
benzenesulfonamide 25 This mateieal was prepared in analogy to

example 1 from 6-(2-cyclopropyl-ethoxymethyl)- pyridin 2 ylamine (0.08 9)

e R A

PCT/ F%B%‘ 86 Example 161:

N-[6-(2-Cycloprapyl-ethoxymethyl)-pyridin- 3-trifluoromethyl-
benze %ﬁ’l% W%é&éﬁ%’ é'ﬁ)g{?]eafrl?l”éﬁ fo lPé"’é’)?é‘;ﬁB}@"T“Etth)

from @@%ﬁr@ﬁﬁ@@ﬁﬁ@%@h@vnﬂwﬁ&ﬁ&h@mﬁﬁw@@@ ganee (0.11g) asa
3-@riflugrmeitnypbe iz éesuNtrgsEhlétide(B11H]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
analogyarorexafiple X froM-Gxdoeyriohtbisyiratibyymathi)-10-4-fluoro-3-
pyridim-Zhydacaisd (0008 epeauitb defiiro- 3- (trifluormethyl)-benzenesulfonyl
chloride (0.12 g) as a light yellow gum (0.08 g). MS (ESI'): 417.0 ([M-H]).
Examphes b&Berial was prepared in analogy to example 1 from 6-(2-cyclopropyl-ethoxymethyl)-
2 fb—Diwa[ﬁ) -Nelbr{iZ-0pcie prapy lkatbexsyme iyl pysiai- Bc)ila]eﬁesuifonyl chloride (0.12

methyé bENZER gm{gp@m(g@o]g )TRIS Mmatenal yasREgpared in analogy to
examp e | 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-Dighloraesrsnethyi-Nrfniard.R-tefluciersthepumatiybraniidiprAdid® 1) -6-

yl]-benz Ifon rmgg Thigdmaterial was prepared in analogy to example
1 fromn%etgﬁ %J n uoromE ethoxymethyl)-pyridin-2-ylamine (0.08 g) and

2,f-dighig Eﬂaﬁem%%%%‘a@&%ﬂ%y!o example 1 from 6-(2-cyclopropyl-ethoxymethyl}-
pyridin-2-ylamine (0.08 g) and 2,4-dichloro-6-methyl-benzenesulfonyl chioride {0.117 g)

as a light vellow gum (0.088 g). MS (ESI"): 413.1 ({M-H]").

Example 164:  2,4-Dichlore-5-methyl-N-[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-
20  vyl]-benzenesulfonamide

This material was prepared in analogy to exampie 1 from 6-(2,2,2-Trifluoro-
ethoxymethyl)-pyridin-2-ylamine (0.08 g) and 2,4-dichloro-5-methyl-benzenesulfonyl
chioride (0.11 g) as a light yellow gum (0.095 g). MS (ESI"): 427.1 ([M-H] ).

25 Example 165: 2-Chloro-N-[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-5-
trifluoromethyl-benzenesulfonamide

This material was prepared in analogy to exampie 1 from 6-(2,2,2-Trifluoro-
ethoxymethyl)-pyridin-2-vlamine (0.08 g) and 2-chloro-3-(trifluoromethyl)-



chloride (0.11 g) as a light yellow gum (0.095 g). MS (ESI'): 427.1
([IM-HJ"). 25 Example 165: 2-Chloro-N-[
6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-5- trifluoromethyl-benzen

wesHiionagpide This material was prepared in analogy to exagerlgpbdites72
6-(2,2,2-Trifluoro- ethoxymethyl)-pyidin-2-ylamine (0.08 g) and
2-chloro-5-(trifluoromethyl) WO 2006/037501 PCT/EP2005/010372 87

e sulel AR (08 ) 2o AR R B ero o
2,4-DféHoro-N-(6-(3-chIoro-benzyloxymethyl)-pyridlin-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 (o PG Aty PSS B 3 A B TR (D3 Gy et
3-ehidiatserylisrémide as a yellow oil (0.75 g). MS (ESI): 332.2 (MH").

10 Step BJ: 6-(3-ChIoro-benzyloxymetré)]/

g-pyridin-z-ylamine This material
was préparedhlSnaiosip o ResHiNEsE tlepy B ot N 48 - (et aropionamide

benzyloxymethyl)-pyridin-2- ,I]-2,2-dimethyl-pro%jgnamide (0.75 g) and 3M
aquedUss RSS! EBATTHTT G 2B P IRFETEPLD 655, M EE Sy S ngrpxymethyl-
(MH') PI8i8tepy iz, 2-dimethyl-propionamide (0.73 g) and 3-chlorobenzyl bromide as a

2,4-Dielitor@iNdB3(3ranibtBshertzylgiitiethyl)-pyridin-2-yi]-6-methyl-
benzenesulfonamide This material was prepared in analogy to example 1
fream 6-(3-chloro-benzyloxymethyl)- pyridin-2-ylamine (0.08 g) and
2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.092g) 20 as a light

yellowsgum (05039 g oS ES05yn 6D 10 -[fitidii) 2 Fharimsle 167:

N-[6-(3-Chloro-benzyloxymethyl)-pyridin-2-yl]-4-fluoro-3- trifl uo

romethiis retorisd egs forparaide analogy to example 86 step B from N-{6-(3-chlaro-
benzyloxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide (0.75 g) and 3M aqueous
NaQH (4.51 mL) as a brown liquid (0.56 g). MS (ESI): 249.1 (MH™).

15

Step Ch: 2,4-Dichloro-N-[6-(3-chloro-benzyloxymethyl)-pyridin-2-yl}-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 asa light yellow gum (0.039 g). MS (ESI"): 469.0 {{M-H]").

Example 167:  N-[6-(3-Chloro-benzyloxymethyl)-pyridin-2-yl]-4-flucro-3-
trifluoromethyl-benzenesulfonamide

This material was prepared in analogy to example 1 from 6-(3-chloro-benzyloxymethyl)-
25  pyridin-2-ylamine (0.08 g) and 4-fluoro-3-(triftuoromethyl)-benzenesulfonyi chloride
(0.092g) as a light yellow gum (0.088 g). MS (ESI"): 472.8 ([M-H]").



This material was prepared in analogy to example | from
6-(3-chloro-benzyloxymethyl)- 25 pyridin-2-ylamine (0.08 g) and
4-fluoro-3-(trifluoromethyl)-benzenesulfonyl chloride (0.092g) as a light
wyeltewogisn (0.088 g). MS (ESI'): 472.8 ([M-H]"). WO 2006/Q&7:90d2005/010372
PCT/EP2005/010372 88 Example #68:
N-[6-(4-Chloro-benzyloxymethyl)-pyridin-2-yl]-4-fluoro-3-

triflugromethyl-ben qu aml e Ste
N-[6- %ﬁ&@ﬁf‘(’) Sgbeé?/]q)ﬁsE ZE}DQE" f]“ﬁ”zf’a“ rﬁ”z’thyrlﬁ)?og?gﬁ%%lde
This HifHer %‘F‘Waﬁl‘ﬁféﬁﬁf %gy to example 86 step A] from

N-(6- hydroxymethyl 5 yr|d|n -2-yl)-2,2-dimethyl-propionamide (0 739
4-chisisbn A Brimiies Re s WP BIMo BB ) 2V teSHnasy: Efawrfmlde
Step Bl: 6-(4-Chloro-benzyloxymethyl)-pyridin-2-ylamine This material

was Jﬁéwﬁéﬁ'ﬁ% UHAEEY TS BAripR 8e7smp i Hrom N-femiciors 1y methy-
bénzylodimethyl3-pyirmbo-pilopioneimistfyheopioriathiere Yerad 8rgpidd:s 2 yellow
3M aqiigptss NaOHES.223me M . 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

examipte BiranioHichiorozbienay ey rathgiy- ykdim-ylamine (0.08 g)

and 4-fluoro-3-(trifluoromethyl)-benzenesulfonyl chloride (0.092g) as a

light yélonatyaial Y0sQBoPa)c VIS (EISEY) 047 enep NG 11D B frar plel &6 chloro-
214-Diehigikon it (4-ohiiio-bet Zlostimedtiiylyapjotim:2e/- St 3 R0queous
benzenesulioramides thisimaerialivas psepaned (Ranaloegy(ierexample 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-[5-62:3 21 Trifluoro-ethoxysneiiybpytigineggridlm3 2uif uo famethykifiuoromethyl-

benzepesylfonamideistep Al: _ _ _
N-(5-Chloromethyl-pyridin-2-yl)-2,2-dimethyl-propionamide

15  This material was prepared in analogy to example 1 from 6-(4-chloro-benzyloxymethyl)-
pyridin-2-ylamine (0.08 g) and 4-fluoro-3-(trifluoromethyl)-benzenesulfonyl chloride
(0.092g) as a light yeliow gum (0.039 g). MS (ESI'): 472.8 {(IM-H]".

Example 169:  2,4-Dichloro-N-{6-(4-chioro-benzyloxymethyl)-pyridin-2-yi]-6-methyl-

2¢ 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-y1}-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
woXainRlier4R7 step B ], and thionyl chloride (0.65 mL) as a hspywasoligaioz72
(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

e S zwzt REHANRE106,3 %;ﬂfgqga N ghleram ety

D OGS RRARGI 1 ﬁ?ﬁq e S e 10

dIreCﬂVE?rBthé@ék{%’t@lﬁhmi@tgbﬁ@nm as a brown solid (.87 g). MS {ESI}: 227.2 (MH")

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-ethoxymeth )(pyrldln 2-yl]-propionamide (0.56 g) and 3M
aguesiid Nat el %%ﬁ’t%?ﬁﬁ%%’?fé’%ﬁﬁé“(@fﬁ%“g? M Eegpmice
207.1 (MH"). 15 Ste DI

N-[5-(2'8 Z2HiitlRs %ﬁa&eﬁmﬂ%w.mw 25 ARSI &N (> -chloromethy!-
benz@ﬁééﬁ!f@ﬁﬁrﬁ@é%@%&%ﬂ&?%ﬁ%r@ﬁ% e ARarsgiuer exiie 44! mb)
from 5s @2y R=Triflud 05t oxyrwet iy girridini2 thkarainet(©.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 ]
-Benzeee Sliforiamider e erehemaneihd praptifed @Hlogy to example 1

from 5-(2,2,2-Trifluoro- ethoxymethyl)-pyridin-2-ylamine (0. 06£g ). and
2, A-(liEhiomssis etk RS HESHRIP DB ARIECROR0 891G Rasdimetty-N-|

off-white, salif (B 2th oy itErh (E SR 7- Hl Vb pRyHarEidartfpie d 2pd 3M aqueous

3-Chlgym2r methin Nal3 dnrtSites raliyekard H-[ 2 B)biagriény 267 yMH").
-benzenesulfonamide WO 2006/037501 PCT/EP2005/010372 90

15 Step D] N-[5-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-yl]-3-trifluoromethyl-

henzenesulfonamide

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 (0.036 g). MS (ESI"): 413.1 (iM-HI").

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-methyi-N-(3,4,5,6-tetrahydro-2H- | i,3']b%pyﬁdinyl-6'~
yl)-benzenesulfonamide



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

wiaMathi2hmL) and heated at 80 C for 12 hours. The mixtupe-Wasalikied
with ethyl acetate, filtered and the fidtrate 5 was concentrated in vacuo. To

the residue was added water (75 mL) and the precipitate was isolated by

filtratioge The goligtwase\vaperaipddyae {imgs,rodyjpluene to remove

residual water and the product was further dried in vacuo to give 6'-nitro-

3,4,5,6: ﬁ@mmﬁrgﬁﬁa,ﬁe]@my dﬂé})fi&%ﬁ&%@ﬁ&bf@ﬂ% laqwlg MRsium

(1%|)T§ %Zr?\lollt(ro ﬁtt? BIld égmeﬁr?ﬁ? r 25 |n I@ ndheated
mL) was 80 da& * frggﬁ W@ué%‘a \A]/}]a ?e % E % ﬁ%ﬁeg ?lfdcl%?& the filtrate
(0.35 m&%%fﬁ%@dwaﬁwgé SidetheTHiRard was alGwet torsifapasipicate
C for I2:hiovirs:dTyClanatysitheonfitrneck eampletehconsumitiondfitheto remove
startingefiimieriaterHhe sisspensionwasfitiedacithrough eelite end:tbe fiker

cake was,washed welhwith.ihyl acetate, Thaiflialeaups.coreentiaed i

vacuo prior 15 to addmon of 2N NaOH. The agueous layer was saturated

with Na&) and extracted:with, ethyhaceigiedlie organisdhase was

washed with brine, dried over NTa2S0O4 and evaporated to give a residue
thap was purified Ly flash-chyematognarhyonaiicagel faraoientsah yked bhded

in DCM: d@t%@' )Qu%)/ QVNJ#ML?’ ‘f‘h@n@&?&@l&}@(@a@ H}'LB was added dropwise and
1,3 ]blp ri

LTRSS R R A krgﬂaépe#aﬁgag“ﬂmﬁéw

1,3 ]blpgﬁmmm@w il e B%S%‘-‘a%semrw 4REbEqugh celite and the
1,3 biijtdtiinkd-Brytashitedd. vo kgthridgtehi G- Blinste wasl penszeviesd forgduo prior
chieride (Qd2dog)ofmyeldizEobiecdngpysitire wasmbk)ranrd WdatedbinSxCacted with
over nlgmfi &Qﬁt@?ﬂy{)@ WAS HARCR MUAEdWHACHD: faken 4B IR S8 lznd evaporated
@;ﬁ% ; zﬁeﬁasﬁgq%ﬁgv% . MWHA&Q%&'&B@#I %&%mgg %';em of
evapo hn\r}]%@?g ?ﬁénmr%%%héll\;v%@%j (%f d’ ﬁimhgrh%?? r%}r)“éll‘nYi 6"
e A A h?ér@pmés‘%% Tidd A

chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H
1 §ij.5g<;ﬁd}ﬂ1y}( @%%gﬁ%«gh\g%{gﬁﬁlaﬁmmdm 2H-[1,3'|bipyridinyl-6'-y1)-

benzenesulfonamide

3,4,5,6-Tetrahydro-2H-[1,3'|bipyridinyi-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 1M Cu{11)80;, solution. The organic layer was washed once again with
Cu{11)SO, solution, dried over Na,;50; 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'Ibipyridinyl-6'-yl}-benzenesulfonamide
(0.1 g) as a light brown foam. MS (ES17): 364.0 {({[M-H]}.

30

Example 173: 3-Chloro-2-methyl-N-{5-pyrrolidin-1-yl-pyridin-2-yi)-

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

warahkororemethyl-N-(5-p)rrrolidin-I-yl-pyridin-2-yl)-benzene satforanvicie 0372
was obtained in analogy to exampld 172, steps A] to Cl from
5-bromo-2-nitropyridine, pyrrolidine and

3- Ch|@r@1§o%eih¥@§ﬁé@ﬂ?%Tpx%rl)ﬂrghlgl”ﬁiﬁxaé 3 ¥8/low SRR BPlks obtained

2 mn
3- Chlégr% L’)t%yfiﬂ%g?n%rﬁﬁpslln - 5%%% - obzerr{lzté?{?é{nd#’ohgﬁr&hdme and
3-ChItidh a%érm Wb@?ﬁbefﬁ%ﬂﬂ- v Fﬂ?ﬁﬁ?ﬁ’e}l% R NS ER b ARhrid - HI

was obtained in analogy to example 172, steps Al to C] from
5-bromo- 2 -nitropyridine, morpholine and

3- chI -methylbenzen ony] chlor sall ht yello owder S
(E % té?% ((|v| H)")§ ?ﬂfampjl %P%? Rolfi- £ B oY
N-(5-BEHEHEHRBNTES 1)-3-chloro-2-methyl- benzenesulfonamide

N-(5- Benzyl |d|n 28\)4) -3-chloro- 2 methyl benzenesulfonamide was

made T A ?’ei}?'it examPRI 2 stepedifrgmticheRifnesulfonamide was obtained
5-benAyingladiie- Mmhlhe?(ﬁﬁ?@élélaféc@réiﬁ@ folkety - enéforyridive. Oifapholine
Soc. 132 (2R)y:2996y:8024:8634 pidng Shditidec2: Mgthydimnzenésulen il ): 366.0
chdorig@@ndwas 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
(Kamibalshgit ar5: J. Med. IR Ben28-67)1d1985;1 BT aiB&d) mastimhade from

knowp Seshddeykidig=2-ylamine 25 (Bumagin et al., J. Organomet.
Chem. 486 (1-2), 1995, 259-262) by catalytic

N-(5-Benzyl-pyridin-2Z-yl}-3-chloro-2-methyl-benzenesulfonamide was made in analogy

15 1o example 172, step C| from known 3-benzyl-pyridin-2-ylamine (made according to Keily
etal, ]. Am. Chem. Soc. 112 (22}, 1990, 8024-8034) and 3-chloro-2-
methylbenzenesulfonyl chloride and was obtained as a white powder. MS (ESI'): 371.1
([M-HJ).

20 Example 176: 3-Chloro-2-methyl-N-(5-phenethyl-pyridin-2-yl)-

benzenesulfonamide
Step A]: 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 3-styryl-pyridin-2-ylamine

25 (Bumagin et al,, ]. Organomet. Chem. 486 (1-2), 1995, 259-262) by cataiytic
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 fiitered through celite and the filter cake was washed well with

30 ethanol. The filtrate was evaporated to give 3-phenethyl-pyridin-2-ylamine as a colorless
soiid (100 mg) that was not further purified. MS (ESI): 199.1 (MH").



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

wibttaguatien and the suspension was allowed to stir at RT fosZr/hpsisokhe?
mixture was filtered through celite &d the filter cake was washed well with
30 ethanol. The filtrate was evaporated to give

S-phepethyl-pyigins 2 ylam iﬁ‘ a3 %kaégl%lﬁ RS ?f&mhéﬁ%‘&’%&ot

further purified. MS (ESI): 199.1 (MW). W 006/0 501

PCC::-L/I %?ﬁ%@ig%@%@ 1\9% %@He@]ﬂ pyrndllfll -2- yll} li)eélﬁeréestélfor}?mlde was made in
- idi u

3-Chforo-8.ni toe %%ﬁ ﬁ §r mnﬁt}% @[rndiegez onZﬁn and >

madé:hliprar%a{%ﬁ yllgegm @ﬁ_y}éh]gfé &1]3 By tO give the esu'ed product as 2 white
5-phawadny| p3fivin- 2yIdivine’ 8 27 gy 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

h thyl-pyridi -
benz&nweBltdidmide Steb DBOMé’ﬁ‘?ﬁ;TYg %%r}rim%w?%grlp!é%raﬁx rRYAén-2-vl)-

5-Broraee8unidttsdmidgdadin-2-ylamine (0.5 g), styrene (0.28 g) and
potassium formate (0.68 g) were dissolved in DMF (5 mL).

Tetrabapdnfmdsiuimchitaridei6i74 gianer palladium(ll)acetate (30 mg)
were added and the mixture was stirred under argon at 60 C for 18 hours;

a1B|aSkESEEhE W AR IRANHR PR M BUIPE NSRS Hedritetsatpdumate
NaHQO® gblriodi{Fivadliy BMF ¢XtrddtddtwhthrdhyhacatatehiThde dtgamicnd
layersmede:kBinashed withzhrise ddethayerdNe2GQ4vandievapaiateton at 60 °C
The residyg RS Rwified Jlaﬁrh«ag%@m@m;@mmlgas Lugaam@mteiatea

ethyl ﬁcﬁtg@ in h&?& act%Hw tée%l%% ngl{sj‘ﬂl}’ﬁ

)as MIXUre |so ers as af}f’&h é by flash
)W’fﬁl]@‘ﬁ?aﬁéﬁﬂl"\ﬁéé‘] %taé’(?'iﬂﬁ? %é“'%i ri’fsp fiirec by fias

6 meﬂﬁyp%ﬂfsﬁﬁﬁéfﬂﬁhw%ﬁﬂEiVl&rﬁfﬁ@ﬂééﬁﬁé‘?ﬁ@ HEPIISS iR 81%: mgRRhyi-5-styryl-

Step BhiMetigkbrpliaretiyy oy fidimiZiytandifio and (Z) isomers as a white foam. MS

6-MetfrgtBastysybayridingg Haemine 4l dhmghwas ydipgenatasiinopnatedyl-5-
to exm&hyl-pwidin-}ﬂamme according to MS analysis.

20 Step B] 6~Methyl-S-phenetﬁyi-pyﬂdin—2-yiamine

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™),

StepC} - 3-Chloro-2-methyl-N-(6-methyl-5-phenethyl-pyridin-2-vi)-
25 benzenesulfonamide

This material was obtained from 6-methyl-5-phenethyi-pyridin-2-ylamine (134 mg) and
3-chlore-2-methylbenzenesulfony! chloride (142 mg) in analogy to example 172, step C]
as white foam (166 mg). MS (ESI'): 399.1 ([M-H]").



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
wbenaemeseifonamide This material was obtained from PCT/EP2005/010372
6-methyl-5-phenethyl-pyridin-2-ylaffine (134 mg) and
3-chloro-2-methylbenzenesulfonyl chloride (142 mg) in analogy to
exampleximgiestelp C] as vehileidoaprngdGilmg)s - kool 3081 (ividit-R-vi)-
WO 2006{0:34580dR&aIdEP2005/010372 93 Example 178:
3-Chloro-2-methyl-N-(5-thiomorpholin-4-yl-pyridin-2-yl)-
benzenesgutopamitehyl-N-(5-thiomorpholin-4-yl-pyridin-2-vl)-benzenesulfonamide was
3-Chlorg;2imethylsh-r &mpmaz@?%l @xélrr}gfpwp'@egs x; penzepesulionam.

g‘gm 5. Br(?:ﬁcl)ngd in leWn'}/ go'ln ana LO zrg%ay enzzagettgﬁ%n}! t?xknjlde asa

nitrQ ine, t |omor
3- chlorée%}ﬁbfﬂiﬂ‘b‘@ﬁ’igﬁfés ﬁl%ﬁy’i SeHior eﬁéé a reddish, viscous oil. MS
(ESI-): 382.1 ([M-HJ]'). Example 179:
2,4-Dichloro-N-[5-[2-(4-chloro- phenyl) ethyl]-pyridin-2-yl}-6- methyl- ben ze

nesulfo amlde 0 This mat as abfai nal exa 7
steps ATo fro]r§h5 iodo- gg‘/{i ﬁv ﬂg?]ﬁlﬁ (% 8?8 ﬁ ‘%‘“ 4vi-e

2,4-dicirSHBY bﬁ?éﬂ‘?ﬁfﬁ@?l’?éﬁ'&ulfonyl chloride as a Ilght yeIIow powder

MS (ESI) 353.1 (JM-H]). Example 180:

3-Chiorb N8 48 %skfﬁﬁﬁéﬁvﬂ%fﬂfﬁaﬁgMHh??zmy% 18 €l from 5-iodo-pyridin-
methyl-beliztine sutfderaniide e rsatend it Glneirfer i dhelempsdionyl chioride
examples 1 TightstapsyAptalCIMDBSHHAAd-PpYintiH] R-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|-Bexzgnéstilfonamide QivsathtSridHdame Sioraimbaniyl satiiopytitin-2-yi}-2-
exampledifiyi; siepadhdifodanigem 5-iodo-pyridin-

This material was obtained in analogy to example 177, steps A] to C] from 5-iodo-pyridin-
2-ylarnine, 1-methoxy-4-vinyl-benzene and 3-chloro-2-methylbenzenesulfonyl chloride as
a light yellow foam. M8 (ESI"): 415.3 {{M-HJ").

20 Example 181: 3-Chioro-N-{5-{2-(3-fluoro-phenyl)-ethyl}-pyridin-2-yl}-2-
methyl-benzenesulfonamide

This material was obtained in analogy to example 177, steps A} to C] from 3-iodo-pyridin-
2-ylamine, 1-fluoro-3-vinyl-benzene and 3-chloro-2-methylbenzenesulfonyl chioride 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-vl} benzenesulfonamide



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]-

wpymdin2apl] benzenesulfonamide WO 2006/037501 PCT/ERP20GD/0D4HBiIA372
94 This material was obtained in arfdlogy to example 177, steps A] to C]
from 5-iodo-pyridin- 2-ylamine, 1-trifluoromethyl-2-vinyl-benzene and

3- chkms%mamw@@lazeamqﬁmbgghpﬂ%a@ WIS TRAM MR EER| déio-pyridin-
e tizﬁﬁ" A i S R
o horegonde >oﬁ% it

es ulff)h}?ré?ﬁl%fé |)1alogy to example 177,
steps Al to C] from 5-iodo-pyridin- 2-ylamine, | -fluoro-4-vinyl-benzene and
3-chloro-2-methylbenzenesulfonyl chloride as a light yellow foam. MS

(ESI) 403.4 ( H]) 10
3- hloxgj-rgi yl-N- enoxy&g]?a[l“z' ﬁmﬂffmbe% SO RRmdE &g
A] 2-Nfi6E éﬁ&i&i‘%ﬂﬁﬁ’aﬂé Phenol (306 mg) was dissolved in dry DMF

(5 mL and subsequently, sodium hydrlde 15 ,(60% in mlneral oil, 130 mg

was addet e s QIERF H S AW RP GG gaS SvBhudtion. #ﬁa@wﬁ.ﬂﬂ%wm
was tRefrafieived wrstit- &PF%‘P?WBG)W@U‘E@@%@H@@(&ﬂ@?ﬁl@?“@iﬁf@mmd@ asa
nitro- pighidiei® (coenmi)SwEs added @dHhe. resulting mixture was stirred at

60 C for 12 hours. The reaction mixture was poured into ice water and the
affueous phase was saturated with NaCl and extracted with ethyl acetate,

The organic layer was separated, 20 washed with brine, dried over
Na2SExdrapid daporated3ThéoreSiaesshxia Hiretieer sy fiaishn-2-y1)-
chromatngsagiis{siick gel, gradient of ethyl acetate in heptane) to give
2-nitro-5- phenoxy-pyridine as a light yellow foam (267 mg). MS (El):
216.19(hpth] 2-Nitro-5-phenoxy-pyridine

Phenol (306 mg) was dissolved in dry DMF (5 mL) and subsequently, sodium hydride

15 (60% in mineral odl, 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 und the resuiting 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 Na,SO4 and evaporated. The residue was purified by flash
chromatography (silica gel, gradient of ethy! acetate in heptane) to give 2-nitro-5-
phenoxy-pyridine as a light yellow foam (267 mg}. MS (EI): 216.1 (M").

Step B] 5-Phenoxy-pyridin-2-ylamine

2-Nitro-3-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 (EI): 186.1 (M").

30 Step C] 3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl}-
benzenesulfonamide



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
wevaesraiisnt/ hydrogen introduction. The mixture was then alowes:iostins72
for 18 hours. The catalyst was renfdved by filtration through celite and the
filtrate was concentrated in vacuo to give 5-phenoxy-pyridin-2-ylamine

(217 ?gﬂeﬂéﬁg‘;ﬂ% fo %mﬁh@mﬁg@m& WasHsath withws further

purlflcat 1 € Presence o ne m as Qesiriod
3-Chlor: ng eth Lﬁf %legr?/clglg GESQH% Phe fgﬁ c(i)nalnsgf L)\/\{f)i e
ey Nphenoy o LR grlcf'nrﬁ i 00
mg) v@&@fr@wé‘awmsiémséazam%fﬁ%@n% i ¢htbFide (122 mg)

in the presence of pyridine (3 mL) as described in example 172, step C]
togive 3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl)-

benzenesulfonamlde (37 m )as awhlte am. MS (E 375.1
ExampieBis! 89:Chloro-NBHEERIor6 B 6?(3?}’ rgﬂ%f‘f ‘q\gg%fﬁwi"
benzénesuodtmmdedthis materlal was obtalned in analogy to example
184, steps A] to C] from 2-chloro- phenol, 5-bromo-2-nitro-pyridine and

3-chiGiszonieth tse RberRasUIRGRYPER SrideTaied 81 G Hicd 1B R -chloro-
(ESI"pH46, B-({Mrktl-)- Exarpigia@@id 3-chloro-2-methylbenzenesulfonyl chloride as 2

316 hlQuiadNcan(4buespplenoyy)-pynidin-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 whiteprolid; MS (ESB:CRSRON:[MH)flEampte g Fpyridin-2-yl]-2-methyi-
2,4-Dighloro-SameibykNséRzpheneampyidin-2-yl)- benzenesulfonamide

This material was obtained in analogy to example 184, steps A] te C} from 4-fluero-
15 phenol, 5-bromo-2-nitro-pyridine and 3-chioro-2-methylbenzenesulfonyl chloride as a

white solid. MS (ESI): 392.9 (MH™).

Example 187: 2,4-Dichloro-6-methyl-N-(3-phenoxy-pyridin-2-yl}-

benzenesulfonamide

90 This material was obtained in analogy to example 184, steps A] t¢ 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-H]").

Example 188: 2,4-Dichloro-N-[5-(2-chlorc-phenoxy)-pyridin-2-ylj-6-methyl-

25 benzenesulfonamide

This material was obtained in analogy to example 184, steps A} to C] from 2-chloro-
phenol, 5-bromo-2-nitro-pyridine and 2,4-dichloro-6-methylbenzenesulfonyl chloride as

a light yellow foam. MS (EST'): 441.0 (IM-H]").



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
w(ESU§0d4%a1l ((M-Hj). Example 188: PCT/EP2005/010372

2,4-Dichloro-N-[5-(2-chloro-phenox$8-pyridin-2-yil-6-methyl- 25

benzenesulfonamide This material was obtained in analogy to example

184, %B@Bﬁ:l%ht@ C] from Z;£1nu00RbRNSL SANGBhENRIRRVIGINE ANE methyl-

2,4- dl&m thylenzenesulfonyl chloride as  a light yellow foam. MS

(ESI): 441.0 M-HJ'). WO 2006/037501 PCT/EP2005/010372 96

Examﬂlﬁ Aﬂé%n%} 4:RighloroaN: %4@%9@ampw)s@ymj%?cy&o@nww

benze amide This material was %1 0 ex
184, gteeﬁlg A%) % f?orﬁ;ltr me ncfjl (ﬁ a%{ggr% s E}et %%éz?ln snuéga dchlorzde as

2,4- dR:%P@%‘Afﬁé?ﬁ?l%%%%%és’ﬁﬂf&w%&ﬁé?rde 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 terlal wa d in.analogy. to,.exampl

177, SEFF RIS C] from 541 8%%?8%%%?}; H%‘glf‘\ﬁgr?; ﬁcﬁmﬁeﬂe -
3- chl&%&ﬁéﬁ%ﬁé’(ﬁenesulfmyl chloride as a light yellow foam. MS

(ESI"): 436.2 ([M-H]'). Example 191:

2,4-DICHICPALBIrN BRI (- eRAIS8N R SX9metR Y i piffRfiA 20 i) from 5-iodo-pyridin-
-benzémbsulfariavmdeqm@mmsm@ﬂwwé’smﬁtwhqueaﬁ@myh@rkde as a light
exampiiolAdastens Ao GdmbHddo-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
benzeéhaslfortamide This mBichiatawasabidiNed-(1-qraloiy to'exhmipferidin-2-
177, stepshbiesGidrem&-iodo-pyridin-

16  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 chioride 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-yi]-

20 benzenesulfonamide

This material was obtained in analogy to example 177, steps A} 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 tabiet



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 | can be used in a manner known per se as the active
wipgoegligmdgior the production of tablets of the following compasitiorzeiaries72
tablet WO 2006/037501 PCT/EP2005/010372 97 Active ingredient 200
mg Microcrystalline cellulose 155 mg Corn starch 25 mg Talc 25 mg 5
Hydr%gp,golgglxlgggmylcelIulose 2"m 425 g rI;ngample B A compound of
formula | can"be used in a manner know& er se as the active 10
ingre&@ﬂ??&siﬁéﬂﬁfg 'ﬁp@ffon of capsules o?fﬂ% following composition.: Per
capsufernetize ingredient 100.0 mg CorfPstdrch 20.0 mg Lactose 95.0

mg 15dalc 4.5 mg Magnesium stearate B.5:gne 220.0 mg WO
20&)6@?3%%%%%9@%&@;2 98 Compeunds of formula C) C)

425 mg

Example B

A compound of formula T can be used in 2 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 45mg
Magnesium stearate 0.3 mg

220.0 mg



R h! Nr6~ Ra R6 fl~5 wherein R' is alkyl, cycloalkyl, hydroxalkyl,
alkoxyalkyl, aryl, alkoxyalkylaminocarbonylalkyl, cycloalkylalkoxyalkyl,
arylalkyloxyalkyl or trifluoroalkoxyalkyl; RZ is hydrogen, alkyl,
lalkoxya]kyl, alkoxyallryl, aryheikoxyalkyl, haloalkoxyalk

wo 2@%@%} yll, pyrrolidyl, morpholinyl,ghiomorpholinyl a*mlkyl, %’rfflg ox;/,ﬂmsn
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&kéddtorpholyl 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, rivoirwifhiogieetyk trifluoromethoxy, trifluoromethyicarbonyl, aryl,
arylalcyl, aryloxy, aikoxycarbonylaikoxy and alkylsulfonyl; R6 is hydrogen
or alkyl; wherein aryl is phenyl or naphgidyl optionally substituted with one

to three, substituents independeptly sﬁlected from alkyl, halogen, alkoxy,

trifluoromethoxy, nitro and triflud W, rein hydroxyalkyl is
hydroxymethyl: 99 and pharmaceu (cally cc@t\ab@ salts and esters
thereof; with the proviso that - th@_@’ﬁyl)-z-pyri

dinyl)-4methyi-benzenesulfonami de, -ChIo&*é-N-(?—thyl
pyridin-2-yl}-2-methyl-benzenesulfonamide, =F

)

B wherein _

R'is alkyl, cycioalkyl, hydroxalkyl, alkoxyalkyl, aryl,
alkoxyalkylaminocarbonylalkyl, cycloalkylalkoxyalkyl, arvialkyloxyalkyl or
trifluoroaikoxyalicyl; _

R? is hydrogen, alkyl, cycloaticylalkoxyalkyl, alkoxyalkyl, aryislkoxyalkyl,

-haloalkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl, thiomorpholiny! amdalicyl,
arvialkoxy, aryioxy, he:crpcyclyialkaxy or heterocyclylalicyl;

15 'R is hydrogen or alky};
R* is hydrogen, alkyl or haloger;

R* is phenyl, naphryl, thiophenyl, pyzidyl, quinolyl, piperidyl, morpholyl,
thiomorpholyl or 1,2,3,4-1etrahydro-isoquinoiinyl optionally substituted with one
or more substituents independently selected from alkyl, cycloaliyl, haioger,

20 hydroxy, hydroxyelkyl, alkoxy, alkoxyaliyl, hydroxyalkoxy, alkoxyalkoxy, cyano,
nitro, trifluoromethyl, rifluoromethoxy, mifiucromethyicarbenyl, aryl, arvialkyl,

aryloxy, alkoxycarbonyialkoxy and alkylsulfonyl;
R® is hydrogen or alkyt;
wherein aryl is phenyl or naphthyl optionally substituied with one to thres,

substituents independently selected from alkyl, halogen, alkoxy,

trifluoromethoxy, nitro and rifluoromethyl,

wherein hydroxyalky! is hydroxymethyl,



10

15

20

N-(6-ethyl-pyridin-2-yl}-4-u ifioromethyl-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 9%
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 hydmgemecrutingthwbSpEoimgads mits caecotigingdo claim 1, wherein Rs

is phepyl, Darhiyl piperidyl or 1,2,3,4- 5 tetrahydro-isoquinolinyl optionally
substituted with one to three substituents independently selected from

alky ¥ H&16g A 2IRBS RO YT 6By RS rHeREsr
triflueronethylcamionylyadid: arjlannetnd alotsisfafylalidEompounds
accordingdo;claim: 1 o6, whersin. BR s.Rhenyl arnaphty! optionally

substltuteg' ith one 1o three substituénts independently selected from

alky N6 HEG AR rom ORGP TG TBTFREPSRSSind aryl. 4. Compounds
FeDRgpie-RAY-ne el iatyispiridins? whereietiRs teraynaginanide5.
?:%Crg pound mg_l z%gcog_ oy Sg,gﬁlgef e L.10.4 (@/_h_g IS gggﬂog_en
P(?%gtoa yoneo claim KSRD

poun S acco S 1 tos5,'w
hyer@@ﬁn?:%/(ﬂ%lkylalkoxyallyl alkoxyalkyl, piperidyl, pyrrolldyl
morphlipythitiarespybiaptemslatiylaiiasyioaair-> GDoREsy!-

accordi fo any one of clalms I to 6, wherein R3 is hydrogen. 20 E.
Compounds according.to any one of claims 1 to 7, Whereln R" it hydrogen
or -hategERudrs 4n0 iInsapa Bo L RrseaEeD F@wg%lawsn@aﬂmmmers
whergini is hydrogen. 10. Compounds according to any one of claims |

to 9, selected from the group consisting of ‘
2. .Compounds sccording to claim 1, whersin R® is phenyl, naphryl, p;pendyl or 1,2,3,4-

tetranydro-isoquinoiinyl optionally substitured with one to three substituents
indepgndently selected from alkyl, halogen, alkoxy, nitro, trifluoromethyl,
trifiucromethoxy, trifivoromethylcarbonyl, aryl, aryloxy and alkylsuifonyl.

'3, Compounds according o claim | or 2, wherein R® is ‘phényl or naphryl optionaliy

substituted with one to three substituents independently selectsd from alkyl,
nalogen, trifiuoromethyl, trifiusromethoxy and arvl.

4 Compounds according to any one of claims 1 to 3, wherein R® is hydroger.

v

Compounds according to any one of ciaims 1 10 4, wherein R' is hydrogen.

6.  Compounds according to any one of claims 1 to 5, wherein R is hydrogen,
cycloalkylalkoxyalicyl, alkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl,
thiomorpholinyl, arylalkyl or aryvloxy.

7. Compounds according to any one of claims 1 to 6, wherein R’ is hydrogen.

8. Compounds according.to any one of claims 1 to 7, wherein R* i¢ hydrogen or
halogen. '



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=ocsviPoaamid. , NsphSlene-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-(6-1 O 34- nalD 2 yl}- aceaesnlionamiee, 2? Dicivoro f
mfgy)44-(6- PYI-pyndm---y1)?%seatenesuifaaamice., .
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-?
9. Cﬂu@w@@m@%@ M@Q%ﬂ?%ﬁﬁé@uﬁ}ﬂﬁd’ﬁﬁ% iy Y &58gERioro- met
10. ComNoRAQRYERYHARY Snd hbongsutanictiscbitesig e-1-sni acid (6-propY,
,=3. . ? G'Llac=l4: (6 ispPropyl-pyridm'2 1YI}-4,In.'fa V1-h~z~rnirnnamidm .
ﬂ“%?gmﬁﬁiﬁ%f} 2(Ei-3s0'prOp\'I-pVI1LilF?-~:V~-h9n.Z.~llen,imnxrmid~.
 Bipleniddprairiopeine-sthy b rvaidi-grm ~mmigeo YI-Ph~n~.yis.-n"..asulionam
BhetalEA80i0rG N (81508 ,Qy},mrhﬁm,mefayhtznosuIfonamlde

(6 Isonrapyl pynors,:2 yl}-~m.-fasnasulfonyl;"-*~~-*~sauonamide,

fidms2 ¥ h{mofomelanayrashzsnee ; i nT R*iae, 2-(2 2
2 trtftuoro 4 e@g

o 12 410 vdro |soqumolme -? sutionic acid (6-isopropyl
o Wﬁ@ﬁ?&ﬂ}ﬁ-‘% *P‘i %HWF@WF‘EVPH&YW}<3 -(?-nifiuorometay!
3\ **¢ gﬁmm%ﬁgﬁﬁﬂ& ;siilfam and (6

W%ﬁ@%&ﬁﬁﬁ%@wm%ﬁﬁ%nyl mr d 2-yl}-5-fiuoro-2.

WiaaZshesu o G2l Or @A detBs@rehtare-pn-ny 1} pv inin-3yl
u_eS|a And WO 2006/037501 P( EP2005/010372 100
SHITONIC At TW&W ; & 8‘@11- tyl]-amide;

a 4-131::11101'0- W—m%y‘»-}\—(é-mpv'upvnum-,wl% ne:nmnmumnmdz
- Pmmmnﬁ»l—sulmm* a:zd (&prmwm ‘?-rvl}mzma. o
- ." 25 Dﬁum%(&xmmi—pm—ﬁﬁv@bmsu}rmm&

N«(e—lscp:mylupvnnm— ~v1}~4a{£*mzmamm—tnv§«pncnuxyl-nmmn-su}mnamm_
2 Ji-D: marc»N*(ta—:soprusy}- wz-yI\-%mctnyi-nmznwuhmmd.

- .‘ N-(é—isonropyl-'omum—Z-yl}J—memm sxﬂmuv:—n:nmr:munmn.,
',N-(6—.{8upmpy}-q:mum—l-yllwmﬂuuromzmm’y-n-nz:nﬂsmmnmm.

P -{2.2.2 'Iﬁfmore-—zwwl}—ll_ #m*zbvdre—:scqummm%?—mﬂmmu zzid (6—150nmnvi-
mam—l»yl)—zmﬂ. .
h»(éalsompv}-nmmzzwlwl}‘}-{i«mﬁuomm-tnv —'onznczxy}-nwnmmﬂmnﬁmm..
Naphtnaz&ns»l—sxﬂrpmu acid (é—mopropyi-pyn_m—— ﬁyl}—mc.,

' N{g-Isopropy-pyriin-2-vl- 3-riflnorometiy k- benzenesuifonamics,
Nef 6-(2~:h1§m-p‘n=n§1}fgyﬂdm-zgy1}-'siﬂum:;n;mgz-bmemnmim, and

3-Chlore-N-{6-~(2-chioro-phepylpyridin-2-v1}-2-metoy-benzenssuionamits,



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 | -
2-methyl-benzenesulfon amide; 3-Chlo ro-N- [ 6-(2,3-difluoro-phenyl)

wiPYiRins720Yi1 | -2-methyl-benzenesulfo namide; 5 PCT/RP2005/010372
3-Chloro-N-[6-(2,5-dichloro-phenyl)asyridin-2-yll-2-methyl-benzenesulfona
mide;

N [6 (2.5-Richlorp phenyil-RYNFiN2: k- Mok Retvi-bgnzengsulfona
3 Ch'Ofo- -&zg%cn'%o(mmm ;ﬂféﬂ}} ;!Jnalﬁn@g y'zhﬁ% NESYIORARIL mide;

e; N-[ 6-(3-Chloro-phenyl)-pyridin-2 fluoro methyl- enzenesulfo

nam ide; §&.H$95_ b 5[@5(&QW§’Q€W§%£WE%” gﬁgthy i-benzenesulfonamide;

-2-methyl- benzenesulfonam ide; 10

5-Fluoro-N:[e-{Z-{lupre-phemyllpy) é@!%)@y{%m%ﬂ benzenasiionamide mide;
; 3-Chlo ro-2-methyl-N- [ 6-(2-trifluoromethyl-phenyl)-pyridin-2-yl] -

b%nze”esglm@mlﬁe (ocE U aNetiy Ny Eidin- 2-y1}-2- methyl-benzenesulfonamide;
6-(2-trifluoromethyl-phenyI)-pyridin-2-yI | - benzenesulfonamide; 15

N-[6-(2-Chlore-phenwipyrighangty 2 bndifliorohepzenasufopamitieil fonamide;
N-[6-(2-Chloro-phenyl)-pyridin-2-yll-2-trifluoromethyl-benzenesulfonamide;

3-Chloro-N:={@r(3-rmethaxnphepibraymeintZ-glyl] -2 -methyl-benzenesulfonamide;
-2-methyl-benzenesulfonamide; 3-Chloro-N- [6-

(4-fluoro-2nmettycphesyihpyridinidiybj y2-metoyt~ berzienésuttonaifiidenide;
20 5-Fluoro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-ylj-2-methyl-
benzenesuHorarite[dN-218r¢-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide;
Bipyridinyl-6-yl-3-chloro-2-methyl-benzenesulfonam ide; 2,5-Difluo ro-N-
[Ge(4-fluore-BhmethyHptep)pyridriy 2 ytifibérd A eseifohbenidessudandnide;
ichloro-N-[ 6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl] -6-methyl 25
benzenesulohamidenrW@-PoB6(D3IHeBEHEPRo0b10108T2-vlo1
3,4-Dichlomerh-f &dideflaierdr; 2-methyl-phenyl)-pyridin-2-yl)
-benzenesulfonamide; 3-Chloro-N-(6-methoxy-pyridin-2-yl)
-2-methyl-benzsaesuitonanide 2-trifluoromethyl-phenyl)-pyridin-2-yl]-

benzenesulfonamide;

15 N-[6-(2-Chloro-phenyl}-pyridin-2-yl}-2,5-difluoro-benzenesulfonamide;
N-{6-(2-Chloro-phenyl)-pyridin-2-yl}-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-yl]-2-methyl-

benzenesulfonamide;

20 5.Fluoro-N-{6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-2-methyi-

benzenesulfonamide;
N-[2,3'] Bipyridinyl-6-yi-3-chloro-2-methyl-benzenesulfonamide;
2,5-Difluoro-N-{6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-benzenesulfonamide;

2,4-Dichloro-N-{6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-6-methyl-
26 benzenesulfonamide;



Biphenyt-4-sulfonic acid (6-methoxy-pyridin-2-yi)-amide; 5 -FI 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-
wi28b@sRyridin-2-yl)-2-methyl-benzenes ulfonamide;  per/EP200510372
Biphenyl-4-sulfonic acid (6-ethoxy-pyridin-2-yl)-amide;
Naphthalene-2-sulfonic acid (6-ethoxy-pyridin-2-yl)-amide; 3
-Chloro-N-(G;ethidsulianyioysidinn-yindrmetndbe nrenasulionsmidsst@namide;
Biphenyl-4-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide;
Naphthaleng-2istifonie -acithdByatidsuiany b pyedin-Bayaouids; mide;
Naphthalene-2-sulfonic acid (6-ethanesulfonyl-pyridin-2-yl)-amide;
3-Chloro-2-pigtayliN-{@¢(2:0xadnentythpprigindyb-hpazeagsulfonamide;
2-(6-(Biphenyl-4-sulfonylamino)-pyridin-2-yl)-N,N-diethyl-acetamide; 15
Biphenyl-4-suifomic-aeid-methoxy-pyridin-2-v1)-2-methvi-benzenesulfonamide;
[6-(2-morpholin-4-yl-2-oxo-ethyl)-pyridin-2-yl]-amide;
[6-(8-Chloro2ginbiiele e ndfanésultb i@y tastiing)-pyitin2vijtkacetic acid
methyl ester;
(6-(5-Fluoros Z-hiethwi-benrenesutidmytariiicprpyridina2eylsaéaticnatid
methyl ester; 20
N,N-Diethy|Bip{<(A-4tadforbiptid e thantiomdanind)-pyiidin-2-yl]-acetami
de; 4-Fluoro-biphenyl-4-sulfonic acid
[6-(2-morphtkpbargieeaxatéhidl jgsy FdRthoxy Py rignide) - amide;
2-[6-(4-Fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-N-(2-methoxy-ethyl)-
acetamide; W@ﬂQ066‘?(9Q"FQUP#%W)MBS?MI)%W‘M?“Z@““lﬂf@“amide;
2-[6-(3,4-DichIoro-benzenesuprnellaming?-pyridin_-z‘-yl] ‘
-NN-diethyIBéiﬁéfa’ﬁﬂo‘éﬂfQ-mf acid (6-ethylsulfanyl-pyridin-2-yl}-amide;
6-(3-Ch|oro-2-meé%yl-benzene.sulfpny!amingj)-S-methy[-pgridin-2;311) -N,N
5 diethyl-ac@@éilh‘i ?1?_-2~su1fomc acid (6-ethylsulfanyl-pyridin-2-yi)-amide;
[6-(3,4-Dich|oro-benzenesuIfonyiaminoZ-S-methyl-%idin-2- lI-N,N-diethyl-

Naphthalene-2-sulfomc’acid (6-ethanesulfonyl-pyridin-2-yl)-amide;
3-Chloro-2-methyl-N-[6-{2-oxo-pentyl}-pyridin-2-yl]-benzenesulfonamide;
2-16-(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-yli-acetic acid methyl

esten;

[6-(5-Fluoro-2-methyl-benzenesulfonylamino}-pyridin-2-yl}-acetic acid methyl

ester;
20 N,N-Diethyi-2-[6-(4'-fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-acetamide;

4-Fluoro-biphenyl-4-sulfonic acid {6-(2-morpholin-4-yl-2-oxo-ethyl)-pyridin-2-
yll-amide;

2-[6-(4-Fiuoro-biphenyi-4-sulfonylamino}-pyridin-2-yl]-N-(2-methoxy-ethyl}-

acetamide;



acetamide;
3-Chloro-N-(6-mehoxymethyi-pyridin-2-yl)-2-methyl-benzenesulfonamide;
10 2,5-Difluoro-N-(6-methoxymethyl-pyridin-2-yl)-benzenesulfonamide;

£Q-IN-(6-methoxymethyl-pyridin-2-yl)-4-methyl-benze mge&%m}
WG% )ﬁ{ (Dé)qcltyclopropylmethoxymeg_r@yl -pyridin-2 ¥ 37

-yI) -2,5-dfluoro-benzenesulfonamide; 5-Fluo
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2,5-Difluoro-N-(6-hydroxymethyl-pyridin-2-yl)-benzenesulfonamide; 15

Acetic adid B o BIGMFBEEH R EHEBEARYAPIIRS) By RtheD ayirison s sahi-
Raphthaléetey2aselfonisiacid (6-hydroxymethyl-pyridin-2-yl)-amide;
3-Chloro-N-(6-cyclopropylmethoxymethyl-pyrid n-2-yl)-4-methyl-
benzeneg‘;tjﬁdﬁM@@,oro~benzenesnﬂforx}fiaména}—3-methyi-pyridin—2—yl}-N,N-diethyﬁ-
N-(6-Cycdiepsepytmethoxymethyl-pyridin-2-yl)-5-fluoro-2 -methyl- 20
benzenesulfonamide; 3-Chloro-N-[ 6-
(4-fluoro-béhsfloXiietryiepyre Ry oytiig-hethjostni dnesufontmmdeie;
3-Chloro-N- [ 6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl ]-2-methyl-
¥enzenestiifob ey -P6 methoxymetayl-pyridin-2-yl)-benzenesulfonamide;

2,5-Difluoro-N-[6- (4-fluoro-benzvioxymethyl)- pg/rldln -2-yl]-benzenesulfona
mide; WG 2006703 1501 PETTEBNO0S DT T paengsulfonamide;
[6-(4-fluoro- bengloxymeth@ pyridin-2-yl]-2- methyl benzenes ulfo nam

ide; Pipealfd-r<eRERBRIS TaHepHiBtRyLpdiifumambantraesulfonamide;
Piperidine-|-sulfonjc acid (6- cyclopropylmethoxymethyl pyrldln ‘%I) -amide
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15 Acetic acid 6-(2,5-difluoro-benzenesuifonylamino)-pyridin-2-yimethyl ester;
Naphthalene-2-sulfonic acid {6-hydroxymethyl-pyridin-2-yl)-amide;

3-Chioro-N-{6-cyclopropyimethoxymethyl-pyridin-2-yl}-4-methyl-
benzenesulfonamide;

N-{6-Cyciopropyimethoxymethyl-pyridin-2-vl)-5-fluoro-2-methyi-
20 benzenesulfonamide;

3-Chloro-N-{6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl}-4-methyi-
benzenesulfonamide;

3-Chloro-N-[6-{4-fluore-benzyloxymethyl)-pyridin-2-yl}-2-methyt-
benzenesulfonamide;

25 2,5-Difluore-N-{6-(4-fluoro-benzyloxymethyl)-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;

wor shbarordyr (6-cyclopropylmethoxymethyl-pyridin-2-yl)-2-mesayarzoos/o10372
benzenesulfonamide; 15 103
3,4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-benzenesulfona
mide;
d 8-Fl N-{6-{4-f] -b 1 thyl din-2-vl]-2-meth
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e; N-[6-(4- {6r0- en%"]oxymethyl) pyridin-2-yl]-3-trifluoromethyl-

benzenesylfonami d?sifq}ﬁ 21c1d 2 e Wt?ﬁ, Idlﬁoz yi)-amide;

(5- cycloproprlme oxyme pyridin-2-
benzenesuylfon
ng adn;ll %}Ié %?c ggg imethoxvmeth m%;gndm 2-yl)-amide

methoxymet%yl yr|d|n hzenesulfon
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benzenes%fonam
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NLP5- Cyclo?ﬂﬁpym‘fgﬁ%%ethyl-&methyl-pyrld|n-2-yt)- 2,5-difluo ro-
benzenesulfonamide; 5
N-(5-CyclobfapymstReRynbiyisuientomssnimboagnmeistesidinttl
benzenesuiemanaidp iNmide;
(5-Metho)7ttethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyt-
benzenesuifGhimside{6-cyclopropyimethoxymethyl-pyridin-2-yl)-2- ~-methyl-

benzenesulfonamide;
15 3 4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-benzenesulfonamide;
4-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-benzenesulfonamide;

N-[6-{4-Fluoro-benzyloxymethyl)-pyridin-2-yl}-3-trifluoromethyl-

benzenesulfonamide;

3-Chloro-N-(5-cyclopropylmethoxymethyl-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-yi}-3-methyl-
benzenesulfonamide;

N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl}-5-fluoro-2-methyl-
25 benzenesuifonamide;

Piperidine-1-sulfonic acid {5-cyclopropyl-methoxymethyl-pyridin-2-yl)-amide;



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

waneshyiesuzenes ulfo nam ide; 3-Chloro-N- [ PCT/EP2005/010372
5-(4-fluoro-benzyloxymethyl)-6-mettayl-pyridin-2-yl] -2- met hylbenzenes
ulfonamide; 15

N-(5- Etho%r&qthx Fg/ in-2-yl)- r|fI_ (_)r0r1g\el't5j>{,r %]?ZUJ&QH&,

mide; 3-Chldro- met pro y “Amino
-pyridin2-y ?“ﬁ@%ﬁ@%‘ﬂlf’c?namlde 5-Fluoro-2-methyl-N- (6-

(it e ] st
benzenesmf’@ﬁ‘ﬁﬁﬁ 1308¢oro-N-

(6- cyclopr§ Egrldln -2-yl)-2-methyl-benzenesulfonamide; Naphthalene- |
-sdlfonic a &S/ R pFERA PR YAy Rl yridin-2-yE)-5-fluoro-2-methyl-

4-Chloro- I\bf(&@wléf@m@yﬁpyndm 2-yl)-2,5-dimethyl-benzenesulfonam ide;
25 4-Chloro-N-(6-cyclopropyl-pyridin-2-yi)-3-methyl-benzenesulfonamide;
N-(6-Cyclopr&pylepyransiiniyhmetifluytgmethil-bendenesyohamide;
2,4-DichlotgNes(Gtycoprépyl-pyridin-2-yl) -5-methylbenzenesulfonamide;
WO 2006/037501 PCT/EP2005/010372 105 Naphthalene-2-sulfonic acid
(6-cycloprop§kiyrithn2-yRteoridethyl-6-methyl-pyridin-2-yl)-2-methyl-
N:{5-Cycloprepyingthawiaethyl-pyridin-2-y1)-3-trifluoromethyl-
benzenesulfonamide; N-(5-Eth oxymethyl-6-methyl-pyridin-

2-)rl)-3,5-bis-tsifluaase by fobanatnesulferaingedih-Chip yo-N-
(5-etho)cymghsRrnsibu=Ryeidinganyilie; 3-trifluoromethyl-

benzenesulfonamide;
3-Chloro-N-[5-(4-fluoro-benzyloxymethyl)-6-methyl-pyridin-2-yl]-2
methylbenzenesulfonamide;

15 N-(5-Ethoxymethyl-6-methyl-pyridin-2-yl}-3-trifluoromethylbenzenesulfonamide;

3-Chloro-2-methyl-N-{6-[(methyl-propyl-amino)-methyl]-pyridin2-yi}-
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-vyl}-2-methyl-
benzenesulfonamide;

3-Chloro-N-{6-cyclopropyl-pyridin-2-yl)- 2-methyl-benzenesulfonamide;
Naphthalene-i-sulfonic acid (6~cyclopropy1-pfridin-.?-yi)-amide;
4-Chloro-N-(6-cyclopropyl-pyridin-2-yl}-2,5-dimethyl-benzenesulfonamide;
25 4-Chloro-N-(6-cyclopropyl-pyridin-2-yl}- 3-methyl-benzenesulfonamide;
N-{6-Cvclopropy!-pyridin-2-yl}-3-trifluo romethy[-benzenesulfqnamide;

2,4-Dichloro-N-(6-cyclopropyl-pyridin-2-yl)-3-methylbenzenesulfonamide;



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-
wbenagaesyfonamide; 3-T rifluoromethyl-N- PCT/EP2005/010372
[6-(4-trifluoromethyl-phenoxymethylispyridin-2-yl) - benzenesulfonamide;
N-[ 5-(2- Fluoro-ethoxymethyl)-6-methyl-pyridin-2-yl] -3-trifluoromethyl- 15

benzenes%f %19% ?&F&J&{ch}l clopropyl-pyridin2-yl}-amide;

(5- cyclopropylme oxymethyl-pyri |n- -yl)-benzenesulfonamide;

2,4-Dichlore:N-(&:ydopropumeharmeindoyrisin-zalSmeiny-

benzenes%fonam
N-(5- Cyclopropyfmet(hoxymethyl pyridin-2-yl)-4-fluoro-3-trifluoromethyl- 20

benzenes amide; 3-Chlor
(5- cycloprq\ipy(fJ etho mget %Inge%eﬁ? a2y rifluoromethyl-
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N-(5- Cyclo?ﬁ%ﬁ?ﬁﬂ@ﬂiﬁﬁyﬁ?ethyl 6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide; 2,4-Difluoro-N-

[6-(3-fluord: e ety pyamicn iy bbhpsiderhanifuotres
2006/03 75 RETFHERROGS/010372 106 3-Chloro-N-
[6-(3-fluoro-benzyioxymethyl)-pyridin-2-yl] -benzenesulfonamide;

2 4-Dichlorb FIBoRHIG S ol PSRy AR YDy IR 3T ofndimgthyl-
benzenesuionamidé@midifluoro-N- [ 6-
(4-fluoro-benzyioxymethyl)-pyridin-2-yl J -benzenesulfonam ide; 5
3-Chloro-N3{B{fufitronetind iz {feidy ity brpyhidinherpinbetrd hewudiortamid
e; 2,4-DichiaraMNsuér-dritagro-benzyioxymethyl)-pyridin-2-yl] -6-methyl-

N-[5-(2-Fluoro-ethoxymethyl}-6-methyl-pyridin-2-yt}-3-trifluoromethyl-
15 benzenesulfonamide;

3-Chloro-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-trifiuvoromethyl-

20 benzenesulfonamide;

3-Chloro-N-(5-cyclopropylmethoxymethyi-6-methyl-pyridin-2-yl}-
benzenesulfonamide;

2,4-Dichioro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin.2-yl)-6-methyl-

benzenesulfonamide;

25 N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyi-
benzenesulfonamide;

2,4-Difluoro-N-{6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl}-benzenesulfonamide;



benzenesulfonamide;
N-(5-Cyclopropylrnethoxymethyl-6-methyl-pyridin-2-yl)-4-fluoro-3- trifluo
romethyl-benzenesulfonamide; 10
wé-Tdskarerdy[6-(3-fluoro-benzyioxymethyl)-pyridin-2-yl]-3-trif leotioppedtyi 0372
benzenesulfonamide; 106
4-Fluoro-N-[6-(4-fluoro-benzyioxymethyl)-pyridin-2-y1] -3-trifluoromethyl-
benzenesuBanagias: fi-(b SAoRuayR-BanTInXyRely ) RitiReishbmide;

3-trifluoromet hoxy- 15 benzenesulfonamide;
N-(6-Methoxymethp-pyridin-2acbr3Hfiorgmetty)-panrencailionamite;

2,4- chhloggn%neggmgmggymet hyl-pyridin- 2 -yl) -6-methyl-ben
zenesulfo n am ide;
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benzenesufonamide;. 2420160 INAAINT - pyridin-2-vi]-benzenesulfonamide;
[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-y11- benzenesulfonamide; N- [

6-(2,2,2-Trifluorn-ethexymetayilpyrisinz 2ol madwiflugremethyis s - methyl-

benzenesulfonamide: 25 ;.
2,4-Dichloro-6- methyl -N-[6- (2 2,2-tifluoro-ethoxymethyl)-pyridin-2-ylI-

benzenesu'i@ 9 S ropy methomnethy -6-methyl-pyridin-2-yi)-4-fluoro-3-
3-Chloro- Né%% Céc |- et met yl)-pyridin-2-yl]-benzenesulfonam

ide; WO 20 SRERTI 107 N [6-

(2-Gyclopr gﬁé eth%ﬁ%%hyhgr%m%r&mmﬁs HYRMEIVE iauoromethyl-

benzenesul onam 2-Cyclopropyl-ethoxymethyl)- pyrldln -2-yl)
_4-fluoro-3-t# Fﬁﬁ%??ﬁ‘ﬁé’tﬂyrf‘ )&nzenesulfonamide; 5

2,4-Dichiorg, M 6 (2: Yl ORI 2 SRS et

benzenesulfonamide;

N-{6-(4-Fluore-benzyloxymethyl)-pyridin-2-yl}-3-trifluoromethoxy-

15 benzenesulfonamide;
N-(6-Methoxymethyl-pyridin-2-y1)-3-trifluoromethyl-benzenesulfonamide;
2,4-Dichloro-N-(6-methoxymethyl-pyridin-2-yl)-6-methyl-benzenesulfonamide;
3.Chloro-N-(6-methoxymethyl-pyridin-2-yl)-benzenesulfonamide;

3-Trifluoromethyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl|-
20 benzenesulfonamide;

2,4-Dichloro-6-methyl-N-{6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-ylj-

benzenesulfonamide;

N-[6-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-yl]-3-triflucromethyl-

benzenesulfonamide;

25 2,4-Dichloro-6-methyl-N-{6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yt}-

benzenesulfonamide;

3-Chloro-N-{6-(2-cyclopropyi-ethoxymethyl)-pyridin-2-ylj-benzenesulfonamide;



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
whengenesyfonamide; 2,4-Dichloro-N-[6-(3-chloro-benzyloxynetdosota3 72

-pyridin-2-yl]-6-methyl- benzenesulionamide; N- [6-

(3-Chloro- benzylox)rmethyl) pyridin-2-yl] -4-fluoro-3-trifluoromethyl-

benzenesylf

N-[6-(4-Chlo ?9%52%51 ﬁ)p;?/ e ynﬁf 5“'?4 -ffﬁ}gros ?Erifr]i urgf%eﬁwgthyl-

benzenesfOHAM “ﬁ“l chloro N- [

6-(4-chlor meth ) r|d|n- II -6-me zen onamid

N e Dot AT RS R e

benzenesBFAHIIE nIz‘ﬁ@f’“i:%chloro 5-methyl-N- [

5-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl] - benzenesulfonamide;

3-Ehloro-22iCtRPINE(T A Bt RFRRITG S sl iRy Ly ety

benzenesiforassidionamide;
3-Chloro-2-methyl-N-(5-pyrrolidin-l-yl-pyridin-2-yl)-benzenes ulfonamide;
3-Chloro-22retispiae (SmesephRti: Rl yitHpce-shoensdne sumsirride:
N-(5-Benzykprickini2sghridechloro-2-methyl-benzenesulfonamide; WO
2006/037501 PCT/EP2005/010372 108

3-Chloro-22rabthsd-N- (b-Bkeheifiybiyeitira2ny pbe nyatiesitfb riatmidepomethyl-
34¢hlo benzenesulfonamide;
ro-2-methyl-N-(6-methyl-5-phenethyl-pyridin-2-yl)-benzenesulfonamide;
3-Chloro- 2;mpibylbN-{b-{thicratipbaknzgiodypytiol] ) -pyridin-2-yl}-6-methyl-
in-2-yl)-benzgnssilionanmige; 2,4-Dichloro-N-1 5- [2- (4-ch|oro-phenyl)
-ethyl ] -pyridin-2-yi}-6-methyl

N-[6-(3-Chloro-benzyloxymethyl}-pyridin-2-yl] -4-fluoro-3-trifluoromethyl-
benzenesulfonamide;

15 N-[6-{4-Chloro-benzyloxymethyl}-pyridin-2-yl}-4-fluoro-3-trifluoromethyi-

benzenesulfonamide,

2,4-Dichloro-N-]6-{4-chloro-benzyloxymethyl}-pyridin-2-yl]-6-methyl-

benzenesulfonamide;

N-{5-{2,2,2-Trifluorc-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'jbipyridinyl-6'-y)-
benzenesulfonamide;

25 3-Chloro-2-methyl-N-(5-pyrrolidin-1-yl-pyridin-2-yl}-benzenesulfonamide;
3.Chloro-2-methyi-N-(5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;

N-(5-Benzyl-pyridin-2-yl)-3-chloro-2-methyl-benzenesulfonamide;



5 benzenesulfonamide; 3-Chloro-N-15-{2-(4-methoxy-phenyl)-ethyl]
-pyridin-2-yl}-2-methyl- benzenesulfonamide; 3-Chloro-N- { 5- [
2-(3-fluoro-phenyl)-ethyl) -pyridin-2-yl) -2-methyl- benzenesulfonamide; 10

wor silargsdmethyl-N-{5-[2-(2-trifluoromethyl-phenyl)-ethy}-pyridido¥lnos 72
benzenesulfonamide 3-Chloro-N-( 108
5-[2-(4-fluoro- phenyl) ethyl)-pyridin-2-yl)-2-methyl- benzenesulfonamide;

3 Chloro 2 el Grph eyl 2l bersneonaiet 1o

3-Chloro- N -[5-(2-ch oro- p enoxy)-pyridi enzenesuif‘onam

ide; 3-Chlgreg; L. 3-(4:flpre: d%hﬁ@&),ﬁfﬁélﬁbé%%?%dm 2-yl)-benzenesulfonamide;

-2-methyl-benzenesulfonamide; 2,4-Dichl methyl-N-

(5-pheno)cy-gykid- Mayibenzaneswio nam e 2:4:Pi p@g&é}!es[ﬂfonamnde,
5-(2-chloro-phenoxy)-pyrid in-2-yl } -6-methyl- benzenesul onamide; 2

2,4- chhlor,@ahb[%{&cﬂw@ phengysRyidin l\p%z}%%?@%ﬁm v1}-6-methyl-

be zenesull L%g&mlq am!gloro -2-methyl-N-

5-(2-quinolin rf) pyr|d|n -2-yl ] - benzenesulfonamide;

2,4-Dichlorg &gty L -(2:0uinaln:2oy. Q@MD RN A L) 2.

benzenes fonaml%? and 3-Chloro-2-methyl-N- | 5-
(2-pyridin- iﬂ ert’ﬁil <f)yrld‘ln 2-yi)- benzenesulfonamlde 109 11.

Compoundss cor _ to, g0y g{r)]r?)é)) clarinﬁ%lﬁg § e\zct?:ldzfrrge‘E

Biphenyl-4-su ohic aci d 6 propy
3-Chloro-25BtRgIN @ Bitpyi-p), ridin-2-yl)- benzcnesulfonamldc 5

2,4-Dichloro-6-methyl-N-(6 pyridin-2-yl)-bepzene ulfon mide;
5-Bhloro-napHtitatenans iyl ﬁ)gﬁl&é é{%‘?{%@?tﬁwmﬁ“ﬁ 5“3’ .a!gldm -2-yl}-

benzenesulfonamide

3-Chiore-N-{5-{2-(4-fiuoro-phenyl}-ethyi]-pyridin-2-yl}-2-methyl-

benzenesulfonamide;
3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl}-benzenesulfonamide;

15 3-Chloro-N-[5-(2-chloro-phenoxy)-pyridin-2-yl]- 2-methyl-bengenesuifonamide;
3-Chloro-N-[5-(4-fluoro-phenoxy)-pyridin-2-ylj ~2-meth)}i~benzenesuifonamide;
2,4~Dic§ﬁoro-6—methyI—N-(5~phén0xy—pyridin»2-yl)~benzenesulfonamide;

2,4-Dichloro-N-{5-(2-chloro-phenoxy)-pyridin-2-yl]-6-methyl-
benzenesulfonamide;

20 2,4-Dichloro-N-[5-(4-fluoro-phenoxy)-pyridin-2-yl]-6-methy!-
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-yl}-
25 benzenesuifonamide; and

3-Chloro-2-methyl-N-[5-(2-pyridin-2-yl-ethyl}-pyridin-2-yl!-benzenesulfonamide.



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)- pyrldln 2-yl) 10
-benzenesulfonamide; 2,5- leluorccil-dy- [
6-(4-fiuoro-2-methyl-phenyl)-pyridin-2-yl)-benzenesulfonamide;
2,4-Dichloro-N- [ 6-(4-fluoro-2 -methyl-phenyl)-pyridin-2 yg -6-methyl-
benzgneststapamitieiccording to any one of claims 1 to 10 selected from
3-Chloro- N methox ethyl- r|d|n 2 -yl)-2- methyl -benzenesulfonamide;
3-Chloro-ff gﬂﬁ R D FR%Emethy |-
benzenesulfonamlde
3,4- D.chBﬁh&ﬁ%%%?%srapﬁrﬁéemsx@;mgwpamwWséﬁ%hesu|fon
amide; 4- Fluor N-[ 6-(4-fiuoro-benzyloxymethyl)-pyridin-2- yl) .
_enzeneddi 8"96 ’W}‘ @6?5Y%8 %3{ SRRYBER TS

-3-trifluorg hyl- be enes amld
3 Chioro K- (A%: ?ébyn%emox%‘éﬁ%ﬁ (S RSRRISatsme
benzenes I g WO 2006/03750 PCT/@PhZP%/OIOSZj 110d3 -Chlo
ro-N-(5-cyc opropynﬁ tﬁoxyr’r?étﬁ{ﬁ% me’my? &/rld‘fn- Pzﬁnfs ofhm?l
B et o e e S M e

nz ’

-pyridin-2-yl)-2 enesul onaml
rl\rInEiS Etho§36’ﬁﬁ hyi?n e};lhx,l 5d{ 22- I gig ror ?th I%ennéerhesulfona

2€hloro- W?@E%?ﬁ?fﬁiﬁepyndm 2-yl)-2- methyl benzenesulfonamide;
Naphthalene- I-sulfonic ac cyclop yridin-2-y1)-a de 4-Chl
ro-N-(6-cyctoBiBsY pyrlﬁ'r{%{-]?‘ﬁ & ’Bﬁ%‘é}t/ =BEHPSHAL (S a{’r?ﬁﬁ%‘esfﬁ’%mde’_
Cyclop ro ridin 2 -trifluo rom t nzenpes ulfo nam ide; 10

N - Cyclo R eGPty oot

enzenesulfommz

3-Chioro-N~(é-methoxyme;hyi-pyridm-z-yl)-z-methyl-benzenesxﬂfonamide;

3-Chloro-N- (6-cyciopropyhnethoxymethyl-pyndm 2-yl}-2-methyl-
benzenesulfonamide;

20 3,4-Dichioro-N-{é-cycbpmpyimethoxymethyl-pyricﬁn-2.-y'I}-benzenesulfonamidz;
4-Fluoro-N-{6-(4-fluoro-benzyloxymethyl}-pyridin-2-yi}-benzenesulfonamide;

N-{6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yi)-3-trifiuoromethyi-
benzenesulfonamide;

3-Cnloro-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl}-2-methyi-
25 benzenesulfonamide;



benzenesulfonamide;
4-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide;
wa,4obiohiarn-N-(5-cyclopropylmethoxymethyl-pyridin-2-yl)-6aetwyledsm 10372
benzenesulfonamide; 110
N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-4-fluoro-3-trifluo romethyl-
benzenesuylf Ide; e
2 0 Drchlor o I e e b By e
yl- benzendSUttonamic €, ’gg
N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin;2-yl)-3-triflugromethyl-
be(nzer?/esél)i‘%qr?gfﬁi- ét;(]%%@%ﬁ%e%wﬂ%"n}éﬂp’xwpmdm)é)y Trgameny
ro-N-[6-(4-?&58?8?8&@?@%ethyl)-pyridin-2-yl| -6-methyl-
benzenesulfonamide; 4-

(4 ooro. oSS SIS BER BPRI 51 RSN gyerenesifonamide
31t ol BerOERESTORAAET WO 00BID TG e
coromerhy BREBHESLISRAAAES T AR R e

Dichlo r0-0 BTSN Lo L S Lare o 1Ny A T

benzenes%‘g ?g%%?'g{ﬁﬁig}iﬁmg[fo_}@gIMG%Agth@benzenesulfonamide;

2,2-trifluoro-et yl)-pyridin-2-yl]- benzenesulfonamide; 2,4-Dichlo
ropN- [ 6-(3eyclop rapybaihenyma i) spndeiny 2ryH taanetikiy -

benzenesuylfonamide; ,
Ll)enzenesa?dnamzde;

4-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-

benzenesulfonamide;

2,4—Dichloro-N—{5-cyclopropylmethoxymethyl-pyridih-?.-yl)-6- methyl-

15 benzenesulfonamide;

N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-4-fiuoro-3-triflucromethyl-

benzenesulfonamide;

2,4-Dichloro-N-{5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl}-6-methyl-

benzenesulfonamide;

20 'N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-
benzenesulfonamide;

2,4-Dichloro-N-{6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-6-methyl-

benzenesulfonamide;

4-Fluoro-N-{é-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-3-trifluoromethyl-
25 benzenesulfonamide;

N-[6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yl]-3-trifluoromethoxy-
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;
wo,4ebdiehiero-N-[6-(4-chloro-benzyloxymethyl)-pyridin-2-yl] -@anatadeslbos 72
benzenesulfonamide; 3-Chloro-2-m#thyl-N-(3,4,5,6-tetrahydro-2H- [
1,3'|bipyridinyl-6'-yl)- benzenesulfonamide;
3-Chloro-2-met -- ¢ ulfonamide;
3-Chloro- Zl\mgt l}ﬁ%%‘iﬁ é 111)6 Yédé{gjﬁ%gn??ﬂ%%@%mes namide;

5-mor pyr )-benzenesulfonamide;

20 N-(5- B%n%yhgyram@a%ﬂyn %‘f‘?'%Otr%ﬂb%h%lo%%%&‘ﬁw'E%%EH'%H

3-Chloro- -met %/“[!E
(6-methyl-5- ﬁm ylf pyrldln -2-yl)-benzenesulfonamide; 3-Chlo

ro-2-meth h|o i Y, benzene ona
2,4- chhlo)rgé !\rl)(](g frf 4 Fgro%[i{? {%F%e lek r}s%/ diR> ylt- r%gpy e
behzenesMBHIRHIE

3-Chloro-N- 3- quoro enyD-ethyl]-pyridin-2-yl]-2-methyl-
benzeneSLﬁfSOr}é Eq yg ?_,2y2] Jrj uoro eth%;:ymethy) “pyridin-2-yi}-

3-Chloro- I\P%’Sl‘{%(iﬁ}fﬂﬁﬁmdﬁhenyl) -ethyl)-pyridin-2-yl )-2-methyl-
benzenesulfonamide; o
3-Chloro-22étiflaeS-ghenessrpyrdirr 2 yrdhs sRedtifondhfmethy!-
3-Chloro-Npenzenesuifonamide;
5-(2-chloro-phenoxy)-pyridin-2-yl)-2-methyl-benzenesulfonamide; 5
31¢hloro-N-5=RicHiigerpifeBostfypyprarlozymerbibethivide frrEnesgfodami
de; 2,4-Di thteerasGifmathideN- (5-phenoxy-pyridin-2-yl) -benzenesulfo
namide; 2,4- D ichlo ro-N- [ 5-(2-chloro-phenoxy)-pyridin- 2 -yl j -6-methyl-
benzenesulfdadmidao@rsknzyloxymethyl)-pyridin-2-yl}-4-fluoro-3-trifluoromethyl-
2,4-DichlongxNefas(drdhaai@aphenoxy)-pyridin-2-yl}-6-methyl- 10
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-Chlore-2-methyl-N-(S-pyrrolidin-1-yl-pyridin-2-yl)-benzenesulfonamide;
3-Chloro-2-methyl-N-{5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;

20 N~(5‘~B_enzyi»pyridin—2-yl)-3—chloro~2~methyl~benzen‘esuifonamicie;

| 3-Chloro-2-methyl-N-(6-methyl-5-phenethyl-pyridin-2-yl)-benzenesulfonamide; |
3-Chloro-2-methyl-N-{5-thiomorpholin-4-yi-pyridin-2-yl)-benzenesulfonamide;

2,4-Dichloro-N-{5-[2-{4-chloro-phenyi)-ethyl}-pyridin-2-yl}-6-methyl-

benzenesulfonamide;

25 3-Chioro-N-{5-[2-(3-fluoro-phenyl}-ethyl}-pyridin-2-yl}-2-methyl-
benzenesulfonamide;



12. A process for the preparation of a compound according to anyone of
claimsito 11 comprising a) reaction of a compound according to formula
R3 R25R4 RIIN~NH2 11 15 in the presence of a compound according
to formula 0110 cI'S'R5 in orderg 2obtain a compound of the formula R3
R2R4 [ _ORINHR5 la113 andoptionally b) further reaction in the
presence of a compound of the formula R6-X in order to obtain a

compourtt@neie-tordfiAd Rirorezaker YiNe i tRRISiRE BlvHeeginR' to R6
are defineehastsubienamidand X is Cl, Br or I. 13, Compounds according to
any one of claims 1 to | 1 for use as therapeutically active substance.
3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl}-benzenesulfonamide;
3-Chloro-N-{5-(2-chloro-phenoxy)-pyridin-2-yi}-2-methyl-benzenesulfonamide;
5 3-Chlore-N-{3-{4-fluoro-phenoxy)-pyridin-2-yl}-2-methyl-benzenesuifonamide;
2,4-Dichioro-6-methyl-N-(5-phenoxy-pynidin-2-yl}-benzenesuifonamide;

2,4-Dichloro-N-[5-(2-chloro-phenoxy)-pyridin- 2-yl}-6-methyl-
benzenesulfoniamide; and

2,4-Dichioro-N-{5-{4-fluoro-phenoxy)-pyridin-2-yl}-6-methyl-
10 benzenesulfonamide.

12.° A process for the preparation of a compound according to any one of claims 1 to 11
comprising '

a) reaction of a compound according to formula

R3

15 in the presence of 2 compound according to formula

00

LV

oS Rs
in order to obtain a compound ﬁf the formula

R3

R2 R4

R17 N7 NS Rs
H

ia



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 llbeta-hydroxysteroid
dehydrogenase 1. 15. A pharmaceutical composition comprising a
compound in accordance with an¥*éne of claims 1to | 1 and a
therapeutically inert carrier. 16. The use of a compound according to any
one of claims 1.to 1.1 for the preparation of medicaments for the treatment
and propﬁ@?a%asmg cﬁabetes, obesity, eating disorders, 15 dyslipidemiae

and hypertensjon. 17.. The yse of a co P %ggfqg{gg 10 any.ene, oI)
claims 1eP(§ea*flf8rr§i e 1pgjrnemarg on Of er%med%a ents for the rtrrneatﬁentnrémxaiﬂr 0
prophylaieF diasepesrtygbef fBUR compound according to any one of

claims 1 to 11, when manufactured accogding to a process of claim 12.
R

HE \ R4
1 l -~ O‘Q\ /f
R N N/S\Rs
|
RS
0 ;

5 wherein R' to R® are defined as in claim ! and Xis Cl, Bror L.

13, Compounds according to any one of claims 1 to 11 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 ilinesses which are caused by
10 disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenase 1.

15. © A pharmaceutical composition comprising a compound in accordance with any one
of claims 1 to 11 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 dystipidemiae 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 IL.

18. A compound according to any one of claims 1 to-11, when manufactured according

to a process of claim 12.



