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invention is concerned particularly with conpounds of

formula | (D and pharmaceutically acceptable salts and
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al koxycar bonyl al kyl , al koxyal kyl am nocar bonyl al kyl ,

cycl oal kyl al koxyal kyl , aryl al kyl oxyal kyl ,

aryl oxyahizL -p¥rabogRsk 96 , 11haETralINKOKBITORS FOR DIABETES

hal oal koxyal kyl ; R2 is hydrogen, alkyl,

cycl oal kyl al koxyal kyl , al koxyal kyl, aryl al koxyal kyl ,

hal oal koxyal kyl, piperidyl, pyrrolidyl, norpholinyl,

t hi onor phol i nyl aryl al kyl, aryl al koxy, aryl oxy,

het er oo ﬁés@xlltlﬂ%tl&ﬁ is Q@ﬁc@f&ﬁ Weth Yo ddl :ﬁzﬂldm(R&riVStwes useful as 11b-
hy dro r or hal ogen;
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Vb/ﬁﬁ @Fﬂ@@WSSjé Ddhenyl , naphtg I, thlophenyl,
pyridyl, quinolyl, plperldyl an hol yl, thiono f
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substituted with one or nore substituents
i ndependently sel ected from al kyl, cycl oal kyl,
hal ogen, hydroxy, hydroxyal kyl ;' al koxy, al koxyal kyl ,
hydr oxyal koxy, al koxyal kogg, cyano,ghitro,

trifluoronmethyl, trifluoro
trifluoronethyl carbonyl, aryl | &, y§) aryl oxy,
nﬂS\R

al koxycar bonyl al koxy and Ky

and pharmaceutically acceptable salts and esters thereof, wherein

R' is hydrogen, alkyl, cycloalkyl, hydroxy, hydroxyalkyl, alkoxy, alkoxyalkyl, aminoalkyl,
~ aryl, heterocyclyl, alkylsulfonyl, alkylsulfanyl, alkylcarbonylalkyl, alkylcarbonyloxyalkyl,
aminocarbonylalkyl, heterocyclylcarbonylalkyl, heterocyclylalkoxyalkyl,
10 alkoxycarbonylalkyl, alkoxyalkylaminocarbonylalkyl, cycloalkylalkoxyalkyl,
arylalkyloxyalkyl, aryloxyalkyl, haloalkyl, haloalkoxy or haloalkoxyalkyl;

R? is hydrogen, alkyl, cycloalkylalkoxyalkyl, alkoxyalkyl, arylalkoxyalkyl, haloalkoxyalkyl,
piperidyl, pyrrolidyl, morpholinyl, thiomorpholinyl arylalkyl, arylalkoxy, aryloxy,
heterocyclylalkoxy or heterocyclylalkyl;

15 R*is hydrogen or alkyl;

R* is hydrogen, alkyl or halogen;
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R6 is hydrogen or alkyl; wth the proviso that
N-(6-(l,I-dimethylethyl)-2-pyridinyl)-4-rnethyl benzene
woplobosmm de i s excluded and in case RL i s hydr@OOEP2005/010372

methyl then R2 is not hydragen or nethyl.
A ucocorticoids (Cortisol in humans, corti costerone in
mce and rats) are an |rrgortant cl ass

™

adre% & phanyle aphsighigghemb pymidyd guinobl, mydﬁemawbphyb thigrgorpholyl

homeosdrata,34- M@ﬁﬁﬁ&&@qamdhﬁ)m 6m@ah)esﬁbaqme ReRlon®br bR
respons

Dt aCUPIYear: TRt FsreH FoBLa o7 Qo helogens Byson
ti ssudydraxyalei,allespntkogailgl, hedreptatkosy, alkotyalkogy, agino, nitro,
mﬁ(:l “alin 5r%91%&1ryi prﬁﬂalgporfl%%)ﬁ/r érﬂu%oﬂ&ﬂﬁ"f’ al;bo%gr ar%/l?grgiaﬂwl aryloxy,

circ
st eroﬂglm@wdmﬁvlﬁ&wmaﬁﬂbukfwl cel lul ar expression of

receptors, but also on intracellular enzymes that
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HSD’s) catalyze the interconversion of the principal active 11-hydroxy-glucocorticoid

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

The enzyme 11beta-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 analyzed using gene array technology in order
to identify specific changes in gene expression that might be associated with insulin
resistance or altered metabolism. This study revealed that the mRNA for 11beta-HSD1 is
approximately two-fold up regulated in adipose tissue in obese individuals. Moreover,
overexpressing 11beta-HSDI in adipocytes of mice led to visceral obesity and to a

30 syndrome-X like phenotype (Masuzaki H. et al., Science. 2001 Dec 7; 294(5549):2166-70.).
Taken together, these data very strongly support an important role of 11beta-HSD1 in the

induction of obesity and the impairment of glucose homeostasis and lipid parameters.
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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 11beta-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 S A. 1997 Dec 23; 94(26):14924-9). Similar upon starvation these mice had

30 attenuated activation of key hepatic enzymes that are involved in gluconeogenesis. In
addition, these mice had improved lipid and lipoprotein profiles suggesting that inhibition
of HSD1 might be highly efficacious and safe. Recent reports indicate that 11beta-HSD1
inhibitors might also be beneficial to reduce high blood pressure (Masuzaki H. et al., ] Clin
Invest. 2003 July;112(1):83-90; Rauz S. et al., QJM. 2003 July;96(7):481-90) to improx}e
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(26 2 Qonip@pikiesE Aledi@iments containing the said compounds, their pharmaceutically
acceptable salts and esters, the use of the said compounds, esters and salts for the
prophylaxis and/or therapy of illnesses, especially in the treatment or prophylaxis of eating
disorders, obesity, dyslipidemiae, hypertension and/or diabetes, particularly diabetes Type
11, and the use of the said compounds, salts and esters for the production of medicaments

25  for the treatment or prophylaxis of metabolic disorders, obesity, dyslipidemiae,

hypertension and/or diabetes, particularly diabetes Type II.

The compounds of the present invention can further be combined with PPAR
(alpha, gamma, delta) agonists, DHEA (dehydroepiandrosterone), DPPIV inhibitors,

insulin and/or lipase inhibitors, particularly orlistat.

30 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
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term "alppykerm "8lyPNBoRor ifcHBTRALIVAL digHifies A IpHEHYT bESaphthyl 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-SO,-, amino-SO,-, cycloalkyl and the like. Preferred is phenyl or
naphthyl, particularly phenyl optionally substituted with one to three, preferably one or

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

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

term "aryl" has the previously given significance.

The term “heterocyclyl”, alone or in combination signifies a saturated, partially
30 unsaturated or aromatic 5- to 10-membered heterocycle which contains one or more

hetero atoms selected from nitrogen, oxygen and sulphur. If desired, it can be substituted
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The term "halogen", alone or in combination, signifies fluorine, chlorine, bromine or

- iodine and preferably fluorine, chlorine or bromine.

25 The term “haloalkyl”, alone or in combination, signifies an alkyl group as defined
before, wherein one or more, preferably one to five hydrogen atoms are replaced by
halogen, preferably fluoro. Examples of such haloalkyl groups are difluoromethyl,

trifluoromethyl and pentafluoroethyl. Preferred is trifluoromethyl.

The term “haloalkoxy”, alone or in combination, signifies an alkoxy group as defined
30 before, wherein one or more, preferably one to five hydrogen atoms are replaced by
halogen, preferably fluoro. Examples of such haloalkoxy groups are difluoromethoxy,
trifluoromethoxy, monofluoroethoxy and pentafluoroethoxy. Preferred is

trifluoromethoxy and monofluoroethoxy.
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1, 2 0q U|no
1,2, l&eﬂntaéﬂn@hm@alts m)obq mewruqfdwferrpla«)ldlawaof an inorganic base or an

qui &?911(1.‘ Elalél to the ﬁgeecl'claegalt%)@@xmh%nﬁirﬁnbfgh@l@ Baw@Yiclude, but are not
qui no

perj dyl, 0 t hi onor p
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P L ?g%(}rrﬁga'l?x a(lTp%é?y aglllﬁespslu%etgllgx b mid lrl%lll(alrlél maturally occurring

substituted amines, cyclic amines and basic ion exchange resins, such as isopropylamine,

trimethylamine, diethylamine, triethylamine, tripropylamine, ethanolamine, lysine,

arginine, N-ethylpiperidine, piperidine, polymine resins and the like. The compound of
25 formula I can also be present in the form of zwitterions. Particularly preferred

pharmaceutically acceptable salts of compounds of formula I are the hydrochloride salts.

The compounds of formula I can also be solvated, e.g. hydrated. The solvation can
be effected in the course of the manufacturing process or can take place e.g. as a
consequence of hygroscopic properties of an initially anhydrous compound of formula I
30 (hydration). The term pharmaceutically acceptable salts also includes physiologically

acceptable solvates.



pyrrolidinyl. The term"am no", alone or in
conbi nation, signifies a primary, secondary or
WO e006/030591 ami no group bonded via the nitrogen BCDREP2005/010372
with the secondary am no gr®oup carrying an al kyl or
cycl oal kyl substituent and the tertiary am no group

carrying two simlar or different alKkyl cloallﬁ/
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nore, preferably one to five hydrogen atons are

repl aced by hal ogen, preferably fluoro. Exanples of
such haPaﬁdrkzdmye the cunpuadeofdofm wiok andegthhoxageutically acceptable salts

tri ftﬂ#g;fgaggt Y heTR bliRIcpRiRamy, and

pent xy. Preferred |str|fluoromathoxy and
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Ex aqpclepencpe}c}tlyh%g fX Yr%lnkanlyl, %&c@oaﬂ&f,’ Elaégleq?ltnm&xy,ai%roxyaﬂql, alkoxy,

alkoxyalkyl, hydroxyalkoxy, alkoxyalkoxy, cyano, nitro, trifluoromethyl, trifluoromethoxy,
20 trifluoromethylcarbonyl, aryl, arylalkyl, aryloxy, alkoxycarbonylalkoxy and alkyl-SO,- .

Particularly preferred are those compounds of formula I, wherein R’ is phenyl,
naphtyl, thiophenyl, pyridyl, quinolyl, piperidyl, morpholyl, thiomorpholy! or 1,2,3,4-
tetrahydro-isoquinolinyl optionally substituted with one or two substituents
independently selected from alkyl, cycloalkyl, halogen, hydroxy, hydroxyalkyl, alkoxy,

25 alkoxyalkyl, hydroxyalkoxy, alkoxyalkoxy, cyano, nitro, trifluoromethyl, trifluoromethoxy,
trifluoromethylcarbonyl, aryl, arylalkyl, aryloxy, alkoxycarbonylalkoxy and alkyl-SO,- .

Further preferred are compounds according to formula I, 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, trifluoromethylcarbonyl, aryl, aryloxy and alkyl-SO,- .



hydr oxyet hyl . The term "carbonyl ", alone or in
conbi nation, signifies the -C(O- group. The term
w0 2009/0375ad one or in comnbination, signifies thePeTIEP2005/010372
group. The term"nitro", al®%ne or in conbination
signifies the -NO 2 group. The term "cyano", al one or
i n conbination signifies the group -CN. The term
" phar maBEHewlady profered aig coyppennsls pt lormplad grherqin Rt i ghenyl or naphtyl

sal toptivdullg Bubisiuaddrwitteheltd Hregiubaltudits i8€dpeN@NES Selaftd from alkyl,
propertie

.Of the free bases or free acids, ich are
not Oé?béﬁ@@ﬁ%&“%%“&ﬁH%P&F@anﬂaégﬁrab|e. The salts
are formed with inorganic acids such as hydrochloric
aci d, hpbpomforddarampoundd dceariling ae fodgmulail whegeimBf id hydrogen.
phosphoric acid and the |ike, preferably hydrochloric
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base or ‘an’'organi c base to the free acid. Salts

derived_from an i norgani ¢ base. i ncl,ude, but.ar ot

o o PR e S uR B0 ooy Be iR Y g Rl cloalior,

cal diydroxyatiadynéekyatkys aty, slkaxdlkyheitackebon Bakilscydealkpadkbxyalkyl,
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salts ry, secon ‘and tertiary am nes,
substituted am nes,including _naturally occurrin

subst | 1 APEHeRRFifEEd RURIENCH I EesAR5ALPR afe pipounds of formula
axclangRein @S ishydrogerch as i sopropyl ami ne,

trimethyl am ne, diethylamne, triethylam ne,

tri met hyl an i _
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the ety Poidifl @rb-LhSxyrRaR 1 fiperAlvl, By sIRYE ogsholinyl,
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20 Further preferred are compounds of formula I, wherein R? is hydrogen,
cycloalkylalkoxyalkyl, alkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl, thiomorpholinyl,
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 formula I, wherein R* is hydrogen.

Examples of preferred compounds of formula (I) are:



pharmaceutically acceptable salts of conmpounds of
formula | are the hydrochloride salts. The conpounds
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15  2,5-Difluoro-N-(6-isopropyl- pyrldm 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-Isopropyl-pyridin-2-yl)-4-methanesulfonyl-benzenesulfonamide;

N-(6-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-trifluoromethyl-phenoxy)-benzenesulfonamide;

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



i ndependently sel ected from al kyl, cycl oal kyl,
hal ogen, hydroxy, hydroxyal kyl, al koxy, al koxyal kyl,

whymsoxiad koxy, al koxyal koxy, cyano, nitro, PCT/EP2005/010372

trifluoronmethyl, trifluoronethoxy,
trifluoronethylcarbonyl, aryI aryl al kyl, aryl oxy,
alkoxycarbonylalkoxg gn I-S%E . Part|cularly
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trifluoronethyl carbonyl, aryl, aryl oxy and al y - -
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and aryl. Al so preferred are conpounds according to
f or miH{& (3-Chivhepbenyl)Rridsn- BrydrSeffpemo- 2Rneth@rreezenesuéfonamide;
conpounds of fornmula I, wherein Rl is hydrogen, alkyl,

cyclnahisyd-N-fayd ReYo- M]}W@ink%kl,] 2%m%ybenzenesulfonam1de,
al koxyal kyl , am noal E aryl, heterocyclyl,
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alkoxycarbonylalkyl alkoxyalkylanrnocarbon I al kyl,

ay c| oBluksol- 2ethylal- k’yy(j2 trif pgrogierhyl-phepal) kpyridin-2-yl]- benzenesulfonamide;
aryl oxyal kyl , hal oal kyl, hal oal koxy or

hal OIﬂJ[KQX—YI&](}K&JphenyI)-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-methyl-benzenesulfonamide;
N-(2,3']Bipyridinyl-6-yl-3-chloro-2-methyl-benzenesulfonamide;

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



Further preferred are conpounds of formula I, wherein

R1 is al kyl, cycloal kyl, hydroxyal kyl, al koxyal kyl
wa@eopb/p3abkoxyal kyl am nocar bonyl al kyl , PCT/EP2005/010372
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(6-propyl -pyridin-2-yl)-am de;
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'Naphthalene-2-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide;

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

15 3-Chloro-2-methyl-N-[6-(2-oxo-pentyl)-pyridin-2-yl]-benzenesulfonamide;
2-[6-(Biphenyl-4-sulfonylamino)-pyridin-2-yl]-N,N-diethyl-acetamide;
Biphenyl-4-sulfonic acid [6-(2-morpholin-4-yl-2-oxo-ethyl)-pyridin-2-yl]-amide;
[6-(3-Chloro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]-acetic acid methyl ester;
[6-(5-Fluoro-2-methyl-benzenesulfonylamino)-pyridin-2-yl]-acetic acid methyl ester;

20 N,N-Diethyl-2-{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-yl]-

amide;

2-[6-(4-Fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-N-(2-methoxy-ethyl)-

acetamide;
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2-Trifluoro-acetyl)-1,2,3,4-tetrahydro-isoquinoline-7-
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N-(6-Cyclopropylmethoxymethyl-pyridin-2-yl)-5-fluoro-2-methyl-benzenesulfonamide;
3-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-4-methyl-benzenesulfonamide;
3-Chloro-N-(6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide;

20 2,5-Difluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-benzenesulfonamide;
5-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide;

Piperidine-1-sulfonic acid (6-methoxymethyl-pyridin-2-yl)-amide;

Piperidine-1-sulfonic acid (6-cyclopropylmethoxymethyl-pyridin-2-yl)-amide
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2o R TR BT SRS b PR, bttt Spmigi

eth Ibenzenesulf

25 4y3Df3Elﬁr°oNo snﬁg?w}e%u I-pgidin- 2y 2 metpl-henzencsylfpnagmidst h
yl)-pyridin-2-yl]- benzenesul fonam de;

3- Ch’:1-6hlgrceNn(étdyrylbpmpﬂgl’ethps)'methyl-pyridm-2—yl)-2-methyl-benzenesulfonamide;
6-tetrahydro-2H[1, 3" ] bipyridinyl-6"-yl)-
benzxnesdhldreMa(8-E&lopropylmethoxymethyl-pyridin-2-yl)-benzenesulfonamide;

3- Chl oro- 2- nethyl N-(5-pyrrolidin-l-yl-pyridin-2-yl)-b

FIEHJ q@o 0- enzyloxymethyl pyr idin-2-yl]-ben If ide;
OI‘O 2 i 5 nor phol’i 5 4l yl - )}I‘I dfennfzsu_ ())/I|]a)mlb
n z e

N (SR “%bwﬁ?w'ﬂww i Y ey b e onamids

f onam de;

30 Ch-6hlor@ NSt dygipprapyisepoayTaethy trypidins 2ty h-2omsthyl-bsazrpesifonamide;
sul f onam de;

3 CI‘B Ghbfcan@tdyylbpmpylﬁ}edmkhyéthﬂ-epimemet-midirpg{yl)eﬂ-memyyI

oro QM%BQEQF]N-(S t hi onor phol i n-4-yl - pyri di n-2-yl
ebégﬁ {SRE?@OWC(WI -6rnshy _pb/HgM yl) étrﬂg}wl bﬁy%enasu}{onamlde,

-y } - 6- net hyl benzenesul f onam de;
3- ChiNdp EthexyBethel-¢-methyt-pisidinghidni tojflusrerpethylpspesngpylfopamide;
| }-2- met hyl benzenesul f onam de;

35 Ch3-QhlordNN- &~ {y2lop ph - pyoidon- piyb Ry npthel-bapkgnepyfonanide;2 - y
}-2-met hyl - benzenesul f onam de;

3- mk%h@ha?engﬁtﬁyft)m@l‘a{lé(é{ &cloprdpyi-pirith 20t fidide;phenyl ) - e
t hyl ] -pyrldln- -yl}

benz

bR R (R e e e
3-Chl oro-2-neth I-N-(5 henoxy- p |n 2- u& benzenesu
| fonlé[r{]ﬁrfél,clop;opy -pyridin-2-yl)-3-trifluoro ethy enzenés 0nam1 e

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-cyclopropylmethoxymethyl- pyridin-2-yl)-6-methyl-

benzenesulfonamide;

N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-4-fluoro-3-trifluoromethyl-
25 benzenesulfonamide;



3- Chl oro- N-[ 5- (2-chl or o- phenoxy) - pyri di n- 2-yl ] - 2- net hy
| - benzenesul f onam de;

w@2@alogrsor N- [ 5- (4-f | uor o- phenoxy) - pyri di n- 2- yl Pe ZEPBOHY10372
| - benzenesul f onam de; 21
2, 4-Di chl oro- 6- et hyl - N- (5- phenoxy- pyri di n- 2-yl ) - benze
nesul f onam de;
2, 4-24-Birhlpre-NN(F-srcloprapiimesthpxpmethpik§-megyt-prridin 2-)-§-ne:thyl-
et hylenh@pa@oeanidé;onam de;
2,4-Di chl oro- N-[5- (4-fl uoro-phenoxy)-pyridin-2-yl]-6-m

eth
3- d}yllll o??@gﬁ@? ﬂl‘"{ ﬁﬁ%&?g 6qu?ftr}1% llmldkn Iyl) H'ﬂlu)oromethyéll n
- 2- yhepzen @F@%‘QFf onani de; 2
4-Di chl oro-6-net hyl -N-[ 5-(2-qui nolin-2-yl-ethyl)-pyrid
i B- 22,4Djchbbeoe {fe Sufl dandmayxymettlyl)- pyridin-2-yl]-6-methyl-
3 dﬂeﬁme&ﬂfmﬁmé N-[ 5- (2-py

di n-2-yl - et hyl )- pyri di n-2-yl ] - benzenesul f onani de.

Exa ’:es O [g%gtﬂlugyol g‘ernlz%opymethy rEyqldln-%ﬁ%trﬁluoromethyl-

for

3- C}heoz@ewlfeﬁarmﬂhyl pyridi n-2-yl)-2-net hyl - benzenesul f
onam de; Bi phenyl -4-sul fonic acid

( 6- pPNAPY4-FRivkd-Bérnzyldxprhethy@Rpyalin-2-yl]-3-trifluoromethoxy-
ﬁb%eﬂ%ﬁ%&lﬁ%r@iﬁg' N- (6- propyl - pyridi n-2-yl)-benzenesul

2 o RN ek oD Rl Refishetlrdrangad o

(6-propyl -pyridin-2-yl)-am de;
3- Chi-BriBuddongthy kN fl6 dpp 13- tpifl notar propaxymethal) rayridipt 2-Wémz ene

sul fiQnadHedffonamide; _
N- (6-1sopropyl -pyridin-2-yl)-3-trifluoronethyl-benzene

| f
o RN L R K RO T b
d|5n @nyqfl]es%f@ﬁ&féﬁé)sul f onani de;

2,5-Difluoro-N[6-(4-fluoro-2-nethyl-phenyl)-pyridin-2
- yI ] 2, b&richdore suintthplali [6€2,2,2- trifluoro-ethoxymethyl)-pyridin-2-yl]-

@é,g Q_LQ,P%IB @ (4-fluoro-2-nethyl -phenyl)-pyridin-2
-yI e

nzenesul f onani de;

2y %%r O TR fARSATR SRR Hlle UG
3- Chbaorenepulfo6athiddr oxynet hyl - pyri di n- 2-yl ) - 2- net hyl - ben

zenesul f onam de;
30Ch, a4DacHIb 0 N e { ey roetidayloxyyrieitdi ) npyzidin-)-yR-6rmtthyll - ben

zene el’rlllzefn%g]%grgtde,

N-[6-(4-Chloro-benzyloxymethyl)-pyridin-2-yl]-4-fluoro-3-trifluoromethyl-

benzenesulfonamide;

2,4-Dichloro-N-[6-(4-chloro-benzyloxymethyl)-pyridin-2-yl]-6-methyl-

25 benzenesulfonamide;

3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-{1,3']bipyridinyl-6'-yl)-

benzenesulfonamide;

3-Chloro-2-methyl-N-(5-pyrrolidin-1-yl-pyridin-2-yl)-benzenesulfonamide;



3- Chl oro- N- (6-cycl opr opyl net hoxynet hyl - pyri din-2-yl)-2
- met hyl - benzenesul f onam de;

wW®20b68730 or 0- N- (6- cycl opr opyl net hoxynet hyl - pyPcTEP2025/§10372

| ) - benzenesul f onami de; 22

4- Fl uoro- N-[ 6- (4-fl uor o- benzyl oxynet hyl ) - pyri di n-2-yl ]
-benzenesul fo de: . 1 )

N- [ 6-¢hoter4igie Ygéln@wewmﬁvi-mw-.Zaxlhb@-zweful@nemfdﬂ u
or onet hyl - benzenesul f onam de;

3- CHY-67-Bery K Birishire R opr gyl ned- ety rbaragrieswdpnimide; 2- y1 ) - 2
- met hyl - benzenesul f onam de;

3- Chil olerode -pdet 3ol @Gph eyl STplidnechy g iy -2 61 ) rih Penk sulfynamide;
t|d|n 2-yl)-2-net hyl benzenesul f onam de;

S- Chl ek187 N (et mh@(t}‘nm&ﬁﬂllo'lmr@;’l%mWQ 'yg'H}nze}ﬁg\qugf?atrﬂMe,

| -benzenesul f orla

ﬁﬁyﬁb‘%ﬁf gﬁgﬁ%ka(%c Ofrg]-%llerpyy -etﬁlylf]pyn&/ )Zyﬁ g h por ome

3- Clilenzegeshilf¢®migde | opr opyl - pyri di n- 2-yl) - 2- met hyl - benze
nesul f onam de; Napht hal ene- 1-sulfonic acid

( 6- Gychlop-NpB! [211y-flubionphinyl)-kthal}ipgdeidin-2-yl}-2-methyl-benzenesulfonamide;
4- Chl oro- N- (6-cycl opropyl -pyridin-2-yl)-2,5-di nmethyl-b

ﬁ{‘zgng@g{o]; gggg;q%glyﬂo dﬁ)heng) ethf/l] 3PleFh|nf2 1(})r2(-)methyl-benzenesulfonamide;

pi et h .

ela ?'BEDTYm'ﬁé&?ﬂ%’%@z‘i“dﬁy?‘YBF??NZC”6“§°?*‘H“‘FF wor ome

t hyl - benzenesul f onam d

400h3| EhlgraN¢[5- étchlmrﬁmw -mriget Byll-ppeihyl-bengengiulfonarpide;
i fl uoronet hyl benzenesul f onam de;

2, 4-3ChlbteNes N4 {fmo ey phenpryd fpytidiat hrok2rmtthyl bepyaneghlfonginie;
|') - 6- met hyl benzenesul f onam de;

N- ( Sy L9idhRRs @Ryt ARINLOS B REoRY. bymmzdymbanyﬁe)ml&munmf 0-3

-t |fluoronethylbenzenesulfonan1 e;
2
t

r
R AR s A
[\t $ F},%&h\%ﬁ*ﬁiﬁﬁ @eﬁs‘l%é}é m cﬁgt h)X] 6- % l{ypkenzenegulponamlde |

4-

2,4-Dichloro-N-[6-(4-fl uoro- benzyloxynethyl)-pyrldln-2

1%l ] - 6- met hyl benzenesul f onam de;

4- Fl uoro- N-[ 6- (4-fl uoro- benzyl oxynet hyl ) - pyri di n-2-yl]

3-trif Ipdsegpetthd ennnefiestd bOo@Epaltds of formula I are an object of the
[ 6- %4 Fl uor o- benzyl oxynet hyl ) -pyridin-2-yl]-3-triflu

on %oxybenzenesulfonan1de

N-(6- Meth t hyl - di n-2-y I t h -b
zegesul f(gggfﬁgg@ug@o rnlmolﬁg soqfé?x)ﬁv.ﬁ f\pg g ux%s(e%mve tion mear;r be carried
3, 3-dutiif baqaerniapooqaxsr gt bythetioyrpuates. ISyriZchgshs] of the invention are shown in

20 the following Schemes. The skills required for carrying out the reaction and purification of

N-
or

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. Examples of such

conditions are — as indicated in Scheme 1 below — e.g. pyridine at elevated temperatures or



benzenesul f onam de;

2,4-Dichl oro-6-methyl -N-[6-(3,3,3-trifluoro-propoxynet
waydopoprsoi di n- 2-yl ] - benzenesul f onam de; PCT/EP2005/010372

2,4-Dichl oro-6-methyl - N-[ 6242, 2, 2-t nf| uor o- et hoxynet hy

l')-pyridin-2-yl]- benzenesul f onam de;

24D|chloroN-6 (2-cycl opropyl oxmethl di

-9 y']|" G\nﬁeét qqu{[oéq)%tﬁg%upftgﬁgge%g%e o ase suéh as potglslsmlmn carbonate,

2, 4-sbilinhl carbonhie] Bdiudr lojaride, oribbyl aplireormist likgl ) - pyri di n- 2

-yI ] - 6- met hyl benzenesul f onam de;

N-[ Gcfdndnl or o- benzyl oxynet hyl ) - pyridin-2-yl]-4-fluoro

-3-trifluoronet hyl benzenesul f onam de;

2, |4] Di chl oro N-[ 6-(4-@hl oro-b gzyl oxymet hyl ) - pyri di n- 2

-y 6- benzene$yl.f onani Cs,CO,, R6-X.

3 dcmP@ hét hyI ﬁp ?5 i ooy dr bl |3 1

tidin tenzenestld, “R5 .S.

L ChiFr oRa] ﬁ’ézh -\ (5-pyrrol i dih- I-yI pyridin-2-31) 26 RS
enzenesul, (onam dé’”@”%ﬁ@ or - 2- e ¢] i\L(S no f .

0

hol i n- 4- ), py tI%bB %H)el )aﬂulgenze esuﬁ{ nam de;
N- ( 5- Benzyl - pyti cfi'nd Y23- chl or o- 2- et hyl - benzenesul

f onam de; means. C, Brqr |

3- Chl or o- 2- net hyl - N-(6- met hyl - 5- phenet hyl - pyri di n-oi-yl

) - benzenesul f onam de

35 CHiPphiasaby. 1remRG IR of Somia Fovioh 1 it ebjainggyin this way can be further

ti disabditirted afdp z@foasmideaiasge ®y treatment with a base such as sodium hydride,

2, 4 Ee)'&Ch 8f lﬁ)nl\g{ ﬁothsglugn4 Mng{e 0 Rh?ﬁb@ )n aegoh\)’eh] SuH". 'S@M]F or THF or

2- ylc} Bonet hyf behzenesu ona oT

3- Crimite- sty g laton o el eyt apyiivtihlids sygh as methyl

} - 2- igeidBydthjd dngaideshdnkAractide;or the like in order to introduce the desired R®

%OChlmgtcgu N-{5-[2-(4-fluoro-phenyl)-ethyl]-pyridin-2-yl
thYi™benzenesul f onani de;

| f g]nzlé%rg%r%atg)? gurl])stllthted(Z n?xhg r;‘)?réXmgsyorf IfodrlmulaZII Xre eltEer com%%?clilally

3- Chivailabld\are kn¢@n nhtheliwrapive nosap)be pyade & anagy bd litgraimee prycedures

l ) be ?\td E_quf’h Ferials. General approaches that have been used for the synthesis

| - be?fg'rég%‘éﬂ}m% ngso (gfogell?era?l rf](?r)r(r}/t)la Mn ¢ the course 3/f tllls mv{emtlon are outlined-

254-B3lehl or o- 6- met hyl - N- (5- phenoxy- pyri di n- 2-yl ) - benze
nesul f onam de;

2-Aminopyridines of formula IIb with R' is alkyl, cycloalkyl, aryl or heterocyclyl can be
made according to scheme 2 from compounds of formula I11 via metal-catalysed (Pd or
Ni) cross-coupling reaction with corresponding organometallic reagent such as
heterocyclyl-, alkyl-, cycloalkyl or aryl-boron, -zink or -tin reagents using Suzuki-, Stille-

20 or Negishi-type coupling reactions (for literature: Suzuki, Chem. Rev., 1995, 95, 2475;
Stille, Angew. Chem. IEE, 1986, 25, 508; Negishi, Acc. Chem. Res., 1982, 15, 340). The
corresponding organometallic reagents used are either commercially available, known in
the literature or were prepared according to standard procedures known in the art.
Compounds of formula ITc 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-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate



2

4-Di chl oro- N-[ 5- (2- chl or o- phenoxy) - pyri di n-2-yl ] - 6- net
wyloshensaenesul f onanm de; and PCT/EP2005/010372

2,4-Di chl oro-N-[5-(4-fluorae4phenox g

)-pyridin-2-yl]-6-nethyl-benzenesul fonam de. Processes

for the manufacture of conp s of la | are an

obj dBPPyM acranitily eghyes ERTPoRAdS ifrjf %\Waﬁu ibrarg Hhep Semaected with
of fteiflmarbacéticatidtihe sgivens auh as mvtdamkn@dﬂm'a}; tdn gwearrmpoeudds of formula
out Lcn sequential or convergent synthetic routes.

Syntheses of the invention are shown in the follow ng
Schenes. The skills required for carrying out the

react S and purification of the resul ting products

are known to those persons skilled in the art. The
substituentsfand indices used in the fH 1o 4

descri ptR Afe processes haygent he 'Si fcance

gi ven abov Iun ess i hditated to—tte cont Har, In

general , of type | are readiflly dtce¥dible by

sul fonyl ati @qn of appropriately substituteds

2-am no-pyridines of formula Il with wlaﬁkgrw,jo,oa,ky, aryl, heterocyclyl
chl ori des umdersr\cari ous conditions that are known to

persons skil,l e dnRez @ brznfR¥anpl es of such

condi tions greg(sjh)ns F%gl%f:art ed in Scheme 1 bel ow - e.g.
pyridine at el evated tenperatures or THF under refl ux
conditions in the presence of a base such as pgfassi um

car bonat e, @)dl umcar bonat e, SOdI um hydr| tr| et H%/OX
am ne oR2 rrxﬁchemi
R2 R4o o 5 p r

| K2@B88, THF, reflu
\
N-H
l Rb
Coupling

R3
R ORZ | j ) Deprotection ma40><
N NZ T NH, - F*a\\,;l N7 “,‘/go
Rb Vi H

Rb lic

5 (Ra)(Rb)N- 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 VII by selective lithiation
with for example with LDA, subsequent addition of CO; followed by standard
esterification reactions, for example with an alkohol as solvent in the presence of thionyl

10 chloride or with an alcohol in a suitable solvent in the presence of acid, or by applying a
coupling reagent as discussed above, under simultaneous removal of the trimethylsilyl
protecting groups when acidic reaction conditions are applied, to give compounds of
formula IId.



X means G, Br or I Optionally, conpounds of fornula

la wwth Ris Hobtained in this way can be further
wepsostsot ed at the sul fonam de nitrogen by treat/RBRIWS/010372

with a base such as sodi um2hydri de, cesium carbonate,

pot assi um carbonate or the like in a solvent such as

DVMF or THF or_simlar followed b ylation of th

r es ffampayndnefdprnpla He with Bl Wﬂlwlfa%{aoaﬂw@dhcawe ﬁbwﬂ from V1I via

[ Odildlaatlcei wigh Neyueytidtiym (Balpysubkbaqaentdeaction witlean dpgRopriute alkyl

or dq{xtrﬁeoa aglq}é%rﬁ l&g tcgjﬁﬁgrﬂ%df\l&@nﬁf{/%tf B@ c%s off formu]la Ilc-d can

Approprlaeysu amnoB
dae@rmateﬁéwrrtam@@eﬂ%ﬂ ity 11k ptained fromdhaiadithiptiermuith LDA

| 5 t endt00,additios,dy shadirddeerifitaddrbdo@yidé ormatic redctioRs known in the

procedy ﬁ%%?{?&rﬁ&%&%é&%% dler P;%& %Hn% 3t foﬁ&l?haiuc? as

approach een
var iastisoarhoasisyini e Reandshe likerfap & preppisd) framq inteyredifes described in
COUTsBlgentth ZBhﬁaSIdrﬂW@aflbrOﬁac&foﬁs kv inekk de) ngNma Arndt-Eistert synthesis

2- f

Cymaa % u?lds %ﬁ%@ﬂé{;‘v t(} €1 é"ﬁ&albggﬁs dith vith 41 1I§XJarboarl ethyl as RI.
to scperre 2 from corrpounds of formula I'll via

ARt aPe™ 4l ysed (Pd or Ni) cross-coupling reaction

wi th correspondi ng organonetal lic reagent such as
heterocyclyl -, alkyl-, cycloalkyl or aryl-boron,
or -tin reagents using SyaokjcQ, Stilleor Negi st
coupl i ngp_reactigans (for il Ra@w,@0D,e: Suzuki RaCh

2]475 Sti—H—eﬁéﬁgew Chem \
ﬁ' 'su\Ace Chem Res., 1982, 15 340) The
correspondi g ar ganonetal Iic reagents used are either
commer ci al\,y |l able, known in the literature or
were prepared according P&UstBatdard procedures J@
in the art. Conpounds of "EPfiPE“Pie with R = B
am nocar bonyl net hyl can be prepared accordi nga N” “NH,

schenme 2 from conpounds |V, selective lithiation W|th
for exanple lithium

- Zi

Ra= alky!
R2 R4 ‘
R4
| ] Q.0 woaco NG o
A -S< —_— | _ 5T Compounds
N™ "N" RS HO NT N Rs of formula |
H |
Ib ‘ Vil

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

15 de-protonation of IX with NaH in THF and subsequent reaction with an alkyl, arylalkyl or
heterocyclylalky! 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 IIf
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.



di i sopropyl am de (LDA) in THF, addition of CO2 (dry
ice) to give conpounds of fornmula V. Subsequent
W@ o0oph37sgt Wit h appropriate am nes in the presePCBEP00£010372
coupl i ng reagent such as 26
benzotri azol -1 -yl oxytri s(di met hyl ami no) phosphoni um
hexaf | uor ophosphat e BCP) etqQpitrile gives
CompEUmRPSNETOrF A 31 4t SbuiRpLIPTaE viaTetsiaR h Stiget shforide.
WI t Conipoluhdssfderands ilgwak Rt= ammn&diw:imiths likeh camsbe prepared from XI

gﬁeﬁgﬁf&@ ‘%EH gﬁa}ftpg J:Qiay éTmUélgﬁ'e agfsoltléhrt n}ﬁl tile H@sence of KHCO;

ry

het @s Wep Yvntlxcaxalytlc ampounts IP/P ss gia tgrgqg XFl hat gp subsequently
Z5- Ble dmpt‘eetteétd gicai[4. Rajecibgitutes néahenamamcalsasbe dafvienatito the next
befcflr e g\ﬂsc‘as% rItf?)EEQJ vé_g'ldvystkhoﬁllt'opersons skllled in the art.

al ko car ony T can be prepared according t

sche rom protected 2-am no-6-nethyl pyridi nes of

for eé“ | by selective lithiation with for exanple

with LDA, subsequent addition of ,QOZ fol | oned by

R3
Standar d egterification react hpns ,gJ exarrpl e wth

al kohol ™ Flent i nNaHhex M@ prese ce amvydsba(shl %%im
or Wi tb L i n awsUi && i theg-© NH,

presence of" aci d,|>or by applying a up I'ng reagent as
di scussed ab®ve, under si rrultaned‘us renoval of the
trimet hyl si| gébo,pr ot(;q_'técprg roups when acidi c reaction
condi tions wre appl Iﬁ.ﬁk 0 give conpounds of fornula

Hd. Conpounds of fornmula He with RfSi s R3

al kyl carhopyl Bhyl can be obyM f*gm VhdleoVd bse R s LT
lithiatiof wjth l\l—butyﬁ‘l’!j"‘thlum su seq-ue-nthll |
reactio N7 ;g)K’e@proprl at B al yIanﬁrl and awn” N" T NH

acidic workgup to' yield He. Alterxatively, conpounds g
of formula Ilc-d can

2

R means e.g. alkyl, haloalkyl, heterocylclylalky! or arylalkyl .
(Ra)(Rb)N- means amino as defined before

Compounds of formula ITh with R2 is cycloalkyloxymethyl, alkoxymethyl,

10  arylalkoxymethyl, haloalkoxymethyl can be prepared according to scheme 5 from
compounds of formula XIII via halogen lithium exchange with BuLi, reaction with DMF
to give XIV, followed by 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 thionyl chloride. Again, all intermediates can be used as

already discussed above to make the next higher homologues.

Scheme 5



be prepared from conmpounds of fornula VIII, obtained
fromlb via lithiation with LDA and CO2 addition, by

WG @ndanseh esterification or am de formati on reBCt/EPI085/010372
known in the art. Next higher honol ogues of above
descri bed am nes of fornula Il, such as am nocarbonyl
ethyl as R and the like, can be prepared from
i nter nedff&t es described in heyes 2,3 via OH R3
honol & R*q eacti ons kno Oart Gy vila Ra
Arndt - B sgler tl synt FESP¥ st 8r t flngwi §h conpaliids om 2
formi'a ¥V tf{| gif'we anal oguesRVi tM agnj?a&ar bonyl &t N)*
as R . S#hene Ue Ra= al kyl Cwowpounds of formula I
Conpounds of formula Hf wth R is al koxynethyl,

het er ocycl yl al koxynet hyl , cycl oal kyl al Rakx§gl kyl , lsocu2
aryl al kocg(yrggt hyl, aryl oygpet hyI hal oal koyynet hyl and

the lik N he prepared di ng to schene 4 | R3
starting i om congiindsasef ‘a 1 X. AcesmdiHngl Mo
de- pr ot o Jof 1% th E- and subsequenf
reaction with ah alkyl, afyldl kyN het er ocycl YA W N)H<

hal i de and™t he |ike gives risevto conmpound of formsva
X. Upon hydrolysis with a base such as aqueous 3N NaCH
at el evated tenperature conpounds of fornula Hf are

obai nedr mEQR e@rapyimaaBt, bylbalgnay eguekytar e prepared from
X via Mmeam@bBrarkaction. Alternatively, internediates
of forrmula Xcan be obtained from Xl via reaction with

an @Wﬂyﬁ&ﬂeﬁdf@ﬁﬁ@h iRGch R2 tsheprpvefeé BE € nadlecphbaNe that is

S uc ac}eg,n% P Qu ﬁlélad 1 yqlfs(g S & O| éﬁgltoll % W%B‘F.ﬁ Sﬁ%gfbe t—rf%dgrhlll tfle following
chI ordydan ammmﬂwb@mtufeérsnwwﬂgtrwflﬁmﬁep anTPrPJﬁ H iy teated with
a@d Jnha%pfdpkx@te%@le;hﬁle Pregp@pkedof dramalindqraRe lil@adh thefpresence of a base
t h N sbnalg ﬁg e r)’lﬂaté%?a L8n Lb8eR! 9N Bi% iR Q LY:&BlersolvEht such as DMF,
DMSO, THEF or similar at temperatures ranging from 0 °C to 200 °C to give nitropyridine
XIX. The nitro group present in compound XIX can be reduced using standard reduction
conditions such as catalytic hydrogenation in the presence of a suitable catalyst such as Pd,
10 Pt or the like or alternative conditions such as Sn(II)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 to give sulfonamides of formula Ia

and/or I.

Scheme 6:



as base and with catalytic anounts of potassium
i odide, to give XI| that can subsequently be

waolepsosaet ed to give Hg. Interneditates of schEIEER20086010372
al so be converted to the ne&t higher honol ogues as
menti oned above and as known to persons skilled in the
art. Schene 4 R neans e.g. alkyl, hal oal L((é/d/
het er ocykxl yl al kyl or aryl al kyl @gRa) ( Rb freans anigyo

as defj pkd hefore Conpoumds a&f_f CWI ,t,(t]
cycl oaljkyT[oxymethyhy-ral-kexyret hyl , aryl al koxy koxynet

hal oy Kop@REBY! can be prepag N i ng to S Z@;\f
from conpoufds of fornula X Il via Ral ogen | |th|
exchangg,w th BuLi, reaction wif@ DVF to give XIV
foll owed by NaBH4 reduction to yield XV.

Functional i zati on reacti ons_a Ot\Den carried out in
anal o¥y! BeCltfhe reactNuen sue es” di scusipedyatyoviey,
either via reacting XV wi tr opri at emaipla?}!"y'°fth'°m°'Ph°"“Y'

hal ogenids in the presence of NaH to give conpounds of

formula XV, or from | eact and
wi t h NaH. XVI | can bé‘xg a{"seﬁg}?ro ?no?n %mmo 3 ?aoak |ment

with thionyl chloride. Again, all internedi ates can be
used as al ready di scussed above to nmake the next

hi ghennfiespt 1@EH@§ t qnmh@RRm&&%eﬁn@d bfllla Kbéltero)aryl ethyl side chain

2?' ?%gﬁ%ﬁ W?é@ ?{é glaalg%( X)l tho{ 1S, anﬁﬁl %(\%An aﬁpwnafcély substll?’uted 2-

r eprmmsecaldayyradmm ef @aphla lwb:ehtafi t¢ aHerks typegagiipn in the presence

BUt I émad ﬁr@ 26t gﬁ)sﬁtuted%tﬁenefbr pﬁ?ﬁ@leteﬂf)aﬁﬂltaﬁdﬂdﬂler condjdns that are
e nade | n opr

subsfNPRHIR &eg%ﬂﬁtluée <oeeﬁilgtgHS s a@?n‘gﬁ)o e orb?m I‘f%\ééxcﬁ)ﬂ 718 Lo furnish

t r eaingameditt Xh Thedoulle ben iintuszpreffm inghis mategial fammﬁeﬁléﬂﬂy be

Or  aRdadEi RGin® Eoﬁdlilﬁ)rﬂs bkl as cdtdlyttd1§dRzeRE08 Wltﬂfvaﬁo@&&&lysts such as Pd,
sSuc

d t {
mokePWfiﬁﬂsﬁ R B U6 0 R Qe e lsch Bbubsequent

reaction steps as outlined in Scheme 1 to give compounds of formula Ia and/or I.

Scheme 7:
R3 Heck R3
Reacti
X X Rd eaction (Hetero)Ary! 2 x R4
| P * (Hetero)Aryl” X > |
R1 N NH ~
2 R1 N NH,
XX XXI
X =1,8r,Cl (E) and (2)
e.g. R3
Hy/Pd/C (Hetero)Aryl x R4
— P



DMSO, THF or simlar at tenperatures ranging fromO 0OC
to 200 OC to give nitropyridine XIX. The nitro group
w@e®s®esitsoi n conpound Xl X can be reduced usi ng BCERPADE010372

reduction conditions such a$ catal ytic hydrogenation

in the presence of a suitable catalyst such as Pd, Pt

or the like or alternative conditions such as Sn II)Cb

in the prégeddethsprogessierthe RigpafauRn ofeicomppyndpccqrgiag to formula |
| i keeotpriginye the desired 2-am nopyridines H that can

be treated in subsequent reaction steps as outlined in

Sche ormula la and/or 1I.
Scheﬁge%“ CX?ZPW @m'ﬂ%‘?@%‘“{ﬁ FNu=R-B | or
pi peridyl, pyrrolldyl nmor phol i nyl or thi onorphol i nyl
R neans e.g. halogen, al kyl , af3o or hal oal kyl

2- Am nopyri di nes of type HR i cR4R2 is represented
by a (hetero)aryl-ethyl side c al as shown in Schene
7 are made Ln the follow n NANAPPr opri ately
substituted 2- am no-5-hal o-pyridine 6f fornmula XX is
subjected to a Heck-type reaction Ln the presence of
an appropriately substituted stﬂ?ene or

vinyl - (hetero)aromate under conditions that are known
i B tihehd pré@n@tofit eoripamdacerdineekfoehulal ., J. Am Chem
Soc. 1968, 90, 5518) to furnish internediate XXI. The
doubl e bond that is present in(g$ s mat eri al can

optionally be reduced using con ions such as
catalytlc hydrogenation with C#fT®R& catal ysts such as
Pd, or the like to give the desired

2- an1no yridines I1]j that can used Ln subsequent

r eacPioBNT & ehpain zgoRendRighs ﬂ"@gﬁems 1to give
conmpounds of fornmula la and/or |I. Schenme 7. X =1, Br,
a (E) and (2 R3

R2 R4
R1 N N S"RS
H

Ia

and optionally

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

compound of the formula



JPreferred is the process for the preparation of a
conpound according to fornula | conprising a) reaction
wo@boos/ogopound according to formula in the preBenEr200$/010372
a compound according to forfrula cr s R5 in order to
obtain a conmpound of the fornmula la and optionally b)
further reaction in the presence of a conpound of the

f or wibEEIAD-tX R’ preglefisd as bef%taaﬂ K igCle éhﬁro‘uﬁﬁﬂ@#ar!meferred is the
for Hyév@ réa'cal(\!\'ha%rnﬁ kHe eh@ oRPyralie saHmad &leﬁf’l? hﬁth@ﬁﬁ%sence ofa

r . Particul arl ef
Y caBEESHEDS < Brpaiigof atenes BBl e Ss'flsiﬂliﬁvdaﬂam (Fethy
par amnine Birhyularlty lirbferrﬁﬂ Bgenbeveatacaobbyin theiptasease @& .sgdium hydride,

pota ag's?un? ﬁarﬁ(?nap ?sblg? ?a%cH'{n ‘i:ﬁ{'tpc%ﬁ ?n | ;lﬂﬂ"i‘fje@b%ﬁ examples

or tr prefe

r eaof mmpdm;nds zn:corldélgm és@wka@ of ars @tﬁthymd;ﬁman@ ethyldsemnida
carbonat e, potassium carbonate particularly in DVF or
THF. Preferred exanpl es of conmpounds according to

fornmula R6-X are nethyl iodide and ethyl brom de.
Preferred.internedi.a Aare:

6- Isoprgpyﬁ”e&}?terdnedm%es Fani ne;

6- (2- Chl or o- phenyl ) - pyri di n- 2-yl am ne;

6- ( &;lcmppylworidinphaping: pyri di n- 2- yl ani ne;
go(D| 3 jEl@mm ;{]H%ﬁﬂ )ncnwz Jddrﬂm?, ylam ne; 6-(2
) Isglugroepl;llyen Sk Xll ;am ne.

-(3-Fluoro—phenyl)-pyndm—Z-ylamme,

fidin.2 yla%m
6-(2,3-Difluoro-phenyl)-pyridin-2-ylamine;
6-(2,5-Dichloro-phenyl)-pyridin-2-ylamine;

15 6-(3-Chloro-phenyl)-pyridin-2-ylamine;
6-(2-Fluoro-phenyl)-pyridin-2-ylamine;
6-(2-Trifluoromethyl-phenyl)-pyridin-2-ylamine;
6-(2-Methoxy-phenyl)-pyridin-2-ylamine;
6-(4-Fluoro-2-methyl-phenyl)-pyridin-2-ylamine;

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



6- (2, 5-D chl oro- phenyl ) - pyri di n- 2-yl am ne;
6- ( 3- Chl or o- phenyl ) - pyri di n- 2-yl am ne;
W®2(08/0F1soor o- phenyl ) - pyri di n- 2-yl am ne; PCT/EP2005/010372
6- (2-Trifl uoronet hyl - phenyB)-pyridin-2-yl am ne;
6- (2- Met hoxy- phenyl ) - pyri di n 2-yl am ne;
6- (4- Fl uor o- 2- net hy I-phen[?‘q -pyrl di n- 2-yl am ne;

[ 2, 8- [(Eeshylr prapsamiBelymahy
E%t'(y)]cﬁ)ﬁél'(fp@pwrrdw-ﬁ éﬂdnﬁlng yl ami ne;

6-

U'ICDCDSD I\JI\J’\_

5- q¢c(| IBSOATHBKE
5-6Mat¢tioy rihBdxyfrethigl) ipytidipy2-yldinine?- yI ami ne;

%@FPA,&SW xpmehil)$

6

—~ 1

%*?’?‘?’Q

@yridin-2- ylamine;

| di n- n. ne;
‘ﬁecfgﬁip ‘Q'Er%dﬁﬁ@{ﬁ%w ester;
(Al’ﬁIMG-rbymywxm&hyll) pyidlih-2eylehing] - acet am de;

PP““?’“"ng'i’rre‘J ﬁﬁx&ﬁ ﬁ Aiy ) bhiNedi et hyl - acet ani d

[-pyridin-2- yl am ne;
2]2%1?@1@@%25110% 1l yYT)dJWr)ilmlﬁe)Z yl ani ne;

% (BLycloPRIINBh S e )OS MNES whﬁneoyrl di n-2-yl am ne;

cIoroyInehoxmhl-yrldln -yl am ne;
AL HBPHE - pyri di n-2-yl ani ne

B -Gt nReRa bR g kgl py -2yl am o

6- [(31‘41ﬁ,6}§FktxthydmyIHﬂm3 Mopyrivenyhpl-flapine d| n- 2-yl am ne;

15

20

25

30

I
%@Pﬁlg eé}%(ﬂyﬂh&%éﬂzay‘_lggﬂﬁnet hyl - pyri di n- 2-yl am ne;

5-Phenoxy- pyndm -2- ylamme

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 a 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 I as described above, when manufactured according to any one of the described

processes.



6- ( 3- Fl uor o- benzyl oxymet hyl ) - pyri di n- 2-yl am ne;

6-(3,3,3-Trifl uoro-propoxynet hyl)-pyridi n-2-yl am ne;
W®2002/0275@+ Tri f | uor o- et hoxymet hyl ) - pyri di n- 2- yl BAI/BR2005/010372

6- (2- Cydopr opyl - et hoxynet hge) - pyri di n- 2-yl am ne;

6- (3- Chl or 0- benzyl oxynet hyl ) - py tidin-2- ylanine'

6- (4- Chl or o- enz X
o (5 5 bRk A FEE e R ot B teBbAtad peaphylaxis of
3 4 dabées] ebeasimpy pating-disdordefs] dBlipiHamjay andihypgiterBionywhiah method

'gﬁ&erﬂ% 1se55 amﬁgﬁﬂgl&n P% h\del a%c%ﬁyjalaargo oal%jof ff)rn]gula I a3 descnbed

Xy-pyri m ne e conp unds o
I debavei bed above for use as therapeutically actlve
substance are a further object of the invention. Al so

an obj epatmaﬂadyhﬁef@xrraﬁea&netﬂb\de&m@&eaﬁ]@nmm@éﬁmmmwdlabetes Type

dec d ab for the aratio capents

£ he T BshPreatsoRRES ALPIETETSR o flred e BB OE R aamgund according
causefdrioyladiasdasdéred abwsoci ated with the enzyne

11 bet a- hydr oxyst er oi d dehydrogenase 1 (HbHSD ).

Li kewi se an object of the invention are pharnmaceutica
conpositions conprising a conmpound of the fornula | as

descri bed above and a thergpeutjcally inert carrier. A
further preferred enbodi medt¢F YK St esent invention
is the use of a conpound of the fornmula | as descri bed

aboTearfsignt expesyoreqrarpartiabRudficakiendi canents for the
treatment and prophyl axis of diabetes, obesity, eating

di sqhdebNa E‘Nc%ﬁln?'tﬂ@'ﬂhﬁﬁn amgethmwtlﬂﬁﬁhﬂams cloned into the expression
e t he use

zgg%;acggrlngcrql%t\f @Wfﬁtgé'lee? g'i &nggpgdéod detanls sergp ex gdermatt et al.; J Biol

Chem.,1999, Vol. 274, Issue 40, 28762-28770) was used to transiently express the protein
in HEK293 cells (ATCC number: CRL-1573, described in Graham, F.L., Smiley, J., Russell,
15  W.C., Nairn, R.; (1977)) using lipofectamine. 48h after transfection cells were washed
twice with ice-cold PBS (Phsophate buffered Saline). To 1 volume of cell suspension in
PBS 2 volumes of ice-cold lysis buffer (50mM 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
a high speed centrifugation (60 min x 110°000g). The resulting pellet was resuspended in
storage buffer (20mM Tris pH 7.5; 1 mM EDTA; 10% Glycerol) and the centrifugation was
repeated. The resulting pellet containing the microsomal fraction was again taken up into

storage buffer and aliquots were kept frozen in liquid Nitrogen until use.
25
Generation of stable cell lines expressing 11beta-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



above for the preparation of nedicanents for the
treatnment and prophyl axis of diabetes Type II. A
wo oobh&rsonbj ect of the present invention conprPGEEPA05/010372
conmpound according to formaba | as described above,
when manuf actured according to any one of the
descri bed nqces es. Al so, a ect of .t t|on [
a mERHBY YBrinHAE FP%A%Vﬁ@hftg‘)Aﬁ%’Omso%ﬁmrsag Qe clone was farther used
di alfetpharmablgichlyhareatidizaagoni sor der s, dysllpldenlae and
hypert ensi on, which nmethod conprises adm nistering an
ef fective anmount of a conpound of fornula | as
descri bed above. Particularly preferred is a nethod
for the treatnent and prophyl axis of di abetes Type |
- whi MICHERHASEBNpri ses admi ni stering an effective
anount of a conpound according to fornula |I as
des iMichsomeshieoleted Avsa ERBaellurasicitperpirassing bypae $ BHe@rHSD1 (for
and dah! 's_éljb%%) e ahdBied THesGPY &nge@“m 8, MMRRRDTA; 1mM

| one he expr essi on

vectE&TApdeng@t 28 sy riuyroser rﬁosm&’b"nrélf Pl 7 4( £ertisone 50-200nM and

det aiAispseaMy e thAeFifBditfereht @BheentrdtiGHsf t&haMitadR9 After 60 min. of
Vol .. 274, |ssue é_g 28762- 2877

tr ad%‘? ﬁtt’cf‘yaté% SRR abftB?PéFlg)Y hﬁatf_l?é@gg thgﬁ min. (%11(13@ addition of
IIOJ maké mhiBler Ciﬁ)?ﬁoxoﬂmsccr ube dT heantumin afCoftisbl. pro@red @ythis assay was

| | p éec gﬁ]dn élSln%-SFl '\%Hngrc aﬁ%; \g %{lz é?}ELE’SZP{ Pzgsed Comsol detection kit
was HBusttimitekebyidssay Design dhel)- Fbglgb(t@ﬁgﬁm]diaeacmtﬁefdeb)e@ere IC50 values,

Sal i deihe ¢ x?qeﬁtr%%n%hﬁﬁ S rbd RSP 61D 3] Ivhb SBaﬁ'eauced
vol urtes of ice-cold lysis buffer (500M Tris; pH7.5

I MM EDTA; 10 d
e S S5 L5, A5 ShL s KB 10 v
he rmg@'ﬁ @t&femomuﬁdﬂlﬁ&le W50 valuts ieleo d0cEtio M st pferred compounds
out QUt; 150 %add tRf% tonff1d Cleared by a

Cellular Assay

To measure the effect of inhibitors in intact cells HEK293 cells stably expressing human

20 1lbeta-HSD1 (see above) were cultivated in 96 well plates in DMEM. First inhibitors and
60 min later Cortisone was added to the cells. After 60 min of incubation at 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 table:



| ow speed centrifugation (I Omn x 9000Qy; 4C). The

m crosomal fraction was collected by a high speed
w@enbnsfsogati on (60 mn x 110' O0QOg). The resul PCTIBP2005/010372

pell et was resuspended in storage buffer (200M Tris pH

7.5; 1mM EDTA; 10% d ycerol) and the centrifugation

was repeated. The resulting pellet containing the

m crosonal| fracti diemgeundgai n t aken up ihibobsge-diSiye

buffer and aliquots were kept frpzen in liquid

Ni trogen until use. Generation of stable cgtynMpnes

expressi ng 1l bet a- HSDI The sane| construct used for

transi ent jexpressi: on—of dsu..u.. Hpeta—HSB—was—al-so

used to esftablish éérm I’nes staply expressin§ the

protein. Briefly, (HEK293) cells|/were transfected wth

| |beta-HID consExamule 186 ng t he| | i pof ect ani ne r eagent

(G bco BRL) according to the manufacturer's

i nstruction. Two days after transfection, geneticin

selection (0.8nmg/mM ) was initiated and several stable

clo r(asnpmhés dssledcababthbo@ieave (@R ealmsmlfowrmh(eﬁMupxeférrfed) tompounds

phanng e

N o AL e G ARt MrloRBAI TR R B tues betow 10
exprrassrmgp riasuis havelbeat @btdisid by(Usimg tblse(bmgbmg sse above)

were incubated in assay buffer (100 nmM Nad ; | M EDTA;

| gM EGTA; I nM Mg ; 250 mM Sucrose; 20 mM Tris pH 7. 4;

Corti sone 50-200OnM and NADPH ImMV) together with

dlfferen concentration t st substances. After 60

min. of Ihpeqmeaynghotfprm CI% aggw"\s\&gt@i‘mﬁéﬂa@waﬁs and esters

heatdaﬂge u§e0 aBﬁ@&ca(nEenm lg)malmfoby oniﬁlrﬂhh@ﬁtx@f pﬁebeﬁations) The

I nhi enO)r(a n be adewteredm er H orall (e in the
Cortp §3’Pacﬁ?bc R tsf‘n P S LAY NAS TR PE eas in§ea
conrfemc pEthblyts,avatied atbleg, dnﬁgéeSAartda@édofcwatmpn@b@xsebmpm emulsions

bt &@h LAY, ﬁgsa.g)y %e@sﬁlat}{e B?xﬁ'og Ha.sa.lI P&g) ‘or r&'&ink) Jé)'fr?the form of

racterlze t here
concséﬁrqsa?“%h Heweres e atiwe“ﬁfaéleaem aéw kste Gfé?dtl?aé%’lt%"-h as

50%ih@stHeR arly br ihtthenb@$t (e iafies foffl of DEREOHIGIutRSS).
descri bed above have | C50 val ues bel ow 1000 nM

The compounds of formula I and their pharmaceutically acceptable salts and esters
can be processed with pharmaceutically inert, inorganic or organic adjuvants for the
15 production of tablets, coated tablets, 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 capsules, are, for example, vegetable oils, waxes,

fats, semi-solid substances and liquid polyols, etc.

20 Suitable adjuvants for the production of solutions and syrups are, for example,

water, polyols, saccharose, invert sugar, glucose, etc.

Suitable adjuvants for injection solutions are, for example, water, alcohols, polyols,

glycerol, vegetable oils, etc.
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?@d a%ﬁ#)ggsﬁéﬂg dQs% é’ltsaﬁq'agslré Wﬂ%‘lﬁﬁ@ﬂ? %ﬂ#gf &urde r\)etfn@:d to the

r rmceu I cal parati ons
pharlhfﬁbléuﬁl iregatirementp Hyeaclt prdcwafase [bgpreml &t b gage of oral

i nt eaﬂﬁﬁllétya;txoﬁ Hgﬁhlyﬁﬁ)s&gre@k’ hBout €.1 éhg tb |20 ef If:)g le fwelght preferably
tabifs coated tab dra ees,

gol 4P OGHE 18 G5E PEUIRIPRYHEE R4 POy 0GR e Beson), divided into
s us [eeferiablp$ )3, indiagiahll dpses ovigch dan coisist fforrdxamt)lemfslad same amounts,

nglil BL apé)sé%r%k%o)ﬁ (& %wéﬁg} bd1Geat ﬁ{amhg upper limit glveln above can be

supp03| e admnistratron can

be e?bcteedqde/dlepahlemsmwto bsigdicatesd. i ntranuscul arly or
intravenously (e.g. in the formof injection

sol uti Onsl“)le inVARioRQMU Qs Aee Heteidatenby BxampidvHidheiale no limiting

phar maceut caII e bl I and gL e
DRSS b SoE L0 BRI ER Sl AR on s
or gadné sotadyewaddnytchirhdr t he

20

Examples

Example 1: Naphthalene-2-sulfonic acid (6-methyl-pyridin-2-yl)-amide

6-Methyl-pyridin-2-ylamine (1 g) and 2-naphthalenesulfonyl chloride (2.3 g) were
dissolved in pyridine (5 mL) and the resulting mixture was allowed to stir at RT for 12

25 hours. After concentration in vacuo the residue was taken up in EtOAc, the solution
washed withl N aqueous HCI, saturated brine then dried over sodium sulphate and
concentrated in vacuo. The residue was purified by flash chromatography (heptane/EtOAc
5:1) to give the desired product naphthalene-2-sulfonic acid (6-methyl-pyridin-2-yl)-
amide as a white foam (2.18 g). MS (ESI'): 297.2 ([M-H]").

30



production of tablets, coated tablets, dragees and
hard gel atin capsul es. Lactose, corn starch or
walensestsoves thereof, talc, stearic acid or itBCEREP1085/010372
etc. can be used, for exanpbe, as such adjuvants for
tabl ets, dragees and hard gel atin capsules. Suitable
adj uvants for soft gelatin capsules, are, for exanple,
vegetampk 2i | s ,N\f\ﬁk/géb)’l"ﬂ’é{{l@?' Ehrt-nitse-penzengsulfomaide and
l'i qui,d pal ygl s, etc. Suitable adjyvants for the .
or ooty FrrisofftifeRenaRe S rime¥ LRah 1 cundhmaridin-2-
wat gtamipewith#t nijtrshovhzasdémyl dhtoreletas s yadjaw solgl. MSqESY,): 292.0
etc.1§qggﬁble adjuvants for injection solutions are,
for é anpl e, water, alcohols, polyols, glycerol,
vegetabl e oils, etc. Suitable adjuvants for
sﬁppositories are, for exanple, natural or hardened
oils, waxes, fats, sem -solid or liquid polyols, etc.
Mor diremple 3t he P¥dd-tadiethyl-pwidiprledsulfamophphenyl -asetamiden
preservatives, solubjlizers, viscosity-increasing. )
subskhiyfagerial spsehtpinsqinanalggy tojexynple b fow 6-@gthykpridin-g-ylamine and
Swe et fBRmsdo-balzeteailfonyl chloaide hed/kite soRd.1MS (BSI'): ved.0 ((MIH]).
the osnotic pressure, buffers, masking agents or
anti oxi dants. They can also contain still other
t herapeutical ly val uabl e substances. In accordance
with the invention the conpounds of fornula |I and ‘
i ei Bxamplraa c e L8-Chlatd-9-neetled pt- Gbinethghptrilic 2431) b nzemedilfonamide
for the prophylaxis and treatment of arthritis,
car dipVMASEe M Has sﬁtﬁﬁ@@ﬁ%nalagm%kﬁﬁdple i §0R 6-MRiblypRid8-ylamine

Can Gap antaralors Erebhspgeree Mmy GRegE b ahe i e
to tdnetallindiselidi@2K g). MUIESENHE. 5 (IM-Ralch parti cul ar
case. In general, in the case of oral adm nistration a

dai | y dosage of about 0.1 ng to 20 ng per kg body
wei ght, preferably about 0.5 ng to 4 ng per kg body

48" Hhmpest S MPheniLl oo Sl ABLAARNpy AN £ Pl abde®

For Thism tler(?a’tl W%E Olgtgllrele(f %q%alggyo tlcj)rc]?gczisrflple 1 from 6-methyl-pyridin-2-ylamine

(0.108g) and biphenyl-4-sulfonyl chloride (0.278 g) as an off-white crystalline solid (0.157
g). MS (ESI"): 323.2 ([M-H]’).

20 Example 6: 3-Chloro-N-(6-ethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide

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

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



shoul d be appropriate. It will, however, be clear that
the upper limt given above can be exceeded when this
WO 2006k08ms01 t 0 be i ndicated. The invention is ilPUFEPADEC0372
herei nafter by Exanples, widch have no limting
character. Exanples 1 to 5, 8, 11 to 14, 16 and 17 are
i ncl uded for preparation purpose and_ are not covere
by dhigimaterial Ei%\?ﬁﬁ?'é“‘sd i aapgYeo ixa%kephfrﬂ@%ﬁézlzpwémf?oﬂareme (0.25
aCI @) {6t biplidnyl-4-pylfangli dda2idy Ehlexddd (A7 g) as a white foam (0.156 g). MS (ESI'):

ﬂ L)F hdin-2-ylamne ( 1 g) and

2 napht eAgsquonyI chloride (2.3 g) were dissolved
in pyridine (5 nL) and the resulting m xture was
allowed to stir at RT for 12 hours. After

concentration in vacuo the residue was taken up in
Fi OfxampleeS: sol (t Flaprondamiathatl-Ni (6 1methylauyridinud yiHbenzenesulfonamide
saturated brine then dried over sodi um sul phate and

CON®tri At e whnobtaﬁuﬂn andlegyrte sxade WaSmBMmEthyleslridih-2-ylamine (0.2

A PR i A T s

(6- B pyrldln 2 yl)- amde as a white foam (2.18
g). M5 (ESI ) : 297.2 ([MH ) .Exanple 2:

N- (6- Met hyl - pyridin-2-yl)-4-nitro-benzenesul f onar ni de
This material was obtained in analogy to exanple 1

fi6 omBxhhpRI96- rretmylhamu-kldfdﬁxc?mdxb@mmpwxm -2-yl)-amide
4 nltro benzenesul fonyl chloride as a yellow solid. M

l'%sbm:i\ér?ﬁ wids égt%g )aadggyﬁm%a%r% omhé P]roIpTl pgéldm Zmylamme (0.2
e mi) sndrbzpbﬂyml SWlianybablosidh 4i08e) Aran #&yhttes%lﬁéé?rb%ze@ AMS (ESD):

fr orss 62 ppih)- pyri di n-2-yl am ne and
4- acet am do- benzenesul fonyl chloride as a white solid.

M5 (ESI ): 304.0 ([MH ). Exanple 4:
3- Chl or o- 2- et hyl - N- ( 6- net hyl - pyridin 2- yI) benzenesn

f ongm de, Thi s I a S .
48 nrEspEsle 1P o BORIsrRG e RA e BB O Y BndeBesultonamice
This material was obtained in analogy to example 1 from 6-propyl-pyridin-2-ylamine (0.2

g) and 3-chloro-2methyl-benzenesulfonyl chloride (0.386 g) as a white solid (0.34 g). MS
(ESI): 323.2 ([M-H]").

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

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

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

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



(0.108 g) and 3-chl oro-2net hyl - benzenesul f onyl
chloride (0.259 g) as an off-white crystalline solid

w@ 20243391 MS (ESI ") @ 295.1 ([MH ). ExanplBCBEP2005/010372
Bi phenyl - 4-sul fonic acid (688nethyl-pyridin-2-yl)-am de
This material was obtained in analogy to exanple 1
from 6-net hyl - pyridi n-2-ylam ne (0.108g) and
bi phenyl - 4-sul fonyl chloride (0.278 g) as an off-white
crystalline solid (0.157 g). Ms (ESI ) : 323.2 ([MH

. anpl e, 6: 1
b CErIRGe (2 6- A Prog Faethvbpyidin- tihlorpamstids ul
onafrempendshlfenamider i al was obtained in anal ogy to
exanple 1 from 6-ethyl-pyridin-2-ylam ne (0.25 g) and

3- chih@Rateialwhd WBtaiR@I iz @RAGHYI th extyd pl€ hremi 3der ofrd- 6 m@dhyBSyridin- 2-

%(V\'hi b8nd |ZI§(§ ‘&9 3- cﬁﬁ %)) 20 rrrNE'BA Egjlze):esalf(?ngl?ch}orge% IZ_HS g)) as an off-white
(6- é@hMOﬁéyg S{EQLWP 2L@M-HEXhi s material was

obtained in analogy to exanple 1 from

6-et hyl -pyridin-2-ylamne (0.25 g) and

bi phenyl - 4-sul fonyl chloride chloride (0.57 g) as a

whi tEsamhplait:( 0. 1Bpheyyl-4-pfopiearid)(3-br@gag-6im¢thilpfidin-2-yl)-amide
Exanpl e 8:

5- FITh@rBateridlehadiyttaibed i aAEbgb epiipleli frodr3yblomdediarhgb piridin-2-

E(?na mel-[)l}| gé arqc?) %rﬁ’i 4‘_@%1?(}@5’%@3 gﬁjp @r@% 8!9% Fogm (0 307 g). MS

bi pHBHYI 4U 2([MfBhy| chI oride (0.42 g) as a yell ow

solid (0.132 g). M5 (ESK): 278.9 ([MH ) . Exanple 9:

Bi phenyl - 4-sul fonic acid (6-propyl-pyridin-2-yl)-am de
This material was obtained in anal ogy to exanple 1

f r onfx@mploidy| - Pyaphdiateng-2ysubferinacid (6-progyl-pymidin-2-yl)-amide

bi phenyl - 4-sul fonyl chloride (0.408 g) as an off-white

sol iThis(Hatd3a wal othBec( IESE)logy&M:xaEnl:(lé Mt §- profpydapypid - 2-Qtamine (0

? Cglr)ngrﬁ nap_hmsaieng 2- stf&%;l 9’[1&@% 0 BY¥S é)dalsg w%lt);( k&an%@é?@eml ESI’):
325.2 ([M H]).

Example 16: 4'-Chloro-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
20  (0.22 g) and 4'-chloro-biphenyl-4-sulfonyl chloride (0.622 g) as a white solid (0.074 g). MS

(ESI'): 357.2 ([M-HJ").

Example 17: 4'-Fluoro-biphenyl-4-sulfonic acid (6-methyl-pyridin-2-yl)-amide

This material was obtained in analogy to example 1 from 6-methyl-pyridin-2-ylamine (0.4
25 g) and 4'-fluoro-biphenyl-4-sulfonyl chloride (1 g) as a white foam (0.779 g). MS (ESI'):
341.1 ([M-H]").



This material was obtained in analogy to exanple 1

from 6-propyl -pyridin-2-ylamne (0.2 g) and
w@2mbksrsor 2mret hyl - benzenesul f onyl chl ori de (0. B8BER00EE10372

a white solid (0.34 g). MS3¢ESI ): 323.2 ([MH ).

Exanpl e 11: 3-Chloro-N (4

6-di met hyl - pyri di n-2-yl)-2-nmet hyl - benzenesul f onam de

Thi s Tramgleildi vt DigarpAbtp-pieprparidigy2vh-benzsppiulfonamide

from 4, 6-di met hyl - pyri di n-2-yl am ne and

3- ¢ Hihiv roat2riad ay dbthieatieraeslugyf torydmpel domdepmgylapyridih2-ylamine

yel I\s ?)oelé{n'd@ﬂ—M@hl_()l%slgen_)zedrfesmgyljch‘oh% (d27)g) a5 AR K1id .19 g). Ms

Bi pheny syl fonic aci

(4, ggalﬂhéﬂﬂfﬁlf%’giﬁ-di n-2-yl)-amde This material was
obtained in analogy to exanple 1 from

45 6- di et hyl - pyri di n-2-yl am ne and bi phenyl - 4-sul f onyl
chl oride as a white anorphous solid. Ms (ESI ) : 337.0
([ MBshmpleE®anpl B5-Difluoro-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide
N- ( 3- Brono- 6- net hyl - pyri di n- 2-yl) - 3-chl oro- 2- net hyl ben

Zene hABATWICotiline FBLAbRAL ¢ lQ?%H@Erog?-@Figlrran% lamine (0.1

to exa 1l from3-bro thyl - pyri di \ .
(0. .24)@9'?%@1@0&%1%&25@%- Ylﬁbﬁﬁi@rﬁ%ﬁéﬁw fi§ oligP b4 gleMS (EST):
(0. Z35.0¢9)Mas])an off-white solid (0.351 g). M5 (ESI ):

372.9 ([MH ). Exanple 14: Bi phenyl-4-sulfonic acid

(- brono- 6-net hyl - pyridin-2-yl)-am de This materi al

was obtained in analogy to exanple 1 from

3- br.ono- 6-aet hyJ ;| | di.n- ap ] .q), AN .
bi ph%"ﬁ‘fx‘?nggg ul f%‘%y ch?fh?éﬁ%‘&'{%%“}&a§ Birfifls o ¥bnzsncsulfonamide
(ngﬁ"l%)halsarp7 g)étﬁ@z!_.\l/%agast]ra%ﬁq @Oainél%@&[ol\g(ﬂpl)e 1 fr%)r(rlagtglo%yl!'lasfridin-2-ylamine (0.1
( 6- B and b4 pljahilatb 16~ Betityl) beardnewifdiy] shivede(0i 18l glvas light brown oil.
obt g i hogs t@vepapl e 1 from

6-pﬁgg§ g%gﬁﬁggpig¥yﬁgningﬂ?o.2 g) and

napht hal ene- 2-sul fonyl chloride (0.366 g) as a white

f8am (0.392 g). M (ESI ) : 325.2 ([MH ). Exanple

16: 4' - Chl oro- bi phenyl - 4-sul fonic acid . )

( 6- nixample 23y r | d$-ﬁlh@r(yp9pbéhql%-2-sulfomc 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-sulfonyl chloride (0.191 g) as white solid. (0.047 g). MS
(ESI"): 359.0 ([M-H]").

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

This material was obtained in analogy to example 1 from 6-propyl-pyridin-2-ylamine (0.1
g) and 3,4-dimethoxy-benzenesulfonyl chloride (0.174 g) as a colorless oil. (0.043 g). MS
(ESI'): 335.2 ([M-HJ).

25

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



This material was obtained in analogy to exanple 1
from 6-net hyl -pyridin-2-ylamne (0.22 g) and
W@ 2006k087300- bi phenyl - 4- sul fonyl chl oride (0. 622PQ)/ER®0£010372
white solid (0.074 g). MS @&€Sl ) : 357.2 ([MH ).
Exanpl e 17: 4'-Fl uoro-bi phenyl -4-sul fonic acid
(6-nethy|-p¥ridin12-,I)-anide This material was .
obt dihitdRpteris yﬁsaqbé@v.c{l@ a%&%p gxampl¢ hfspm 6-propyl-pyridin-2-ylamine (0.1
6- nf@h imd 4-,$}3dfchkdi‘m2Q}uyfoalﬁn?meétlﬂfoﬁ%llghloaigd (0(.213 g) ;.s a colorless oil. (0.176
4' - L -sul fonyl chloride ( 1 g) as a
whi ?L%@an(g&%y%ﬁ M5 (ESI ): 341.1 ([MH )
. Exanpl e 18:
3,4-Di chl oro- N-(6-propyl -pyridin-2-yl)-benzenesul f onam
ide This material was obtained in analogy to exanple 1
5 offxémple 3y | - @yt PithloreSyheshilide (§-propsl-pyyidimeryl)-benzenesulfonamide
3, 4-di chl oro- benzenesul fonyl chloride (0.27 g) as a
Whi tThisSedtérih] (vas R4ng)in ahdbodySkxamplaffzod 6 frivbHlpyridin-2-ylamine (0.1

Exa e . .
> SR %%st&a.%%twl P g Gl uRes P any
i de amerrhognsadidi H9%ﬁkgéﬂﬁgﬁh%ﬁﬁﬁﬂkhﬁé-ogy to exanmple 1
from 6-propyl -pyridin-2-ylamne (0.1 g) and
2,5-difluoro-benzenesul fonyl chloride (0.17 g) as a
white solid (0.114 g). Ms (ESI ) : 311.0 ([MH ).

EXamRhBple®5:  Piperidine-1-sulfonic acid (6-propyl-pyridin-2-yl)-amide
2,4-Di CRIoro-6-nethyI-N<(6-propyI-pyr|d|n-2-y|)-be||ze

nesul f onami ' ¥A : t ai s .
exanpie 1 f ?%@@P%‘Fa gy rr?'ﬁ?@-' gg aﬁgﬁﬁ%ghl?&quﬁg %ﬁg&lde (0.296
2, 4-gdBdhbes Ghin.fies H326. Pad/Aa medding Uvnrw vIh6Ed 0 refdxifgn 15 h. After
g) a&Sn@niratiiofPieaedttion mixt(£2.i0 38 ug the MdxdeRSE akeB by inlEtOAc, which
([MHL ). anpl. oY r O, - - '

(104 BRSSO RREIR A 3 G5 e
&bt apneatrptad Enareyy he E?S‘ék"anﬂ agpHedstp g silica gel column with EtOAc/toluene
6- pPr(oPys 1:pydsielient: 2oiyibinaiisreof(tRe furifjed @ackions and concentration in vacuo

o P L BELAOR PSSR b o O

colorless amorphous solid. MS (ESI'): 282.0 ((M-HJ).

20 Example 26: 3-Chloro-N-(6-isopropyl-pyridin-2-yl)-4-methyl-benzenesulfonamide
Step A]: 6-Isopropyl-pyridin-2-ylamine

2-Amino-6-bromopyridine (2 g) was dissolved in dioxane (50 mL), and at 0° C under an
argon athmosphere 1,3-bis(diphenylphosphino)propane nickel (II) chloride (0.627 g) was
added followed by diisopropyl zink (23.12 mL of a 1M solution in toluene, via syringe over
25 30 minutes). The mixture was allowed to reflux for 15 h, poored into 2-propanol, which
was then concentrated in vacuo. The residue was partitioned between AcOEt and saturated
aqueous NH,Cl solution, the layers were separated and the organic layer dried over
Na,SO,, filtered and evaporated. The residue was purified by flash chromatography
(methylene chloride/methanol 95:5) to give 6-isopropyl-pyridin-2-ylamine as ligh brown
30 oil (0.48 g). MS (EI): 136.1 (M").



Exanpl e 22:

3, 4- D met hoxy- N- ( 6- propyl - pyridi n-2-yl)-benzenesul f ona
woreae/03130s materi al was obtai ned i n anal ogy t oPEREPPHE010372

1 from 6-propyl-pyridin-2-ytamne (0.1 g) and

3, 4-di et hoxy- benzenesul fonyl chloride (0.174 g) as a

colorless oil. (0.043 g). Ms (ESI ): 335.2 ([MH ).

Exanmpl e 23: 4

5-Di chl oro-2-fluoro-N-(6-propyl-pyridin-2-yl)-benzenes

ul f SterrB] d 8TEhleroniit(érisopropxtpyrisin-3tyhett methyhhelzonppulfapamide

exanple 1 from 6-propyl-py tidin-2-ylamne (0.1 g) and

4, 5Td.hs&bhm@bmcﬂwisldbwmdbeamg@wéﬁa aiple 1 fedth eFisopeoryl pyridin-2-

g) a; me&l a%ﬁ% c%hcjro 4(xgetili;laoeggehegylﬁor()li:'al)mdes@?mgg ) as a white solid
254( ®E)- éﬁﬁ QLhé?h&[bkﬁd$ propyl - pyri di n-2-yl)-benzen

esul fonam de This naterial was obtained in anal ogy to
exanple 1 from 6-propyl -pyridin-2-ylamne (0.1 g) and
2, 4-di chl oro- 5- et hyl - benzenesul fonyl chloride (0.194

gt 0 0 zdde: amide
0L Bspl 381 Y DOMCAIN RS tin (01 Bl Blsulami

i Su'"lf om gter?aq ggs (ngalg%cﬂByal‘lalg?J to gk;ﬂnlﬁe y}'r))m%n}s%g g dm 2-ylamine
p| pép |1 a? el 215- dé\EPfooWert?Hﬂ@PYldé ofide @91672§ asaﬂo orleggdpgam. (20 mg).
@i s fsl); 31986M-2143) in pyridine (7 nL) was heated

to reflux for 15 h. After concentration of the

reaction m xture in vacuo the residue was taken up in
Et OAc, which was then washed with I N agueous HC

satyrate rin i ed over. hate n
R WA M A LR
si | |b&azegedulfomdmudﬂ with Et OAc/toluene (9:1 to 1:1) as
el uent. Conbi nation of the purified fractions and

CONCEYY thatbiiQvat sbr¥iacdip agalvgy tokeanisie 1 froth Qispriopdipyeidih-2-ylamine

T SRR A S 03 1
([ Mamorphougx@gﬂc;sgso@é (31 mg). MS (ESI"): 435.1 ([M-

3-Chl oro- N-(6-isopropyl -pyridin-2-yl)-4- nethyl benzene
sul fonam de Step A]: 6-1sopropyl-pyridin-2-ylamne

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

benzenesulfonamide

20  This material was obtained in analogy to example 1 from 6-isopropyl-pyridin-2-ylamine
(0.1 g) and 2,4-dichloro-5-methyl-benzenesulfonyl chloride (0.194 g) as an amorphous
light yellow solid (35 mg). MS (ESI'): 357.2 ({M-H]").

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

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



2- Am no- 6- bronopyridine (2 g) was dissolved in di oxane
(50 nm.), and at 0 C under an argon at hnosphere

wo 2®60330di phenyl phosphi no) propane ni ckel (11)pchEPronse10372
(0.627 g) was added foll ows2l by diisopropyl zink
(23.12 nL of a IMsolution in toluene, via syringe
over 30 mnutes). The mxture was allowed to refl ux
for 15 h, poored into 2-propanol, which was then
concentrated in vacuo. The residue was partitioned
bet ieempRSOEt aNd6Swprapat-ptidivrd gblus- triflbEd mahbxytbeaenesulfonamide
the |l ayers were separated and the organic |ayer dried

OVerTH¥ R H6tal whi blﬁ&hﬁﬂm@ﬂﬂo@/@ﬁ%rﬂﬁﬁqj froH@mB&%bﬂ%rMﬁsz -ylamine
puri BH%Z? r%% Etrlﬁg?ro&g[ on%t %%a es&[fogl)q%mylde {b 21 g) as an amorphous

chlon

65 sCQl?rrléﬁyPhqg()ﬁpm)rM&(Eﬁl éﬁﬁ?}@(@é Hl)gh brown oil (0. 48
g). Ms (El): 136.1 (M). Step B]

3-Chl oro- N-(6-isopropyl -pyridin-2-yl)-4-nmnet hyl - benzene
sul fonam de Thi s conpound was obtained in analogy to

exanghf ﬂesfzromﬁczl fpmea.lo areytw)ciws 2 t%hﬂfﬂ)ri& Gk ﬁnw ulfonic
ﬁ ﬁ ori ae 5

and 3-chl oro-4 enz, nesu foriy
9) ggldéwmpf@vksm @:y M5 (ESr): 324.1 ([MH] )
Exanpl e 27:

2, 5-Thiif theteridl wis ¢Bainebiprap gty toyrirdpla 1 oy §- isblanméfpafsidinfbylmnine
mam(des gj"dr}ﬁl ﬁ@tzgzr trifluoRgceD B2,5.@ etk dhy 33k Q@M ot(hge 7- sulfonyl chloride
exa romo6zis e

and zgz é) affiug}t%fqﬁré’n@geg%ysgh I\g%#%&i)c“ﬁ%%ﬂ@gﬂo 172 g) as

a colorless foam (20 ng). M (ESI » 311.1 ([MH ).
Exanpl e 28:

N- (6-1sopropyl -pyridin-2-yl)-4-(4-trifluoronethyl-phen

oxy )Exatnpk8ne s il {( odsptopel-Fividin-2ed)e3-{ atriflvaso nodthydiphebxiy 3

anal @yenkQusxamake 1 from
6-i sopropyl - pyrldln 2- ylan1ne (0.1 g) and

. 255 gt AR RaRoRP 67T Bae | o Jgn%f%y"dw‘éﬁ plamine
( ESI(0Y8 g) AR5 - - t(r{ﬂnpqq}ne)hyl pEsnampteenzgresulfonyl chlond 0.218 g) as an

2, 4- alau&pih&m%myélﬁm ROD(INHE): PI(ESH D433 1Y M=} Jret hyl benz
enesul f onam

Example 34: Naphthalene-2-sulfonic acid (6-isopropyl-pyridin-2-yl)-amide

20 This matefial was obtained in analogy to example 1 from 6-isopropyl-pyridin-2-ylamine
(0.07 g) and naphthalene-2-sulfonyl chloride (0.128 g) as an amorphous light yellow solid
(51 mg). MS (ESI'): 325.2 ([M-H]").

Example 35:  N-(6-Isopropyl-pyridin-2-yl)-3-trifluoromethyl-benzenesulfonamide

25  This material was obtained in analogy to example 1 from 6-isopropyl-pyridin-2-ylamine
(0.06 g) and 3-(trifluoromethyl)-benzenesulfonyl chloride (0.119 g) as an amorphous
colorless solid (38.3 mg). MS (ESI'): 343.0 ((M-H]").



This material was obtained in analogy to exanple 1
from6-isopropyl-pyridin-2-ylamne (0.1 g) and

WQ@20bed3m or 0- 5- net hyl - benzenesul f onyl chl ori dect/8r9281010372
g) as an anorphous light ydblow solid (35 ng). M5 (ESI
): 357.2 ([MH ). Exanple 30
N- (6-i sopropyl -pyridin-2-yl)-4-nmet hanesul f onyl - benzene
sul fonam de This material was obtained in analogy to
exanple 1 from 6-isopropyl-pyridin-2-ylamne (0.1 g)
and Examplel3g! sul N-96r(2-Chleone-ghay)ipycdin-2-ghiSefhiode 2 (hetRy16

9) alﬁni’enwwbﬁmﬁﬁ@m (46.8 ng). M5 (ESI ) @ 353.1 ([MH]
) Exanp e :

Is pr ridin trlfluoronethoxy benzen
esul qogzyhﬁﬁ?/ lérpy%/l?‘;‘v&agl BBE ai ned in anal ogy to
exarrple 1from6 i sopropyl -pyridin-2-ylam ne &01 ) )
ahd 4Aminor§-praspenyedingLg)- aBéﬁzC@l%%nheﬁxi pnicafig (1.0R9 g) were dissolved
(0. 24 td)end&tiAROIAB®MDIBONE) 4hdla0RT @fderafilaigdn @dfRosphigre trdded with 2N

( ES' éeofs %’o%?wq ;(r[og/rlial_g (%uqo?f?rl"mn%) :gl%e mixture was stirred for 30 minutes at

uor o-
>2 Smlﬂ‘ﬁlétfﬁaé?ﬁ/‘di‘lbteﬂﬁ]ﬁéfw%llﬂhl@ﬁvh1§€?I Febiadium €g, 467 g and heated to
( 6- I r e fePY h. [TNE hfihttGreZvay then d36dleteto T ehdipatt@tfonad bav@een AcOEt and

g i zvléagerergthe 'Lyc?r? vavle%g%(%)a%a(?eqeél%qpé c?rg%n %%%pdned over Na,SQy, filtered and

2- (zvg)ogatgc} ’l%p trsidge ygsemyp; py Basj chromatography (heptane/AcOEt 4:1) to
4- tegweashozddhq:mb?;aqwl)ngmdnez Flasiihd it 6dlldqDiesiEg)( BISZED: 204 (M™).
g) as a white foam (35.2 ng). M5 (ESI ) : 426.2 ([MH]

). Exanple 33:

N- (6- 1 sopropyl - yr| d| n-2-yl)-3-(4-trifluoronethyl-phen

' g)r(] Z”) %iﬂb/ﬁt é[\ef ggzz_’g{ grgl}}]prlrf%mn?tyﬁ r§ ﬁuorg\@ tggflqaeplzee%esuﬂonamlde

6-i sopropyl - r| di n 2 anLne (0.08 L .
35( 413}twr¢omn9>@rl ey qmm%@ﬁaaéw th&¥RAle ﬁpm&n@?rch&qﬁp-@ww&-?mdm-
(0. 21Ba@ineds.1 gn AATBARBRUS nethyhbenyetdsafungiathlodide BY 1 12g) as a white
M5 (E npl e 34:

Nap hﬂoﬁ% Qgﬁ; susqu5 gIr?llvé:?'_sl]z;\zc()[r(\zllI ﬁi‘f"

(6-1sopropyl -pyridin-2-yl)-amde This material was

obtained in analogy to exanple 1 from

6-isopropyl -pyridi n-2-ylam ne
Example 37: 3-Chloro-N-[6-(2-chloro-phenyl)-pyridin-2-yl}-2-methyl-

20 benzenesulfonamide

This material was obtained in analogy to example 1 from 6-(2-chloro-phenyl)-pyridin-2-
~ ylamine (0.1 g) and 3-(chloro)-2-methyl-benzenesulfonyl chloride (0.12 g) as an off-white
foam (129 mg). MS (ESI'): 390.9 ([M-H]").

25 Example 38: Biphenyl-4-sulfonic acid [6-(2-chloro-phenyl)-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-sulfonyl chloride (0.136 g) as an white foam (126 mg). MS
(ESI"): 419.0 ([M-HJ").



(0.07 g) and napht hal ene-2-sul fonyl chloride (0.128 Q)
as an anor phous |ight yellow solid (51 ng). M5 (ESI )

WO 28863720 [ M H ). Exanple 35: PCT/EP2005/010372

N- (6- 1 sopropyl -pyridin-2-yHy-3-trifluoronethyl-benzene
sul fonam de This material was obtained in analogy to

exanple 1 from 6-i sopropyl ridin-2-ylamne (0.06
andrga(npk E uor3o%9$§N)lg%éﬁ EQrPhegty rpyermrbh(vué r(xeggﬂ-

19 ¢rnmsesalomuidphous col orl ess soI id (38.3 ng). MS
(ESI ): 343.0 ([MH ).Exanple 36:

%f 2«1Crsder40r>m§lerus{;aen9§\rpwm =Ry~ | uor o- 2- net hyl

benze esul f onam

Aihﬁgrllaggro algx?cg%ﬁgg?gyfo %anboﬂ%&e step A] from 2-Amino-6- :
25 Cl’blrQJTlQIp’hlémfl(b@XWIM élﬁuqtopllerﬂtbgrtgl)c agisk (@.08igb ssal yelbav sohid (1.26 g).
t ol ygnedset Ml B80 n/ 3 nl) and at RT under an argon
at nosp ere treate wi th 2N aqueous sodi um car bonat e
solution (6.13 nL). The m xture was stirred for 30
m nutes at RT then treated vvith

t et r aki (tr| h|n | adi u 267 g,

and FF@aBt ed" pgf' %‘Eﬁx(ozf ifly e“ heyg! ?Jﬂ]ez\ﬂiféh)’f hen
coolbenzehaulnaatide partiti oned betvveen AcCOEt and water,

the layers were separated and the organic |ayer dri ed

XY erTthga%Qlall waf duddigé e aﬂﬂggﬁM@%ﬂé ?Q'om-@] A-& @ﬂh%?h‘éﬁﬁ) -pyridin-
purified b Iash CI_\H g F % lg} ny A@Oﬁil % hit
to grimigelo ol g 5 ﬁ%ﬁfmthﬁﬁ g roPpEehldRge T 4 awhice
sol isdlid 0.18632). §)S. (ERD): 8.9 ((M2B4).(Mr) . Step B]:

N-[ 6- (2- Chl or o- phenyl ) - pyri di n-2-yl ]-5-fl uoro-2-net hyl

- benzenesul f onam de This conpound was obtained in

anal ogy to exanmple 1 from 6-(2-chl oro-phenyl) - py

ti d'ﬁamére%bam n.’aeF‘.lgmqu% (39 | ? henylf)1 pgndm-Z ylbz -meth 1-

5-fluor enzenesu i de

a3 d)eweéﬂfg'&q" €(89.3 ny). M5 (ESI ) : 375.2 ([MH]
). Exanple 37:

3- Cifitapr A M- (36El0@roepticoyldppiidim2t)amipe i di n- 2-yl ] - 2- net hyl
benzenesul fonam de This naterial was obtained in

an a'"lQﬁlemit@nﬁXvaﬂwtﬁnéd infa@Abgy to example 36 step A] from 2-Amino-6-

A Ry o 0000
as a(ﬁSIdflﬁ9MW1e)

20
| Step B]: 3-Chloro-N-[6-(3-fluoro-phenyl)-pyridin-2-yl]-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-chloro-2-methyl-benzenesulfonyl chloride (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-difluoro-phenyl)-pyridin-2-yl]-2-methyl-

benzenesulfonamide



foam (129 ng). M5 (ESF): 390.9 ([MH ). Exanple 38:
Bi phenyl - 4-sul fonic acid
wQ 006/8370d or o- phenyl ) - pyri din-2-yl]-am de Thi SPAEEEDHO10372
was obtained in anal ogy to4exanple 1 from
6- (2-chl oro-phenyl)-pyridin-2- ylamne (0.1 g) and

bi phenyl - 4 sul hl qri de 36 _0Q) as an white

f oantsPT96%1y Slﬁlﬁa‘y‘(’ if) pyrifli‘%gd'}a(“[ Wg Exarrpl e 39:
3-Chl oro- N- 6(24d|fluoro phenyl)6pyr|d|n2 yl]-2-me
t hy Mhesmaserisd whs rizinddda asplegy tapxample 36 step A] from 2-Amino-6-

6- ( BrdindPytidiRi@7PRRNY 2)3- AfldrepienZibylontd AR (A8 Bg) asayello]w solid

t anal ogy to exanple 36 step A
froﬁégfm%igﬁ Z@ ggg%?l di ne | g) and
2, 4-di fl uorophenyl boroni c aci d ( 1.05 g) as a yellow
sQJIid (1.26 g). M5 (ESI): 207.2 (MH +). Step B]:
3-Chl oro-N-[6-(2, 4-di fluoro-phenyl)-pyridin-2-yl]-2-nme
t hy ISkepridd e r3eGhib foeN & i (2,8- dithioso-phtret) nazlndm%—yﬁ@t @etheld i n

anal Sxaple 1 from
é’g‘%}é&és uor o- phenyl ) -pyridin- 2-ylamne (0.1 g),

T LN

). Ex)éarpﬂng((ht)g ), and 3-chloro-2- me yl benzenesulfonyl chloride (0. 12 g) as a white
3o CRbIS @1 - MSESI- )499209@%0?}1)}4)) pyri di n-2-yl]-2-net hyl

benzenesul f onam de Step A

6- ( 3- Fl uor o- phenyl ) -pyridi n-2-ylam ne This materi al
was obtained in analogy to exanple 36 step Al from

2- Ami no- 6- _bronopyri di ne ol nd e

3- fIEd‘é‘F‘B'ﬁH%nyl bbbl NS é5(‘@*%)Pﬂggﬂ)gpm‘awua%'F’““Y"
(0. SknghesuMbndn8k) : 189.3 (MH). Step B]:

3-Chl oro-N-[ 6-(3-fl uoro-phenyl) - py

ti digasp2aly! d-¢2s-mRiliy phetypesesul- gnamde This materi al

was obtained in analogy to exanple 1 from

& (35*{5%%9‘%93‘%59‘%’“%%%25‘2’2%‘%7’ NG RO
as dromppwidies (pe'{'S gbanﬁ4245 61): loyon fIE@]or?mc acgg@Qf gt pﬂoff—whxte 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 benzenesulfonamide

This material was obtained in analogy to example 1 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-methyl-

benzenesulfonamide



Exanple 4 1
3-ChJoro-N-[6-(2, 3-di fl uoro-phenyl)-pyridin-2-yl]-2-rn
werdwghbbmozenesul f onam deStep A]: PCT/EP2005/010372

6- (2, 3-Di fluoro-phenyl)-py#édi n-2-yl am ne This
material was obtained in analogy to exanple 36 step Al

f 6- b d . -
z,r g%ww%&ﬂ%?w{lg%%ﬁ?%oagga& %go@)ag“ &é-%z%m—emw”-wndm-
sol i2elyl{rBin840. ). ank5-f{ueB)-p:myl-b2ngehbduléynyl StlenideBP.096 g) as an white
3- C*ahm@d\hgws?aﬁrﬂl@é@lﬁmmbenyl )-pyridin-2-yl]-2-ne

t hyl benzenesul f onam de This material was obtained in
analogy to exanple 1 from

6- (2, 3-di fluoro-phenyl)-pyridin- 2-ylamne (0.1 g),

and 3-chl oro- 2- net hy I-benzenesulfon | chloride (0,1

gy dxamplgmitt e S%PNG“’('U (¢43;chfpro-phenyRgpyriflin- %Wgnftpm H]
). bearsakRlfédRamide

3-Chl oro-N-[6- (2, 5-di chl oro-phenyl)-pyridin-2-yl]-2-ne

thyésv%nﬂeczbﬁﬁ%@gmsﬁ)) yﬁnéﬁ ﬁa%inf/:l am ne This

s G AR g%n Q8 NAIR Fortd-RESR- &3
2,5 bdorohwmd@rpﬁéﬁ’é/gmuddmh@ranhedyl grogspcg) (0.5 g)eps an off-white solid

%]Bf -(0lY b MSAIESD: 408.18N1Hg).. M5 (ESI): 239.1 (Mt). Step

3-&h|oro-N—[6-(2,5-dichloro-phenyl)-pyridin-2-y|]-2-ne
thylbenzenesulfonanide This material was obtained in
anal ogy to exanp

o AR i bpgL et PRy pheh-prsdin Ll gmetylibeggenesalfonamide

and 3-chl oro- 2- et hyl - benzenesul f onyl chloride (0.104
4)) a’b‘uanaﬂanatlavasgbtaldect . ap@lagytp.exayeple E§om)6-(3-gdigocphenyl)-pyridin-2-
M d83-AForo-2-methyl- benzenesulfonrl chloride (0.12 g) as a white solid

eﬁyfgzﬁ%é e gy b e

anal ogy to exanple 1 from

6- (2, 5-di chl oro- phenyl ) -pyridin- 2-ylamne (0.1 g) and
5-fl uoro- 2- et hyl - benzenesul fonyl chloride (0.096 @)
as amcandp'let@ sol Nd 64 3-ChlongrpheryB-fyEdin-}-yl]-54D@re-2(theérh

3- Cﬁﬁbro ﬁﬂ?é'?g chl or o- phenyl ) - pyri di n-2-yl ] - 2- net hy
benzﬁﬁeﬁlg&leg %I’énﬂ Te%g&n@oﬁy? ex?m%e érom 6-(3-chloro-phenyl)-pyridin-2-

20 ylamine (0.1 g) and 5-fluoro-2-methyl- benzenesulfonyl chloride (0.112 g) as a white solid
(172 mg). MS (ESI'): 375.2 ([M-H]).

Example 46 3-Chloro-N-[6-(2-fluoro-phenyl)-pyridin-2-yl]-2-methyl-

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

This material was obtained in analogy to example 36 step A] from 2-Amino-6-
bromopyridine (0.75 g) and 2-fluorophenylboronic acid (0.7 g) as an off-white solid
(0.789 g). MS (ESI): 189.2 (MH").



This material was obtained in analogy to exanple 36

step A] from 2- Am no-6- bronopyridine (0.75 g) and
w@2mbbsrseophenyl boronic acid (0.75 g) as an of fPEIEP®05/010372

solid (0.87 g). M5 (ESI): 205.1 (MH +). Step B]:

3-Chl oro- N-[ 6- (3-chl or o- phenyl ) - pyri di n-2-yl ] - 2- net hyl

- benzenesul fonam de This material was obtained in

anal ogy to exanple 1 from

6- (3-chl oro- phenyl)-pyridin-2- ylam ne §O 1 g), and

3- creprid: 2-GllptoyN=[bd Adlaprosphenplinphridint 2oy! éem(thyl ‘benzghesgfonamide

a white solid (0.132 g). Ms (ESI ) : 391.0 ([MH ).

EX&IT[leGnéE&lal was obtained in analogy to example 1 from 6-(2-fluoro-phenyl)-pyridin-2-

N [ Q1o 190 0B e d 2BNEh i 2l Bt EhIBREL 033 X highe-

ahalvelpy sobd B33 M (B v B2 (B4-dHor o- phenyl) py
tidin-2- ylamne (0.1 g) and

5-fl uoro- 2- net hyl - benzenesul fonyl chloride (0.1 12 Q)
as a white solid (172 ng). Ms (ESI ): 375.2 ([MH ).

Examyh@pka7: 5-Fluoro-N-[6-(2-fluoro-phenyl)- yndm 2- yl]] -2- methyl-

| fl henyl d | t hyl
oSSR, oo fyom )oY eyl ety

6- (2- Fl uor o- phenyl yridin-2-ylamne This materi al
vvas Toisxraateréad W@holaﬁaqrcggyn%%szamrée BEom6(3-flgorephenyl)-pyridin-2-
A aiitin 0. 104) @D PAIb £5- D énefHY1-Bénzepjesalfuthyl chloride (0.12 g) as an off-white

2f| 7 g) as an off-white

sol i §P{@H§§8¥w§’%ﬁg %@ﬁ)"@ Hido 5 (NHY). Step B]:
S-Chloro-N-f -~-fluoro-phenyO pyridnt-y

p~- et hyl - benzenesul f onarni de This material was

obtained in analogy to exanple 1 from

6- ( Exhinplerd8- phenGhlprapd-methyhNL6-(@t tifthoremethyl phgnyl) apyeidin-2-yl)-

3- CheRfResuiBRidmM: - benzenesul fonyl chloride (0.132 g)
as a Iightyellow solid (0.135 g). Ms (ESI' ) : 375.2

o5 Friig b nY 2 TRISer st BReoky i M. 11 12 et hyi
e L T StTot o cim123s 255 &1 B8R 4 Rmino-o.

6- ( bréhdpﬁr@hrp:ﬁé ) 3ndid (triflnorothethyl) pimnplbofodiclaciy)(0 &8rg) as a yellow
5 fI Q&R)a%grmgydﬂp%ypmﬁql fonyl chloride (0.12 g) as

20 Step B]: 3-Chloro-2-methyl-N-[6-(2-trifluoromethyl-phenyl)-pyridin-2-yl]-

benzenesulfonamide

This material was obtained in analogy to example 1 from 6-(2-trifluoromethyl-phenyl)-
pyridin-2-ylamine (0.1 g), and 3-chloro-2-methyl-benzenesulfonyl chloride (0.086 g) as a
a white solid (0.08 g). MS (ESI'): 425.1 ([M-HJ).

25

Example 49: 5-Fluoro-2-methyl-N-[6-(2-trifluoromethyl-phenyl)-pyridin-2-yl]-

benzenesulfonamide



solid (0.19 g). M5 (ESF): 359.0 ([MH ) . Exanple 48

3-Chloro-2-nethyl -N-[6-(2-trifluoronethyl-phenyl)-pyri
walzoveA373b] - benzenesul fonam de Step A]: PCT/EP2005/010372

6- (2-Trifl uoronet hyl - phenyU¥-pyridi n-2-yl am ne This

materi al was obtained in anal ogy to exanpl e 36 step Al

from 2- Am no-6- bronopyridine ( %oand )

2- (Fhisﬂmrabm%xgqﬂh%yqlwmmam&d 1 §: (@gnflggromsthyl-phenyl)-

yel bAdisQl l4hin® (Bbg)thhd SW&ESIrﬁethﬂ%gnz%nésMﬁﬁyl chiSHi®470.088 g) as an

3 Cﬁﬁn phoﬂs lrﬁle]fh Ownl\slf)'[l%( M% Eglr of"r%gt ln)Hv1 HIllényl ) - pyri

di n-2-yl]- benzenesul fonam de This material was
obtained in analogy to exanple 1 from

% Exaripis btin] ORElG G CHRGT ehehrn) BV TR ¥ SRy, (_0 '

(O b&6engsulfenamide white solid (0.08 g). M5 (ESI )
425.1 ([MH ). Exanple 49:
5- FWHQW&I&W&M&M[lﬁaﬂﬂogyrtb Etanplontesh i (2 phinylpheryy)r pyridin-2-

di Ib? ylan amYn (0, OQ EZ:"% ﬂEQ&a@ngﬁqlﬁq&Pﬂ%h%hhé‘ 0. d@a?j as a white foam (0.127

6- (B)Nﬁﬁﬂsbbﬁ%ﬂ%m@henyl) pyridin-2-ylanine (0.1
% and 5-fl uoro-2-net hyl - benzenesul fonyl chloride

? 088 g) as an anor phous Ilght bromn solid (0.139 g).
MS (ESI " ) : 409.1 ([MH ). npl e 50:

N- [ Bx42plEhl:or o%fﬁe%ﬂ}lowrhe@vh-mﬂ?lpjl U)-g-tdfleerometisbnze

nesytiRpanisamidé S material was obtained in anal ogy to
exarrpl e 1 from 6-(2-chl oro-phenyl)-pyri di n-2- ylam ne

8'3 qgatenaﬁjw%{lﬁ)t%hgdlfﬂgﬁﬁ %’%Efg%ggiféji {{g‘g é]\joqg 'gggnyg pyridin-2-

([ My}aqu)e (Ogﬁgmdez gg_lﬂuoromethyl benzenesulfony chlon e (0.105 g) asan

b [ Gmlo2ptichl behe ygloenylid (opner ighiMs Esy): i 26 ((M-Hyor omet hyl b
enzenesul fonam de This material was obtained in
anal ogy to exanple 1 from
6- (2-chl or o- phenyl ) - pyri di n- 2-
Example 52 3-Chloro-N-[6-(2-methoxy-phenyl)-pyridin-2-yl]-2-methyl-

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

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

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

25 benzenesulfonamide

This material was obtained in analogy to example 1 from 6-(2-methoxy-phenyl)-pyridin-
2-ylamine (0.1 g), and 3-chloro-2-methyl-benzenesulfonyl chloride (0.102 g) as a colorless
oil (0.091 g). MS (ESI'): 387.1 ([M-H]").



ylam ne (0.08 g) and

2-(trifluoronethyl)-benzenesul fonyl chloride (0.105 Q)
w@sooan3amonr phous |ight yeUow solid (0.167 g). WMA/EESDS/010372

): 4 11.0 ([MH ). Exanpl @952

3- Chl oro- N-[ 6- ( 2- met hoxy- phenyl ) - pyri di n-2-yl ] - 2- et hy

| benzenesul fonam de Step Al -

6- ( ZXMepliaRy - pri’éﬁglr’sq'bly[ﬁi(61%9?:%?&}}1%'8*‘%?)?%%%17512-m€thyl-

was bebicabsuéfdndmidanal ogy to exanple 36 step Al from

2- Ami no- 6- bronopyridine (0.75 g) and

2- Mk HOX)Y PR ENFILORL D RiethyREhehyl) DyidB-Dyladtea Crystalline

Vel Lobtsol g to2e oyl (Es%y? B (MH+) . Step B]:

3- - = (2= ¥ - - i di - 2- et hy

bent Syt Aad SRR dn RS A il R

ah a|b@g};0p}@1d@}@(%§ 8 andf4-fpro-2-methyl-phenylboronic acid (0.767 g) as a yellow

6- ( 2ond@toB23 ¥). PIS(ES!)) 203Wr (Mt ) 2-ylamine (0.1 g), and

3-chl oro- 2- net hyl - benzenesul fonyl chloride (0.102 g)

as a colorless oil (0.091 g). Ms (ESI ) : 387.1 ([MH

. Exanpl e 53

)

3- oro- N [.6-(4-f r,0- 2- ret -phenyl ). pyyi,di.n- 2yl ]
e BetSeho ¥ At e ) PR 2ot
6- ( beRtenesufoammide hyl - phenyl ) - py tidin-2-ylanmine This

materi al was obtained in analogy to exanple 36 step A

f10 ?:11”‘26‘ Rt g 'wﬁ?] ofhiaedmyankld e ekdnplb 1 Gbmeti (1-fluoro-2-methyl-phenyl)-
4-f1 uor0- 2- met - [ ' :
Al L S B RS
Bl : white solid (0.097 g). MS (%SI ): 389.0 ([M-HJ").

3-Chl oro-N-[ 6- (4-fl uoro-2-met hyl - phenyl) -pyridi n-2-yl]

- 2-met hyl benzenesul f onani de This material was obtai ned

in analogy to exanple 1 from o
6- ( Examplersd: 2- neFlpto-NH6Er ¢ porgsd-meghivhphenyl) amyridin-2-gll 2-methyl-

dy. BMfendsdfahoh@e2- et hyl - benzenesul fonyl chl ori de
(0.101 g) as a white solid (0.097 g). M5 (ESI ) :

389..0 .([ ML E : e ;
o i B ARI i cmp fym e g gty
- 2- nidy- Brelemdned@ U189 ardhirflaerothimsthyhbesiesriss (yfaéf%‘%[;’f F{ﬂe 3g)asan
i N adoRd Rl (0. 18XGPISEEI )f 378m ([M-H]).

6- (4-fluoro-2-nethyl -phenyl)- pyridin-2-ylamne (0.1
g) and 5-fl uoro-2-nethyl -benzenesul fonyl chloride
(0.103 g) as an

20 Example 55 N-[2,3'|Bipyridinyl-6-yl-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-tributylstannanyl-pyridine (4.787 g), tetrakis(triphenylphosphine)
palladium(0), 0.55 g, in DMF (5 mL) as solvent, by heating the mixture under argon at

25  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").



colorless oil (0.101 g). Ms (ESf): 373.1 ([MH ).
Exanpl e 55
WON2Q08/0375pBi pyri di nyl - 6-yl - 3-chl or o- 2- net hyl - bePzEREB®0$/610372
onami de Step Al: [2,3']Bipydidinyl-6-ylamne This
material was obtained via a Stille type coupling from
2- Am no- 6- br onopy ine (0.75 g)., .
-t oDy N B S e i pesenulonnid
tetraki s(tri phenyl phosphi ne) palladium O, 0.55 g, in
DIVF ThE mdtdrichwasaitainet in ahglogydeexample hisomil 8 IBigymidinid6-ylamine (0.07
arg %3&%9&2%% Bk &umﬁﬂaﬂmd 116r BRs &Fellow solid (5.5
des%I a&gg (?ﬁm §6 egt ep anoelwlgsol ga’t foZe gwsm (5.5 mg).
i/ qj yl am ne by flash chromat ography
%ept ane/ AcCEt 1:4 then nethyl ene chl ori de/ net hanol
95:5) as as an anor phous yeI low solid (0.179 g). M
(ES 172.1 (NH +)
f)xgnylsﬁsyr i b ﬁaprﬂuers/f*’l lé eiflugres? methd whervbemzidin ol
onarbbﬁizena'shlfsnmﬂerl al was obtained in analogy to
exanple 1 from|[2,3"]Bipyridinyl-6-ylamne (0.07 g),
and T%lsqnit%a@wgs SBiRed mkﬂﬁﬂgﬁﬂs%w Néﬂ’@}/froﬁlm QL AiRo-LOnekd-phenyl)-
(% M%?(ﬂlﬁ‘ y 'YIE%%M‘B? égggl 2, 55 dljﬁgz)ro benze(nesulfozlyl chl?(’)rlge R) 105 g) as an

20 5-oDirfgk sdidd 0 RET §- VS-(ESl00i76-2AIMethly| - pheny! ) - pyri di n- 2

-yl ]- benzenesul fonam de This material was obtained in

anal ogy to exanple 1 from

6- (4-fluoro-2-nethyl -phenyl)- pyridin-2-ylamne (0.1

g) @xample37di f |2Dichbaode feGitAdonmPimahylahienid)-poridio3-y)y6-methyl-

as%)r% ?srﬁggmldbd(o 052 g). Ms (ESI ) : 377.2 ([MH

ch e v di o
2 TR et BT heL PR P aaely L RO Aol heny)-
abt giyridab-1- mlaamxmel (04g) el Bk divploco-¢- npqtl@fhbenzenesulfonyl chlonde (0.128 g) as

6- (Aa»fzﬂdéQBIQi%lﬁﬁ‘ghﬂsﬂbﬁﬁxiz)ﬂ[ww]gh n-2-yl amne (0.1
Q) d|c | or o- 6- net hyl - benzenesul f onyl chl ori de

(0. 128 g) as a white solid (0.1 18 g). Ms (ESI ):
422.9 ([MH ).

Example 58: 3,4-Dichloro-N-[6-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl}-

benzenesulfonamide

20 This material was obtained in analogy to example 1 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-chloro-2-methyl-
benzenesulfonyl chloride (0.495 g) as a purple crystalline solid (0.38 g). MS (ESI'): 311.0
(IM-HJ).



Exanpl e 58:
3,4-Dichloro-N-[6-(4-fluoro-2-nethyl-phenyl)-pyridin-2
wo ylopo3senzenesul fonam de This material was obpei/REIH05/010372

anal ogy to exanple 1 from 51
6- (4-fluoro-2-nethyl -phenyl)- pyridin-2-ylamne (0.1

g) and 3, 4-di chl oro-benzenesul fonyl chloride (0.121 Q)

as &xAple&0sol iQﬂPl‘(eGYll"S?ﬁé 1c aﬁ}’é(gﬁél[h‘)xy':l’mé’é‘f %)Yl?ﬂw

). Exanpl e 59:

3- Cihomaatédial Ganadttdined)in pyalogyita sxamply L fommst hgthotyepyz giredylamine

| f on@ns ghesndBipheAlaedulfahyl WRASH@N031 ) 86k WRiteW0BH QUM d)OMS (ESI'): 339.0

exaz&llgﬁlb from 6- et hoxy-pyridin-2-ylam ne (0.25 g,

Ber i ;, J. Amer. Chem Soc, 69, 1947, 1147) and

35- chl or o- 2- met hyl benzenesul fonyl chloride (0.495 g) as

a purple crystalline solid (0.38 g). Ms (ESI ) : 3

11.0 ([ M ). Exanpl e _60: BRi phenyl -4-sul fonj ¢ .acid .

(6- rﬁéernalf?]-“pyr isdﬁH‘-"?ZISJ/ﬁ?'-“}fﬁ?"d%' i 38l grpeihylipgazenesulfonamide

obtained in analogy to exanple 1 from o '

6- mathisowateniny waglhhtaiged inanilogy to @xample) framcs-methoxy-pyridin-2-ylamine

?iOp ?.Qy %)‘Aﬂ%uﬂl\fog&)élm&mmfe}x%ﬁis[ﬁ&%“l ﬂ%loﬁdéex (@.4\?)1@} 5s€6& fé@tﬂydalline solid
. : . : : ampl e :

5- Fl(ﬁ'égé)-' R’I{\é(ﬁggﬁe%??)o&gwgé??dl n-2-yl)-2-met hyl - benzenesu

| fonam de This material was obtained in analogy to

ékxanpl e 1 from 6-net hoxy-pyridin-2-ylam ne (0.25 g)

and 5-fl uoro-2-nethyl - benzenesul fonyl chloride (0.45

g) SExamplesd: Cr ySiphkHaldne-2ssalfonic ¢Ad GBmgthoxivByridii2-yl)-amide

295.1 ([MH ) . Exanple 62: Naphthal ene-2-sul fonic .

aci dlHiEmatetiA owyolpginediinranglogy tp-sgrile | FRMSS-athaky-gITidipyg-ylamine

obt &b Qgg) Al rﬁBﬁﬂthgNe-ﬁ-‘é’ulﬁ?ﬁ?m&idl (6.59dNas a light red waxy solid (0.5 g). MS

6- met ho gkgyrldln-Z-ylan1ne (0.25 g) and

napHERR) 8K dMsHi9-onyl chloride (0.49 g) as a |ight

red waxy solid (0.5 g). Ms (ESI ) : 312.9 ([MH-).

BRanpl e 63: .

3- Chl oro- N- ( 6- et hoxy- pyridi n-2-yl)-2-nethyl| -henzenesul

f ondiimaghple 63$ 3-Chlo¥o-%(6-ethoxy-py¥id2n-2—yl)-2-m¥tk1ylg>enzenesuif%nannde
This material was obtained in analogy to e)ﬁample 1 from 6-ethoxy-pyridin-2-ylamine (0.4
g, Bijlsma, Recl. Trav. Chim. Pays-Bas, 75, 1956, 1187) and 3-chloro-2-methyl-
benzenesulfonyl chloride (0.7 g) as a light brown crystalline solid (0.6 g). MS (ESI): 325.1

20 ([M-HJ).

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-sulfonyl chloride (0.74 g) as a light brown viscous oil (1 g). MS (ESI'):
25 353.1 ((M-HJ"). :

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



This material was obtained in analogy to exanple 1

from 6-ethoxy-pyridin-2-ylamne (0.4 g, Bijlsm, Reel.
wdae@e/03B@hi m Pays-Bas, 75, 1956, 1187) and PCT/EP2005/010372

3-chl oro- 2- met hyl benzenesulstonyl chloride (0.7 g) as a

l'ight brown crystalline solid (0.6 g). M5 (ESI ) :

325.1 ([MH -). Exanple 64: Biphenyl-4-sulfonic acid

( 6- Ehismeteriplwasabtaird yi ynatagy teexnipls Ifegre fiethoxyvggridin-2-ylamine (0.4

Obt Eg%ﬁ%abmhﬁaﬁL?Wfohﬂ BWAAP (€7 &) & E\‘H@l\t brown crystalline solid (0.7 g). MS

Y., 2-ylamne (0.4 g) and
blp §329¥§®?ﬁgd chloride (0.74 g) as a light brown

viscous oil ( 1 g). Ms (ESI ): 353.1 ([MH-). Exanple
65: Napht hal ene- 2-sul foni c acid

St Grar £ a1 Uyt BB -prie-2 1) -methy

6- ebbreyesplfonathide- 2- yl am ne (0. 4 g) and napht hal ene-
2-sul fonyl chloride (0.7 g) as a light brown

ggﬁ%?lél] :i6E@Eﬁ?ﬂsﬁlﬁnﬁopy?idmi-yh@lil{eEsr) p0327.2 ([MH )
3- Cgl Ohi OO-%F-IS 0| hYclu?ej 8@%¥Ln<§’%mu§’r{ O et alatg(d@é Enggﬁésolved in

enesu Onamr8m0%¥
6- EDMA dQintlastjirednay rRiT PRH20h $ndesypssguently at 60°C for further 20 h to complete
% Afﬂer}@acﬁmbﬁ&[iﬂlﬂygr tb B{PLE ahBly8S ']Q))e naRdrewdichientrated in vacuo,

g: h?)? é\hl %%&Ne}grg gcég aﬁ)d eth fa églélgrt%? )}Ja&t%ggﬂforg}r)lc layer

f ur dhied 020NRSOs fiisieg l26¢ evapﬁeteriéasw Breiceehdiugny pyridin-2-
HPL Qaiidl ¥ BEcivn olN@.615) ¥iatives wed digatlg Bithe adxe Ebattﬁbn\/s&fpuo
partitioned between AcOEt and water, the |ayers were
separated and the organic |ayer dr|ed over Na2SC ,
filtered and evaporated to give to give

6 °} P%ltB?V\A\L ?%él- é‘g{ly@ ?'ﬁ‘ltl%??eﬂﬁ gx quOea g%etlgl lbeézenesulfonamlde

Ste B :
N- [ Gh(szo@mpmdowq@wéﬁy}e)hrpwamv e xaipple-lrqm Grsthylsolfat pyridin-2-
- be'?l?aﬂﬂu@es(mﬁl @nand slehibhy-3- neeoligd deindnesalsonybihddrived0.7 g) as a light brown

anaI ogélus()g &ngse(Eéld)f LA @Mef_lﬁ}yl sul fanyl - pyri di n- 2-

3-ch|oro 2- et hyl - benzenesul fonyl chloride (0.7 g) as
a light brown

20 Example 67: Biphenyl-4-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide

. This material was obtained in analogy to example 1 from 6-ethylsulfanyl-pyridin-2-
ylamine (0.44 g) and biphenyl-4-sulfonyl chloride (0.78 g) as a light brown viscous oil
(0.53 g). MS (ESI'): 369.0 ((M-H]").

25 Example 68: Naphthalene-2-sulfonic acid (6-ethylsulfanyl-pyridin-2-yl)-amide

This material was obtained in analogy to example 1 from 6-ethylsulfanyl-pyridin-2-
ylamine (0.44 g) and naphthalene-2-sulfonyl chloride (0.7 g) as a light brown viscous oil (1
g). MS (ESI): 342.9 ([M-H]").



viscous oil (0.7 g). MsS (ESI ): 341.1 ([MH ).
Exanpl e 67: Bi phenyl-4-sul fonic acid
w@ Beoenbnsbsul f anyl - pyri di n-2-yl)-am de This mat BCT/BP200&610372
obtained in analogy to exadple 1 from
6- et hyl sul f anyl - pyridin 2- ylamne (0.44 g) and
bi phenyl - 4- sulfon chloride (0.78 g) as a light brown
vi s Esempleit?: (0.N5@ g'p.lengfg s(l.@gpc acid ( sylfonylHyridin-2-yl)-amide
Exanpl e 68: Napht hal ene-2-sul fonic aC|d
(6- G“Iekbjdtﬁ)ulof Adphthajeyie2ckiutforde ydid (erhgaulfigl pyriaines-yIdamides(0.15 g,

obt g L 8to E01 EXPIANE) vhastfedh or _
ﬁ&ﬁl g B3 @m}’ S OpW se at %T with 3
nap ﬁb%w%wﬁﬂf?%%ld hiS R infemi Rl » e fojiih at RT. The
b5 O\khtish %ﬁﬁu&: vadswaghed with.dilived @&Sou) NazCG)f}Hn&wét[eMHdh dried over

( 6 % eﬁl d MQU F}J’& %F?h%r&{(i)u Qo ;ﬁ.\éi"i’ig\él oilas{n chroma}ography
n apmqlwapé/ﬁg)@ b |tp 8IVE eapg\glp ne- -sulfomc acid ( 6 (6-ethanesulfonyl-pyridin-2-yl)-

( 6- ahlidd 8 ulwhae fdanpis inth) MR ¢BAl):-3ape de(H):)15 g, product

of exanple 68) in CH2C (20 nL) was treated dropw se at
RT with 3- chl oroperoxybenzoic acid acid (0.15 g) in 5
nm_.CH2Cl 2) and stirred for 2 h at RT. The reation

1 Xture h yeaus  Na2 d
R gl or LGMaths Ml e AR G AR 2 91
evapenzeneslfomimide esi due was purifi ed by fI ash
chromat ogr aphy (toluene/EtQAc 1:1) to give
naplisidpad e niecAmitlof pridin-agl)chepaned-bmnesul f onyl - py
tidin-2-yl)- amde as a white foam (60 ng). M5 (ESI ):

- 375.2 g n
3. Ch1|1 1(£,§<;'_I|lexzrﬁetﬁ§l ﬁlet?'n (}Ql)a(ox_dme%tyl l_ils‘lailane (1g, Eélgze%h:lrdt J. Chem.
ben20fd<smF gﬂgmu&e Eep? AT ran argon at osB are fnl ( L) was cooled
I15 ( Go Arti-Qandyredtali dropwiyd gt AT with 29mé of a 1.6 M solution of N-

;| lJun?ht?i jum Wi‘ﬁ%@éf‘ p%n&@oifﬂ ik sdtvidndiddsirrdd ) h 6k -3bdC, N-

azane

om0 43 wwgﬁedawdéﬁjwwmﬁﬂf@q oo R ff was then
n) twasdeddl €5 N HCLZﬁ]i@hand (6.8 ¢ s shd dtispifos 80 minut@@EORT. The

Wi t r}n&tlg«?wgg-ﬁ)fore% itoQvatdr 2t elx‘w}@n afd Msdedd Wikt REdBDthat 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).

25 Step B): 3-Chloro-2-methy1~N-[6-(2-oxo-pentyl)-pyridin-Z-yl]-benzenesulfonamide

1-(6-Amino-pyridin-2-yl)-pentan-2-one (0.15 g) in CH,Cl, (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 separated, and the organic layer twice extracted with AcOEt.

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



i n hexane over a period of 1 h. The solution was

stirred 1 h at -200C, Noutyronitrile (0.301 g) was
waeomedsmod the m xture was all owed to warm to FII/EP1005/010372

was then treated with 1.255N HCL in nmethanol (6.34 m)

and stirred for 30 m'nutes at RT. The m xture was

oored int ter vvat d cted with
o ObEnERest IR Emipe) Gy i fl tlﬁ?bﬂ% % fﬁé&terb% qghs an
t 0 phoBhout bff-sdite ebhlﬂkéﬂﬁg}aMB @Sk aﬁ‘l&adM Wce with
AcCEt. The | ayers were separated, the organic |ayer
dri aglisQyREridNa drol‘;sla'(l foecﬁ@@esﬁmpr%uaﬁ Qs f&ll&ﬂlmgozoghg/ &8f above material
ly-e| |1IbUA92n61g1?ol o w&s) tria w1%a(g633§1é]§2w9 \%%ga?nﬁgqnd heated to reflux
paur ifér 1%k |Tdm miixtutehvens pexitioseddptwavB water ynd AZOERandivhg aqueous layer
St eQd Blied to pH?7. The layers were separated, the or anic layer drled over NaZSO4, filtered

A AT T e A

(0. bSnzgynesulﬁo@Hﬁ@I (22 @) adan mwrmhoelahédyaﬂomhanﬁ (ESI'): 365.0 ([M
4- digpst hyl am nopyri di ne (0. 103 g),
3-chl'or o- 2- met hyl - benzenesul fonyl chloride (0.208 g)
d stirred at RT for 16 h. The m xture was
g rtitioned between cold diluted aqueous HO and
AcCEt, the layers were separated, . and the or

| ay Exampledd extzrﬁc(tBéﬂ‘ert"hS“;KEEﬂ?mm? @YHYRS )ﬂganl ﬁtjgﬁ'f -geetamide

| ayers were dried over Na2SO4, filtered and
evadopat]ed|(6- (Righentlesdheylieiotperiding-jlkedetic add by flash
chromat ography (heptane/ Et OAc 1:1) the vinyl sulfonate

3- chg; eﬁ 124- HEfohbé'amBQ&Z&ﬂﬁﬂighﬁ&ﬂﬁcyl}i@mme (05 g product of example 5)

I -[1-],6- 3 hi [
n- 2 4p Tr ? 3%1 :rzlerae ?{Ii: ingsScté e8 g@‘& %Qi)treQYed d%pwme at -
amor2ko mthdfﬁf‘lm\lhi) a2 Maplugion Qfﬂlthlg)n dlwﬁpr@eé@m ei52 8

q Nh*ﬂp/heptﬂre&ymah%b emulmsrhlayaméryﬁmnhed t hat 2e%d ; edled to -

pr o ri wa
e E R
rret Heryektitamgd hm@w&u@drﬁemw HCdpnd AgOH;. Thefeyernweresegarated, the
S dd@édus la'yé}rbﬁda@&it\d&@ﬂmwa’lc%t aRecofttikeld oaguidictii@rs dried over Na2804,

955 g AT B e L A2 i
fil tlghedlloaw guxg\(@t,}ﬂﬂ gltthad wapusgfl without further purificatiation in the next step.

3-chl oro-2-nmet hyl - N-[ 6- ( 2- oxo- pentyl ) -pyridin-2-yl]-

Step B]: 2-[6-(Biphenyl-4-sulfonylamino)-pyridin-2-yl]-N,N-diethyl-acetamide

[6-(Biphenyl-4-sulfonylamino)-pyridin-2-yl]-acetic acid (0.35 g) in acetonitrile (5 mL)

25  was treated at RT with N,N-ethyldiisopropylamine (0.16 mL), benzotriazol-1-
yloxytris(dimethylamino)phosphonium hexafluorophosphate (BOP, 0.252 g) then
diethylamine (0.05 mL), and the mixture was stirred at RT for 16 h. It was then partitioned
between cold diluted aqueous HCl and AcOEt, the layers were separated, the organic layer
dried over Na,SOy, filtered and evaporated. The residue was purified by flash

30 chromatography (heptane/EtOAc 1:1) to give 2-[6-(biphenyl-4-sulfonylamino)-pyridin-2-
yl)-N,N-diethyl-acetamide as a yellow solid (0.168 g). MS (ESI'): 422.2 ([M-H]").



benzenesul fonam de (12 ng) as an anoprphous |i ght
yellow solid. Ms (ESI ): 365.0 ([MH ). Exanple 71:
w@2(06/0§Bophenyl - 4- sul f onyl am no) - pyri di n- 2- yl | pdg/BPDE010372
hyl - acetam de Step A]: 55
[ 6- (Bi phenyl - 4-sul fonyl arni no) - pyridi n-2-yl]-acetic
aci d Bi phenyl -4-sulfonic acid
(6-nmethyl -pyridin-2-yl)-amde (0.5 g, product of
exanpl e 5) under an argon atnosphere in THF (5 nlL) was
cooEganple 72:200 Biphedylt 4-sdfosis adidd¢r i -gwrpliolin-4£1 @ xa-dthyl)-pyridin-2-
1. 54 Emi@ a 2 Msolution of Iithiumdiisopropylam de
i n THF/ hept ane/ et hyl benzene (Fl uka). The sol ution was
stirred h,at 200G . cqol ed t .
©r e B M Rt in sARRAE0 elabple 26 Ao I fbigheny1-o
al | eviéaylemingarmyidie-Ryl](aceticayid (B 46 2)i BOBAGE Heleen
di | ¢ioRiipesHtmihio. BNREL)AGEhorhdlne: (0BYEE)Sas WEER: brown solid (67 mg).
se@{isa&sﬂ)_é@? 4l gus | ayer extracted twice with
Ac ) e COﬁgl ned‘organi c |layers dried over Na2SO4,
filtered and evaporated to give
[ 6- (bi phenyl - 4-sul f onyl am no) - pyridin-2-yl] -acetic
acid as light yellow gum (0.779 g) that was used
Wi t [Esarhple @3:t her(693+Chidre-dtimethyldenienesulfenylaminod ppidin St ydlacetic acid

B lest
2-[ ér-le{hEﬁ f)shgnyl -4-sul fonyl am no)-pyridin-2-yl]-N, N-di et

hyl -acet.am de . e N

[ 6- e ippbﬂeﬂl?fg'ﬂglé’aﬁ’ )?"ghnyF_gl 'a_ﬁ%tjc-af)l)iir'?eéll])?ll-e ¥V -acetic
acid (0.35 g) in acetonitrile (5 rrb) ,g{/ﬁstreatedéat RT
wi t BN A aterrmethdopieopshanmmidin & Y elitpgane (1.7g) under an argon

benzehssphzre in THF yloaxk) wiss§dednet-yCanil me) o dsphize au30°C with 6.73

hex r . - : ' ' luka).

LTy S Lot e e

1 s selpeen wasrstired bRak-Bde tooT P theadreagtubign access o

HCO  dpide AbOhtixtuteeas hBiyresdso werme L@ aaral theh quehéehed mgthniiftuoro-acetic

layer idgﬁﬂgl)‘é’}{cﬂ oeh Eb%i fvééubeﬂﬁqe@m VX BREK 8 BOMeGR8nd added

resi‘dd was purl‘(%l eof by P as,g rormgt,o% athY o .

( he@w;egpm@ugqqﬁt{n@nﬁic{ﬂ@n e (9.77 mL) in MeOH (30 ml) at 0°C. The reaction

2- [ GnifchirRenién Keated Ikd eeftyk forr 2 hojooley td RIT andeoncentrated in vacuo. The
1-.N. [ |- j . | ' 68 |

%}é (r é%egvaggg%{lgomeﬁﬁge'g galﬁgsgdlbﬁl%% I\%ﬁ‘lé@i drid ABDELGR: 9))e‘rs were

Bi preerpyateds the Argas layeg drigd over Na,SOy, filtered, evaporated and the residue

[ 6- (parified B)ddsh Bhrémptogtapbx theptahg/IAFOPYT.1)db giv {6-amino-pyridin-2-yl)-

acetic acid methyl ester as a crystalline off-white solid (0.429 g). MS (EI): 166.0 (M*).

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

ester

This material was obtained in analogy to example 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]").
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yl] -am de This material was obtained in analogy to
exanple 7 1 Step B] from|[6-(biphenyl -

WG 0bosmsban no) - pyri din-2-yl]-acetic acid (0. IBCOEP20B£1 0372
(0.23 g), N Nethyldiisopropylamne (0.15 nL) and
norholine (0.042 g) as a light brown solid (67 ng). M

(ES 36.2 ([M
o~ Ekireple giio- o IAET FipPH b RN DR i A ylacetic acd
yl]nmlaﬂeateram d nethyl ester Step Al:
(6 Am no- pyridin-2-yl)-acetic acid nethyl ester
3 ngihlsgn&oterlal was obtamedtm analogy to gxam ple 1 from (6 ammo pyridin-2-yl)-acetic
X ridin
o aﬂﬁg}et“a#saefééﬁs n?é R R b o P oy o ass
to ligiodorwmgum zﬂav@dlv@r M@é 0A{M-HODC wi th 6. 73 nlLof
a 2 Msolution of lithiumdiisopropylamde in
THF/ hept ane/ et hyl benzene (Fl uka). The sol ution was
stirred 1 h at -200C, cooled to -700C and then treated
wi t ExamplaZg:ess NoN-Diethyl-2-¢6-(4Hflgoro-kiphenyl-daslfclylamird -fgyoidin-2-yl]-
war @4 fnfA@C and then quenched with trifluoro-acetic
aci d(0.57 m) and concentrated in vacuo. The resi due

o - Stpony AT R aR- AR RSP fub 2o R o

The reaction m xture was then heated to refluxflfl §,4
RO dbisimerteriah wrerobipedds rededyita M RlG Waspyd. frommé -fhuese-aipbenyl-4-
was splgrid iclcb(rﬁedetbﬁtpwém agliraoide (415/gupedudialite®pind), 1.46 mL ofa

AC G%t 11 l'pl?m ﬁa%)%@pym‘l: gei s%ﬁf?% al edg/ hteptg égggﬁﬁeieayrﬁlrdry ice to give

ter e ev apo
r esiléhid- fb:@rq bipbenyhg-spifenylming ) opvaidey -4 wet(cwél&taaﬁeg}lm (0.69 g) that

Ac Okfas hsed withoutfumtBer(porification-ipthe inelxtisted- yl ) - acetic acid
met hyl ester as a crystalline off-white solid (0.429

3. M5 (El): 166.0 (Mr). Step B]:
?6-(3- Chl or o- 2- net hyl - benzenesul f onyl am no) - pyri di n- 2-

yll S_te%clﬁ? il\f,:l\lfﬁ!etﬂyl@[éjw ﬂgdc’rtoeblphenyl 4-sulfonylamino)-pyridin-2-yl]-acetamide

This material was obtained in analogy to example 71 step B] from [6-(4'-fluoro-biphenyl-

4-sulfonylamino)-pyridin-2-yl]-acetic acid (0.2 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-yl]-amide

This material was obtained in analogy to example 71 step B] from [6-(4'-fluoro-biphenyl-
25 4-sulfonylamino)-pyridin-2-yl]-acetic acid (0.2 g), BOP (0.137 g), N,N-

ethyldiisopropylamine (0.067 mL), and morpholine (0.02 mL) as an off-white solid (0.114

g). MS (ESI'): 454.2 ([M-H]").



This material was obtained in analogy to exanple 1
from (6-am no-pyridin-2-yl)-acetic acid nmethyl ester

w@ 2008637391 and 3- chl or o- 2- net hyl - benzenesul f onyPCT/EP2005/010372
chloride (0.223 g) as a light browmn gum (14 ng). M5
(ESr): 353.1 ([MH ). Exan'ple 74:

[ 6- (5- Fl uor o- 2- thyI nesul f Qpyl am no) - py!
yl | Examele ¢7:aci & Frét‘ h@}?orégi‘&‘“ é'ﬁ}??ﬁt'léﬂ ? 2 Yl] N (2-
obt meﬂﬁdwemyarmétm;deto exanple 1 from

(6-am no-pyridin-2-yl)-acetic acid nmethyl ester (0.15
g) ahu natqrialigasobrainadtin gnalegy iy enewld Hlotep|Bl &temol6i (defluoro-biphenyl-

337 fo&)ylafaﬁn@) pyri- z@ﬂoawlcgum(ﬁztg BOR (0Meo fERIN

N m%vléfwrom apane(E@‘O‘*fnr c?ﬁ’&zo‘i"ﬁtll?éﬂﬂﬁhﬂi‘mé'i‘q 0104 ) ahdhgyporphous
- pyllgldlblawan yolii-(0.a478p)aniSdesISt ep. 2 M-H]).

[ 6- (4" - Fl uor o- bi phenyl - 4-sul f onyl am no) - pyridin-2-yl]-
acetic acid This material was obtained in anal ogy to
exanple 7 1 step Al from4'-fl uoro-bi phenyl -

sul EQithple 28:1 d (26[61'(?Idl‘|}’dronyﬁé@yl%&zéﬂeadﬁﬂlm%%&n -2-yl]-N,N-
progBE of exrrplel?) 1.46 nL of a 2 [ithium

dii && Sle sol ution in THF/ hept ane/ et hyl benzene,

and dry |ce to gi ve

1%5- StepAl dontert- BP}?ﬁEﬁshonﬂal§m°f%5¢Phﬁ1YHoaf€tr§)ﬁFidd| n-2-yl |
-acetic acid as a gum (0.69 g) that was used w t hout

f ur (rdetiplipyfidio 2t ¥l prarbamit had reetcbutglester (194 gpPiB},:J. Med. Chem., 43,

N, r'\'l'z%(?tzg)" ?rgaggﬂ Bn atdlaggﬁaemwgﬁol QAo Ahd reated
g%m Wlfte@ 5;5 L ot 3, ﬁ'lmo q:tlroarg?llthlum dusopropgf]lamlcie in

[ 6- (THFJtﬁdpwme,tatHylbpdmng/dPluM} Fht $cdurydnawnds ntiredol/hn atd2pPC2eopldd to -70°C
kf"w%h%ﬁ] g?ﬂegteé Q’ltg llglccesggo QeelBile Hixture was allowed to warm to 10°C and

M ORI I
440 la&en(cﬂerH]ver)NaﬁQﬁﬁMr&i F6aporated and the residue was purified by flash
[ 5- (c Y% pé) Pﬁlmfb ﬁ}dl{( grlg%% alq{e%btamed materlal was triturated with

- anicten the crystallm_e SOll obtamed was ﬁlj]t}éred off%¥ SUCthI'l and ark ed] in vacuo to give
20 (6-tert-butoxycarbonylamino-pyridin-2-yl)-acetic acid as an off-white solid (0.3 g). MS

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

Step B]: (6-Diethylcarbamoylmethyl-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 C]: 2-(6-Amino-pyridin-2-yl)-N,N-diethyl-acetamide



This material was obtained Ln analogy to exanple 7 1
step B] from[6-(4"'-fluoro-biphenyl -
wdl2®abssoy | am no) - pyridin-2-yl] -acetic acid (BCRERH0H5/010372
BOP (0.137 g), N, Nethyl dii $®propylam ne (0.067 nlL),
and nDrphoIine (0.02 nL) as an off-white solid (0.114
E | 454, 2 ([
> [é6 Pigth Y% ERS‘F‘IS’YBFC,S‘% Zs’%” F"’dﬁ%‘ﬁﬁf‘a&“ by} egien (032 g)jin CH.Cl
] - N((02mLywess vextyd et K/ vjth tr&hlet‘ﬁmedeac'fm((liﬁ mh} @rdi thé sob@®n was stirred
Obt L{q%q] il m%&axnt@ &wmé fcdrdingdh apaﬁ]l ysts! M e

uoro-b 4-'sul f onyl @am no) yr|
acél[l(mf’ é%warn(@ 1((1*{5d Stg/ea) aqueous uted KHCO; and AcOEt, the

M Néxybry bvdielsq:&pdta:pyﬂeaﬂgm& 1§@r Bdeddvir NaS@,, filtered, evaporated to give 2-

c agén Q@gﬁﬁ%@@xg% &\pdl%yquc}taﬁ‘?deqmﬁgg)raggqﬁgft )Jefk?Jf';ohd that was

M5' (ESI 444
H’ﬁF ypged in the nextsep

2 [ 6- (3- Chl or o- 2- et hyl - benzenesul f onyl am no) - pyri di n-
2-yl]1-N, Ndi et hyl - acetam de Step A]:
(6-tert-Butoxycarbonyl am no-pyridin-2-yl)-acetic acid
(6- M% hml -2PE (3 Kl0 3= Y Inethy Rb e esul foalldmire) tpyHdinyd-ylp ot Erdiethyl-
Sﬁl e Pitts, J. Med. Chem, 43, 2000, 27) under an

g8f ﬁ%sphere in THE (40 nl) was cool ed to -200C
and treated dropwi se at -200C with f_a2l\/é,
col (Thisematsgial e SPIAiRSCP |a§%?ﬁydf>§’faéﬂﬂled]efr?‘ﬁ 2-(6-amino-pyridin-2-yl)-N,N-
THF/dRetpt-aceedntitin §0.0Tey) 2ed12-clilbtadk-ajethyFhenzemdsulfanyhchbgle (0.084 g) as a

stl rh%ﬁtﬂ,eﬂmpfo% (439%@\43:@@[ £dof (M B9 and then treated

access 0 The m xture was allowed to
vvarmto 100C and partitioned between aqueous | N HC
and AcCEt, the layers were separated, the organic
| ayer dri ed over Na2SO4, filtered, evaporated and the
iesiEderepd® pur-6r@d- lBhyhlf’rOa%fH’Z@WP‘éf?a lamiing)tpyridin-2-yl]-N,N-diethyl-
(Me@KdifhiaeU 0-15% . The obtai ned naterial was
triturated with ether, the crystalline solid obtained

nas 'Ifhllslntlaggr aquQI (gbt@}{ecfs 911:1519 t@@gangf 1 ?f}lofnrﬁ (\6%“901 %&hvze 1)-

gg- @ﬁtw@cﬁ%ga(g(gfgr%r Gct@ §>5a¥nrpkys78 step (y] and’jl 3C§ c%lo%: I d

benzenesulfonyl chloride (0.091 g) as an amorphous yellow solid (41 mg). MS (ESI'): 414.1
20 ([M-H}).

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

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

25 This material was obtained in analogy to example 78 step A] from (5-bromo-6-methyl-
pyridin-2-yl)-carbamic acid tert-butyl ester, 4.3 g - prepared from 6-methyl-pyridin-2-yl)-
carbamic acid tert-butyl ester, example 78 step 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.



(ESI ) : 251.1 ([MH-). Step B]:
(6- D et hyl car banoyl net hyl - pyri di n-2-yl)-carbam c acid

wo enob/okmsoyl ester This material was obtai ned | PCERP100gY10372
to exanple 7 1 step B] fromy
(6-tertbutoxycarbonyl am no- pyridin-2-yl)-acetic acid
(0.298 g), BOP (0.575 g), N, Nethyldiisopropylam ne
(0.42 nmL), and diethylamne (0.14 nL) as a yell ow gum
(0.202 g). Ms (ESI): 308.3 (MH) . Step (:
2- ( BteprB) N (5~ Pyoiniad 6 diethyyda)baoNndkited-pydidiacet] prarbiefic acid tert-butyl ester
- D et hyl car baj noyl r net hyl - pyri di n*-yO car bam ¢ aci d
tertnlﬂ%?xénamseébtme@mqm t%%glelﬁk s@-p)B ViR E9-63hR%- tert-

W t uoro t c aci d
sol &Pr%ﬁc%émm BHK?%? 11)-as €8 a5ick 86 %ﬁ)e%ngg“??“oﬁ Mk
cH nptkstdasmammlng(mm mL)carahhéty)darsmeT@l@ miLX 4starlghwerewn solid (0.67

al | oyvads d@ é(rjg 1gtPOC and partitioned between
aqueous | ‘ut KHCO 3 and AcCEt, the | ayers were

separated, the organic |ayer dri ed over Na2SO4,

filtered, evaporated to give 2-

(6- amnoprldln 2-yl)-N, N-di et hyl - acetamdeg

as Piht @@wﬂw%asbamoulrrteﬂy’c SRS Py adint g ylirsaBamis a?ﬁéert -butyl
nextestgt ep. Step D :

2-[6-(3-Chl oro- 2- net hyl - benzenesul f onyl am no) - pyri di n-

2! L"BNMNE) Qi (ﬁ&hiltaqggﬁ%gﬁylWlam':rﬁs'l@fchl%lam‘ﬂ@a%ldqprtt-%h%gter (0.116 g

In ana 0g
2- (G0 AP AR T PRt R ith el qubpp P 124 6)
g) aeachkd{wiphorytphdsphixteh pillabimnd @) 2% migf amd/ringthydiraropane (38 mg) and

gg 4qgél’1 l?lnte@ ?ﬂlﬂ( 8752 ¥ et cduRAMs (Bdied B RT, MRedeERNd the filter cake

4- Dlvl?ﬁll‘eélr"‘dt}b‘%cr% ﬁ?ﬁ%ﬁ?’f”&fﬁf‘ﬁ‘-&;miﬁé ?n vacuo, the residue purified by flash
tub dichraZnabgdraptiyNhefitatehydOfie 4 aori :4exo Bivie$6-dictheytcaelamaglsnethyl-5-methyl-

Obt gjyﬂﬁﬁ# 4. o) Q%gﬂﬁyacfd%r? )Bﬁ&pésﬁer @-37frﬁ§§rﬁs a colorless gur?.oM% g]ESI): 322.4

am no-pyridi n-2-yl) Ndi et hyl - acetam d
det of exanpl e 78 step Cl) and
3 4- dlchlorobenzenesulfonyl chloride (0.091 g) as an
anor phous yellow solid (41 ng). Ms (ESI ) : 414.1

([MH ).
Step D]: 2-(6-Amino-3-methyl-pyridin-2-y1)-N,N-diethyl-acetamide

20 This material was obtained in analogy to example 78 step C| from (6-
diethylcarbamoylmethyl-5-methyl-pyridin-2-yl)-carbamic acid tert-butyl ester (0.193 and
trifluoro-acetic acid (0.69 mL) in 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-benzenesulfonylamino)-3-methyl-pyridin-2-yl}-N,N-
diethyl-acetamide

This material was obtained in analogy to example 1 from 2-(6-amino-3-méthyl-pyridin-2-
yl)-N,N-diethyl-acetamide (0.066 g) and 3-chloro-2-methyl-benzenesulfonyl chloride
(0.074 g) as an off-white foam (33 mg). MS (ESI'): 408.1 ([M-H]").



Exanpl e 80:
2-[6-(3-Chl oro- 2- net hyl - benzenesul f onyl am no) - 3- net hyl
wo poosioshisor 2- yl'] - N, N-di et hyl -acetam de Step AMCT/EP2005/010372
(3-Bronp-6-tert-butoxycarbetyl am no-pyridin-2-yl)-acet
ic acid This material was obtained in analogy to
exanple 78 step Al from (5-brono-6-nethyl pyri di n-
2-yl)-carbamc acid tert-butyl ester, 4.3 g - prepared
from6-nethyl -pyridin-2-yl)- carbamc acid tert-butyl
est Erampx hpl e 278-(3#dPickprovieazinestfonglanor )\ méthyl-pyridin-2-yl]-
NBSANN B th HSkdgmflePr ocedur e descri bed by Manabu, Chem
Lett. 1995, 614 - 2MIlithiumdiisopropyl am de sol ution
(16.5. nL) and an access of dry ic a.cryst.al i ne -
So T poertl e hatRER Sudie Koty Do erlsi Pospgby-pyridin-2-
pur ivh)iN: Bt diethyli asetaméder{ @66 g)erndt3 o dicklpepbepzenssubfonyl chloride (0.081 g)
(5- BY 91a¥-Ghdé RLAYGS Alghata@st peedy tdpw)i)di n-2-yl ) --carb
amc acid tert-butyl 'ester This material was obtai ned
in anal ogy to exanple 78 step B] from
(3- brono-6-tertbutoxycarbonyl am no-

Py
tidin-2-yl)-acetic acj 0,662 q),, BQR. (0.974 q),
N, I\@E“H?PlﬂﬁizsoppoéﬁVP'z?ﬁlﬂg@ (@)‘.OW%?HI,'PYEHH“%V@%ZW%?‘# ne
( 0. BénzehgsuHenamillé ght brown solid (0.67 g). M5 (ESI):
386.3. (MH +). Step (:
(- E?lhﬁtngmérmwﬁwtaadlumh{auhogﬁrtmalﬁwle PH6indb Am2ng pyridian B&-
m c aci rt-bu .ester
(5. EreongobOebErtrsia pes iR, Ry ZRAram v ey
i ¢ henzdn¢selfenybcitigrided84 & g)(29an white sglifl (0. HiSapk A& (BSE):31L).0 ((M-HJ").
was treated successively at RT with potassium
carbonate (0.124 g), tetrakis(triphenyl phosphine)
pal | adium( O, 35 ng, and trinethyl boroxine (38 ng) and

t he%}ﬁ@h@@: to d?téﬁhMNf(@rm&@oxl;memﬁpmdﬁ.lzg@thaﬁ%oI ed

to ered and the filter cake washe CEt .

The bepzepesuifenafiide concentrat ed in vacuo, the residue

purified by flash chromat ography (lhe tane/ AcOEt 1:1

t o This)m4teriajivaeobtained in analogy to example 1 from 6-methoxymethyl-pyridin-2-

(6- diaglihy @Q)@B bR OB )1 HeteBoch@ !t EBePY30] [598;563) and 3-chloro-2-methyl-

golyl(ﬁgégé o crﬁ}/%i{jeééﬁﬂ {;)g%t %LPﬂ‘?»%ﬁi‘?erqun?’(%.l'E%). /B @sr): 325.1 (M-
H])

20
Example 84: 2,5-Difluoro-N-(6-methoxymethyl-pyridin-2-yl)-benzenesulfonamide

This material was obtained in analogy to example 1 from 6-methoxymethyl-pyridin-2-
ylamine (0.096 g) and 2,4-difluoro-benzenesulfonyl chloride (0.162 g) as an off-white
gum (0.156 g). MS (ESI'): 312.9 ([M-HJ')

25

Example 85: 3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-4-methyl-

benzenesulfonamide



(M#). Step DJ: 2-(6-Am no-3-nethyl-pyridin-2-yl)-N

N-di et hyl -acetam de This material was obtained in
w@nabosfsot o exanple 78 step C from (6- PCT/EP2005/010372

di et hyl car banoyl net hyl - 5- n®t hyl - pyri di n-2-yl ) -carbam c

acid tert-butyl ester (0.193 and trifluoro acetic acid

(0.69 nmL) Iin CH2A 2 (8 nlL) as a 1 ow EO 148 P ). ..

VS %‘Esp)atenzhsgasz)b(aqu)m argtlc@g t(Eﬁxamp el from met oxymethyl-pyridin-2-

2- [ PafhdreQbed ©-ad Gechlvyd-4 beningbessehésalfyiyhohlovdde- (84 neg)haslan off-

- PY [hl @Jrﬂd{ié%&'r\w (8t 5‘%51%@‘%@@ de This material was

obt ai ne ogy to exanple from

2- (6-am no- 3- met hyl - pyri di n- 2-

yl)-N, N-di et hyl -acetam de (0.066 g) and

3-chl oro- 2- net hyl - benzenesul fonyl chloride (0.074 g)
& an off-white foam (33 ng). Ms (ESI ): 408.1 ([MH]
) . Exanpl e 81:

2- [Bxa(xﬁpléls@i C hIN> (6o€ iopz epytraethbxympekigirippeidin@- yipe Sydiflyay 6
dlnbﬂug ? i ethyl -acetani de This material was
obt al ne |n anal ogy to exanple 1 from

2(6 am. nQ

yl) s 'NP[QJ d%?ﬁwg}%‘%@f%%maﬁbgwﬁm gn)d) -2,2-dimethyl-propionamide

3, 4-di chl or o- benzenesul fonyl chloride (0.081 Fé as_an

of f Ny\mr]tlgdrb@amt](l)gfpyn@p -2- %2,@@3]:1e§1y1 lZ]IQBlO!}&I‘(l{dRA.( 48 Papadopoulou,;
an{me@er&%lcl Chem., 32, 1995, 675) in DMF (25 mL) was treated with sodium hydride

en e é{l?‘{ %ﬁ@&(ses%’mf%?fg%@?é‘%y la E Iwgs! t@fn st}/rre)él fér 1rﬁ?£trl%‘llégpo%omethyl

t o eyciopporeng (6.688r8) as aah#dw@mpwﬁ enchsnznyg yas Cﬁ‘é‘t"l*ﬂfﬁé‘l’r%“her L.75h.
(0. qg@re@o:tndﬁ%ﬁﬁﬁlr@was-rﬁﬁﬁtﬂﬁ@&i BQWeen@M a§B&%s KATR); a8 AcOEt, the layers

3-chl or o- | benz nesu chl.or (

R T e R L L ?’MP‘% freanic
Ex atqytre w88 washed with saturated aqueous NaCl and water, dried over Na,;SOj, filtered

3- hh@ re@apN‘ra(t@f TRE l%@mumisfpylhﬁéww filisR cKroytlajog AapAE {Heplah&AZOEL 100%

ene ta
Lo’ Banehl @ N R e met Top R PP s DR Bpionamide
(0. (@884cg) aShmMeW@slsMSJESIHéﬁ%i‘%éc) Chem, 30, 1993,

563) and 3-chl oro-2-net hyl benzenesul f onyl ‘

20 Step Bj: 6-Cyclopropylmethoxymethyl-pyridin-2-ylamine

N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-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 a
light brown liquid. MS (ESI): 179.1 (MH™).

Step C]: N-(6-Cyclopropylmethoxymethyl-pyridin-2-yl)-2,5-difluoro-

benzenesulfonamide



chloride (0.172 g) as an off-white gum (0.158 g). M
(ESI ) : 325.1 ([MH] ) Exanple 84:
wWQ@2@e6M87sbLior o- N- ( 6- met hoxymet hyl - pyri di n- 2- yl ) POBEREBNEE10372
ul fonam de This material w&a3 obtained in analogy to
exanpl e 1 from 6-rnet hoxynet hyl - pyri din-2- ylam ne
(0.096 g) and 2, 4-difl uoro- benzenesulforéyl chl ori de
(0. Top r@ateraéwasmhswedmuaﬂdoauﬁfwdsb rg 6-qygoprogyImethoxymethyl-
312 pPridih M- jHmine X 089g) £0d35 S-difluoro-benzenesulfonyl chloride (0.122 g) as an

enc D B TR SR B N L T vl vy 0

exanple 1 from 6-met hoxymnet hyI pyridin-2- ylam ne
(0.096 g) and 3-chl oro-4-rnethyl - benzenesul f onyl
chloride (0.172 g) as an offwhite gum (0.169 g). M
(ESExmplR2E. 1 (FNrefo-y-(Exethsiamedyl-pyridin-2-yl)-2- methyl-

N ( Gefbntsamsepyideet hoxynmet hyl - pyridin-2-yl)-2,5-difl uo
robenzenesul f onam de Step ‘Al:

N ( 6l'hg‘éyrgatg)rpal %gy MIPLQP&%HEBQ% ePaHﬂlgl o dklzthgx)gne%ﬁwmn 2-

N- ( 61% @)Wﬁﬁi gl S-farp dr methyighepzepesnlfanyl ghipgide (9189 glnsgn light
M dgel{olv @dmgo.1 PP RIABSIUL 809, 1, ([MI-HMet er ocycl . Chem , 32,
1995, 675) in DMF (25 nL) was treated with sodi um

hydride (0.64 g, 60% suspension in oil), the mxture

was then stirred for 1 h at RT, brononethyl

R L

art|t| oned between 2 M agueous KHCO3 and %&e
t he hisyragteriahaieeobsaiped inraaot tﬁéxaae,debﬁgml (GyparneRyide 2ed)-
tw QﬁetH\drfoh Oﬁcéﬁhd fﬂtﬂﬂtﬁﬂﬁibbmdesulf(g@htlﬂorﬁc&)(eﬂS gl ae light brown

washed ?cﬁ%tﬁggégezzgg e% C and water, dried

over’ %ter ted. The resi due was

purifi ed by flash chronat ography (heptane/ AcCOEt 100%

1d 50% to

N- (6-cycl opropyl met hoxynet hyl - pyri di n- yI? 2,2-dinmeth

yl - Fempldani deAdetc 83di6-43,5-diflugra benzengsuifdnylaming) mriflin-2-ylmethyl
- 263.Ztef MVH +). Step B]:

6- Cycl opr opyl net hoxynet hyl - pyri di n-2-yl am ne

This material was obtained as a second product in the preparation of example 88 (during
work-up with AcOEt in the presence of acid) as a red amorphous solid (17 mg). MS (ESI'):
20 341.0 ([M-HJ)

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

This material was obtained in analogy to example 1 from (6-amino-pyridin-2-yl)-
methanol (0.042 g) and naphthalene-2-sulfonyl chloride (0.084 g) as an off-white foam
25 (32 mgg). MS (ESI'): 312.9 ([M-HJ)

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

benzenesulfonamide



N- (6-cycl opropyl nmet hoxymnet hyl - pyri di n-2-yl)-2, 2-di neth
yl - propi onam de (0.884 g) in ethanol (50 nL) was
wo ewanedont RT with 3M aqueous NaOH (5. 62 nl) eCmEP106$1010372
heated at 100 C for 20 h. ke m xture was cooled to
RT, partitioned between water and AcOEt. The | ayers
were separated, the organic |ayer dried over esi um
s uI Ehatn@aterfai escabsainedrin apalegy e &xaEplq hirgméuycl %roa%wthoxymethyl-
lldlﬂfqzoﬂéghmei(mmygrmﬁm%hlbw m;emhyz bydz?mgmrﬁg)chﬁgﬁiego 124 g) as
as al ro + t ep
tgy opr opyqqg#eﬁ% %%bl([Mlﬁ]% »
t| d| n 2 yl) - 2 5-di fl uor obenzenesul fonam deThi s
material was obtained in analogy to exanple 1 from
6- cycl opr opyl met hoxynet hyl pyri di n- 2-ylam ne (0.0899)
and Example 82:f | ud¥-(6-Opalopropdmbthoxyrhethiiiporidine?- (/10}5132@1'(;;; methyl-

as %@néeh&mfom,Qw gum (0.175 g). M5 (ESD: 353.1 ([MH
) Exanple :

5- Fl N- 6- met h dicne 2- vl -
enegﬁ%;"gﬁ%ﬁﬁ H%sn%%?"gg(dymt erggltw{almﬂlg ?r°'¥‘ G)dCY% hgﬁen‘%%eth)’l'
t o @yudiptZeylamine §HDE- g%@ﬂ%ﬂyﬁ@thmeﬂyybmpwgfonyyca}ﬁr %(0.15 g) as

(0. QABfGIhidpdmX0f1s eRMVS @SITEBAY2 ((berggnesul f onyl
chl orlde (0.159 g) as an light yellow gum (0.16 g). M

%(IJE : 309.1 ([MH ) Exanple 88:
5- D|f| uor o- N- ( 6- hydroxyrret hyI pyri di n- 2-yl ) - benzenes

ul f gpam de Thi s ter ed i nal

exarysteple ?rom3( Hg%éﬁuﬂfo ’a?’fyme% g’?&/f@f pi-methyl-
g) axenheﬁcs{&lfdnddudoro benzenesulfonyl chloride (0.17 g)

as an light brown anorphous solid Ms (ESI ): 299.1

(I M‘Sk‘gspz%) B 50048118 85 - béNe b kyenedipil pyridin-2-yl]-2,2-dimethyl-propionamide
|

6 (2, fl uor o- benzenesul f onyl am no) pyridin-2-yl meth

glsntlsenrmt;l—lh J[l Ya girkcﬂn Mﬁg}pt?t %ﬂﬁp?@ﬁ AF@&QW% hydroxymethyl-

LU R T S
anorhmss): soi.1 MELD/ no) . I\/S (ESI ): 341.0 ([MH )

Step B]: 6-(4-Fluoro-benzyloxymethyl)-pyridin-2-ylamine

This material was prepared in analogy to example 86 step B] from N-[6-(4-Fluoro-
benzyloxymethyl)-pyridin-2-yl]-2,2-dimethyl-propionamide (0.825 g) and 3M aqueous
20 NaOH (4.35 mL) as a yellow oil (0.596 g). MS (ESI): 233.1 (MH"). '

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

benzenesulfonamide

This material was prepared in analogy to example 1 from 6-(4-fluoro-benzyloxymethyl)-
pyridin-2-ylamine (0.058 g) and 3-chloro-4-methyl-benzenesulfonyl chloride (0.062 g) as
25 alight yellow gum (0.09 g). MS (ESI'): 419.0. ([M-H]")

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

benzenesulfonamide



Exanpl e 90: Napht hal ene-2-sul fonic acid
(6- hydr oxynet hyl - pyri di n-2-yl)-am de This material was
w@bhioaismsel i n anal ogy to exanple 1 from PCT/EP2005/010372
(6-am no-pyridin-2-yl)- meskanol (0.042 g) and
napht hal ene- 2-sul fonyl chloride (0.084 Q) as an
of f-white fopam (32 g). M5 (ESI ) . 312 ([MH )
Exaﬂib}sgagepa was prepared in ahalogy to examplé 1 from 6- (4 fluoro-benzyloxymethyl)-
3- Chlddin-2NA4{rbine YE0581) afpd/3-okib tvoX yreetyhpenzpyasulfingt dotlde (01062 g) as
ey was obtai ned in
anal ohy TN CRET AR ) 198! PR
6- cydopr opyl net hoxynet hyl pyri di n- 2-ylam ne (0.089 Q)
and 3-chl oro-4-net hyl - benzenesul fonyl chloride (0.124
g) as a light-yellow gum (0.136 g M5 (ESI ): 3649
(§ MErjmple §xanpi2é-Biftuore-N 6 ¢Y-Enogor %w meridin-2 -
t i dipbnzéndshiforandfiilelor o- 2- et hyl benzenesul f onam de This
material was obtained in analogy to exanple 1 from

6 ¢

%‘él@f’aﬁ&ﬁ}’ lvgéeﬁ ng@ﬁqutam{é%ﬁé gg]n'p%en rglln%nh (g%& %ethyl)

g) RETIA- 2o>f14mwm<9@5%@rﬁnéé 51diflgpro- epeslfosyl chlarids (9058 g) asa
([ Mikft yplidex@nmple0783). MS (ESI'): 407.2 ([M-H]")

3-Chl oro-N-[ 6-(4-fluoro-benzyl oxynet hyl ) - py

g din-2-yl]-4-net hyl benzenesul f onami de Step A]:
N-[ 6- (4- Fl uor o- benzyl oxyrrethyl) pyridin-2-yl]-2,2-dine

t hyl nam [ rial wa ned.

ana oy elesart gt P et RIR) g 2o 2 met
t netblegdepsspiferiamide- y| ) -2, 2-di net hyl - (0. 625 g) and

4-fl uorobenzyl brom de as a yellow oil (0.83 g). M

( ESfT}us ndaketial whdplepared iStaegdod]to example 1 from 6-(4-fluoro-benzyloxymethyl)-
i?rﬂhﬁcﬁr mgm%@ %bﬂggg R4 Shud opmemgn b&zxﬁe@m&gl chi¥irRle (057 9) as

LN ana exanpl e step
15 omEbSLT e (0p HE A @,%y}né?% fifa-#113
pyridin-2-yl]-2,2-di net hyl - pr opi onam de (0.825 g) and
3M aqueous Na(]—| (4.35 nmL) as a yellow oil (0.596 Q).
M5 (ESI): 233.1 (MH). Step C]:
3- Clix@inpte D7l 6- (Plpdriditer PsMRRZ L@ §-Feitiidyre My pydin-2-y)) dmide

-4 met hyl benzenesul f onam de This material was prepared

jnhf lrgaqyrlatl Q'ag&(quécﬁmjan{.}w example 1 from 6-methoxymethyl-pyridin- -2-

ylamme 0 096 g) and plperldme I su)lfonyl 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 1 from 6-cyclopropylmethoxymethyl-
25  pyridin-2-ylamine (0.089 g) and piperidine- 1-sulfonyl chloride (0.11 g) as a light yellow
gum (0.054 g). MS (ESI'): 324.2 ([M-HJ")



pyridin-2-ylamne (0.058 g) and

3-chl or o- 4- net hyl - benzenesul fonyl chloride (0.062 g)
wa@soos/087isght yel | ow gum (0.09 g). MS (ESI ) : 48O1/0P2005/010372

([MH ) Exanple 94: 65

3- Chl or o- N—[6 (4-fl uoro-benzyl oxymet hyl ) - py

tidin-2- L 2- nethylbenzenesulfonaﬁldeThis-naterial o

was Eﬁﬁ“@p‘é? d i r-aharaodynethyl-Bkigridrtatlyoromsthyl-phenoxymethyl)-pyridin-

6- ( 4-l]-bezendodifonyingdey et hyl ) - pyri di n-2-yl ani ne (0. 058

g) and 3-chl oro-2-rnethyl -benzenesul fbnyl chloride

229%@% 1’9] ?§ Iﬁsneihgbﬁ %thﬁﬂ‘ﬁ(ﬂb‘ﬂbt@\@l &&Ko%etﬂ\@ ;(y%%ln -yl]-

2, SJE?W? ‘6 N-[ 6-(4- quoro benzyl oxymet hyl ) - pyri di n- 2

yl']- benzenesul fonam de This material was prepared in
aﬁa| Wef§- Hydrasyameiykpyridip-gri)-2,2-dimethyl- proplonamnde (0.625 g),

6) (41‘1 llxelﬂ?l§9 d;hﬁﬁbz(ﬁ'?@g m/tln}lucln?)ﬁetlﬁl pl;ﬁZroyd §ﬁm(t&u@§8vas treated

g) an zen onyl , chl,or

2% 3R ghgergarrebe %PEHQ 538 dpoR Ele%'faf?m‘a 36 Bhe mixtue

( [ Mividp stirrdebfanphepagtBioned between i 1ce water and AcOEt, the layers were separated, the
Fla'dQéles NydrQwlcdehitddd Qnth%@ﬂ Q’h&‘ e&hbiyitd or@¥rf1t Hisdts Wer¥ Mhashed with

-1%_ %efr 85€ ga?érgggzu' e{ogp @rr(;:l (%‘led Uvar M‘% hl‘?erecyvansd ngp%Qﬂ&F Gl'he residue

6- (4wa%Ipuoﬁ@ibnyéhzlyﬂmmmgqqym»(hemyrvq/@q%tzm}/tw/ﬁéo ige d@imethyl-

g) a0e-P1-rifRr SinehyTEhBYd xyReth e pR it DA Ypraphd diee(o 98 g) 1]

5 3é§ ﬂqmyaﬁégN Zun1(0 04?6 S?hiwsl( ESI fﬁmayeow

403‘21?%\%@!?3? e97 Pi peridine-1 -sulfonic acid

(6- met hoxynet hyl - pyridi n-2-yl)-am de This material was

obtained in analogy to exanple 1 from

6- met hoxynet hyl - pyridin-2- ylam ne (0.096 g) and

b peSrépd Jn e 6-14-Teiflubwmethyt phamoiccheet i0)- pFBligR-desmiae | i ght

yell ow gum (0.024 g). Ms (ESI ): 284.0 ([MH )

Exa'm{@m%nala‘apﬁfe Qf'eﬂ‘ﬁral'nal'o?%{ofeﬁﬂhﬁle 86 5tép B] from 2,2-Dimethyl-N-[6-(4-

mat e l,gﬁ? 0 EX’LEF ﬁ)g%‘qg)’rllpé 610 ! t%rongar)Hde ?(g'béj@ a5t aqueous

6- cyNi@bK@@@hhb@Mxﬁmhlrﬂﬂf‘ﬁWMﬁﬁM @.647 ahMe(ERD: %?8@ (MH")-
and pi peridine- 1l-sulfonyl chloride (0. 11 g) as a
l'ight yell ow

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 from 6-(4-trifluoromethyl-
phenoxymethyl)-pyridin-2-ylamine (0.08 g) and 3-chloro-4-methyl-benzenesulfonyl
chloride (0.074 g) as an off-white solid (0.105 g). MS (ESI'): 455.2 ([M-H]).

25

Example 100:  3-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]').



gum (0.054 g). M5 (ESI ): 324.2 ([MH )Exanple 99:
3-Chl oro-4-nethyl -N-[6-(4-trifluoronethyl -phenoxynet hy

wo 200p98750i n- 2-yl] -benzenesul f onam de Step A]PCT/EP2005/010372

2,2-Dinethyl -N-[6-(4-triflwoeronethyl -phenoxynet hyl) - py

ridin-2-yl]- propionam de

N- (6- Hydr oxynet hyl - pyri di n-2-yl ) -2, 2-di net hyl - pr opi ona

m de (0.625 g), triphenyl phophine (0.786 g) and

4-trifluoromnethyl -phenol (0.486 g) in toluene was

e e

?’rgﬁéég? ° épart i tioned between ice water and

ACOE lthe | ayers werge separated, the_a us, | aye

i QEISCRAPIA WRTPTGRA T RECRPEY 'TRERRIbIABE @fg&ﬂﬁpr@methﬂ-

| By phenoxgmethyixphadinvd-ylaminat (€108 ghahdsai-diflabeebenegnesilfonyl chloride

NaClig o gy £9 19l (0.0d6 ) 1S eS8 ¥ AR AL LD The

reS|( ueg):/vas ‘gut?’Ff ed b’( Tl agts),h cﬁEr o?;at ogzrﬂzgi?;h}f/'i (hept ane/

AcOEt 100 to 85% to give 2,2-dinethyl-

N-[6-(4-trifl uoromet hyl - phenoxymst hyl)-pyridin-2-yl]-p

ropi onani de (0.98 as a}/ellowoil. M5 (ESI): 353.2 L
M_FEy(amyleéBZ :B] :5- Fluoro 2-methyl-N-[6-(4-trifluoromethyl-phenoxymethyl)-pyridin-2-

6 ( 41} Tentdnyqiiformhidy| - phenoxynet hyl ) - pyri di n-2-yl am ne

This material was prepared in analogy to exanple 86

) eﬁ'h%]mitgrq)m I?re r&ﬁhmﬁloﬁ tE)Qx le 1 from 6- (4 trxﬂuorometh

|t(rjlefP| gé%rgg&w%mnﬁzg A S%,Qégﬁ%’(ﬂtﬁ E\gorpﬂ_%mg gla nzenesuri?onyl

of f chloritle (007 had llghmgellswlsnbkl (00. HAVIS gBST ) MBI EBMYH ] 269. 3
(MH +). Step C:

3-Chloro-4-methyl -N-[6-(4-trifluoronethyl-phenoxynet hy
' )-pyridin-2-yl]- benzenesul fonam de This material was

d f
S LA AT By Oty iy 0 e
Q@ (enzgnesifanamidp| or o- 4- net hyl - benzenesul f onyl

chloride (0.074 g) as an off-white solid (0.105 g). M
( ESITh)is m#bial va pihikd in.analogy to example 1 from 6-cyclopropylmethoxymethyl-

pyridin-2-ylamine (0.09 g) and 3-chloro-2-methyl-benzenesulfonyl chloride (0.13g) as an
off-white gum (0.135 g). MS (ESI"): 365.0 ([M-H]")

20 Example 104:  3,4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-

benzenesulfonamide

This material was obtained in analogy to example 1 from 6-cyclopropylmethoxymethyl-
pyridin-2-ylamine (0.09 g) and 3,4-dichloro-benzenesulfonyl chloride (0.143g) as an off-
white gum (0.143 g). MS (ESI'): 385.0 ([M-H]")

25

Example 105:  4-Fluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl}-

benzenesulfonamide



Exanpl e 100:
3-Chl oro-2-nethyl -N-[6-(4-trifluoronethyl - phenoxynet hy

w0 200py87sai n- 2-yl]-benzenesul fonam de Thi s nmatBCT/EP200&610372
prepared in anal ogy to exaliple 1 from
6-(4-trifluoromethyl phenoxynet hyl)- pyridin-2-ylam ne
(0.08 g) and 3-chl oro-2-net hyl - benzenesul f onyl
c hl Ghis dertqr] apreparesian anelegyto ewaimpde ko @- (@dlubrarBerngyloxymethyl)-

E tlrrl-)Z]: llé‘rﬁée 2. (ﬂS[Sﬁ%kﬂd 4- ﬂ@ﬁ@fﬂéh&nll?ﬂfonﬁ cgoﬁliéc (lold)l@i er d¥ha light
[ ro ridin
ben ¥§ﬂp¥®2§ﬁ$§é§ fggﬁgfg¥P§ﬁgaas B¥epared |¥
anal ogy to exanple 1 from
6-(4-trifluoromet hyl phenoxynet hyl)- pyridin-2-ylam ne
(0.08 g) and 2, 5-difluoro-benzenesul fonyl chloride
(0. @.Zar@;)le a66: a IN-ffat4-Eledrochan gybdxiyche (M) 8 Gidin- 2-yIA3- tHESbro)nethyl-
: 4§§ugn Je Exanpl e 102: 5-Fl uor o- 2- net hyl -
[ 6- tri uoronethyl phenoxynethyl) pyri di n- 2- yI]
enesul fonam de This mater|

ég:&gﬁyﬁtgla Y&BE prared ip lageﬂﬁ)gy to examplémfBl fom'6 (a?f[uoro ‘)enzyloxymethyl)
6- ( pytidinf2-Yonimeéd 058l g hechbktyifteotoyieshyl)gyaniatiesulfony} cblatige(0.067 g)

(0.Q8, u hi | f onyl
ohl 8‘?. e O 0071 g). B

: 439.1 ([MH ) Exanple 103:
ChLoro N-( 6- cyclopropylnethoxynethyl pyridin 2-yl)-2
-met hyl benzenesul f onam de This t rial
in gﬁﬁpblg>}0{o é)‘(%lﬂﬁ'l eN-{5cydgpropy oxymethyl- QmaZ )r'ls-g-methyl-

6- Ccpehzepésaliynamddhoxynet hyl pyri di n- 2-ylam ne (0.09 Q)
and 3-chl oro- 2- et hyl - benzenesul fonyl chloride (0.1

39) S}?‘? Ah }@f(§-133\m1)11 %yﬂéﬂmZ()q )-13i@dthyMrople@mide : 365. 0
| |
N Sk LB

analTstyghedeorehestndl.d 991, #2&pnin THF (200 mL) was cooled to -70°C under an argon
6- C%ﬁh&@h&@ﬂhd@&éﬁ%ﬂ@b&%vﬁwo ielirfites vith A tABth{On 05.78)mL, 1.6 M
gﬂdd P4 ﬁ% cl'o%f Q‘h?%n grre]%vsay& LPé?M h zﬁhlﬂp&'a.qg tHefl tn%atéc?gx)op%e (over 10
minutes, at -70°C) with a mixture of N,N-dimethylformamide (5.25 mL) in THF (5 mL),
and stirring was continued for further 30 minutes. The reaction mixture was then poured
20 into 2M aqueous KHCOj5 (1.2 L), tert-butyl methyl ether (1.2 L) was added, and after
stirring for 20 minutes, the layers were separated, the organic layer extracted twice with
tert-butyl methyl ether (total volume 0.3 L). The combined organic layers were dried over
sodim sulphate, filtered and evaporated in vacuo to give N-(5-formyl-pyridih-2-yl)-2,2-
dimethyl-propionamide (7 g) as an yellow oil that was used directly in the next step.

25
Step B]: N-(5-Hydroxymethyl-pyridin-2-yl)-2,2-dimethyl-propionamide

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



gum (0.143 g). Ms (ESI ) : 385.0 ([MH ) Exanple 105:
4- Fl uoro- N-[ 6- (4-fl uoro- benzyl oxynet hyl ) - pyri di n-2-yl]
wo 20enzBoesul f onam deThi s material was prepar eRiCT/BP2005/010372
anal ogy to exanple 1 from 68
6 (4-fiuoro-benzyl oxymet hyl) - pyridin 2-ylam ne (0.058

and 4-f] uoro- benzenes [ f onyl | orjde (0.05
: If‘ﬁwhatey@tqfﬁﬂ/\?“é’lﬁ?f‘fe@%@ dipvacies %E sidpe asgpitie ﬁtﬂwﬁ)

) Extacmh@ghPby (heptane/AcOEt 1:1 to 1:2) to give N-(5-hydroxymethyl-pyridin-2-yl)-

N- [ Q,Q%Fbgﬁi e%lt;ﬁmmk XY EQ)&K calPhE wmt@soaam]; (EXs1): 29 2 tH").

or omret esul fona I's material was prepared

in analogy to exanple 1 from

6- (4-fl uoro-benzyl oxymet hyl )- pyridin-2- ylanine (0.058

g) and 3-(trifluorometh I)-benzenesulfon chl ori de

(50. 6187 Cly) NaS-aydapgery!pethpomeguhpyridindg))- 2,kdimetkyl-propionamide
439.1 ([MH ) Exanmple 107:

3- Cirhie iratdial Wwas@yeacedrin pydl@ttdﬂ&mmpﬁ%;stepw fioth N-(3-hyHd)oxPmethyl-
- rreé{;}’)@u? )egf%ﬂjagtﬂﬂ?‘rb gna%tu@p m?% ani brrg);né)rrJrlle(t) r?/a%clogr?&ane (0.813
SOI g as@highsyellow oil (0.87 g)°M (ESI) 263.1

N- (5- Brono- pyri di n-2-yl) -2, 2-di net hyl - propi onam de

(8.7 g, Kelly, Tetrahedron Lett., 32, 1991, 4263) in

THF (200 nmL) was cool ed to -700C under an argon

& Megpmgr 6-@nebpks ﬁﬂoﬂﬁﬁﬂ\\ﬁ-ﬁﬁi@fv—eryla'ﬁﬁnm nutes with

n- butyFﬁltH%EwFE .78 m., 1.6 Min hexane, Acros). The

m Xters?n \(\%i%l Fd Argf ed]mtan:ﬁzigy td 8m O[ﬁé‘s%stéﬂ &) fidnfRL M

over m nut e th.a m

N mﬁlqmmmtbwmﬁ%w in3- YM% 2 dﬁnerﬁi“ P(%Plﬂrtamléaﬁbf‘e’ ¢ and 3m
st i kguedgs MESHD.AE mbYiech feblow Salidi(ne27 GOMSI(BII):639. 1 He").
reaction m xture was then poured into 2M aqueous KHCO3

( 1.2 L)1 tert-butyl nethyl ether ( 1.2 L) was added,

and after stirring for 20 m nutes, the |ayers were

T M- 8 ko SR etﬁ%()é'rr%ﬁ#eggﬁcgﬁ 811 bany-

c orribemredesolfepanmiide | ayers were dried over sodim

sul phate, filtered and evaporated in vacuo to give

N‘ ( ﬁhfsQﬁa{IMﬁa-l pyd préepateinphle t3-exahpiet frgin-Speyoloporpaimettexymethyl-
nex i ?1 A ﬂa%fﬁl l(%WSQ H andPah1018S - HSRA-lhiedd¥nf1 RhbN&e (0.142 g) as

alight yellow gum (0.152 g). MS (ESI'): 365.0 ([M-H])
20

Example 108: 4 N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-2,5-difluoro-

benzenesulfonamide

This material was prepared in analogy to example 1 from 5-cyclopropylmethoxymethyl-
pyridin-2-ylamine (0.089 g) and 2,5-difluro-benzenesulfonyl chloride (0.117 g) as an off-
25  white solid (0.119 g). MS (ESI'): 353.1 ([M-H]’)

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

benzenesulfonamide



Step B]:

N- (5- Hydr oxynet hyl - pyri di n-2-yl ) -2, 2-di net hyl - pr opi ona
WOrzheka37501 PCT/EP2005/010372

N-(5-fornyl -pyridin-2-yl)-®, 2-di met hyl - propi onam de

(6.96 g) under an argon atnosphere in MeOH (120 nlL)

was £0 t rtionw,se wt

so d i fjhm 8@8%11%& ggggwgq uﬁ%@% { e% e9 e g &om g %Ck%pho%gghoxymethyl"

r enoiveidin- 34} am"il ) asgrtqhnied- m@hylsmmnﬂmfe@ylahiglwﬂm 124 g) as
I eacdnl d¥whitedolid €0. VI8 ) 8 (HST):0880 (DetHeen

hal f - sat urated aqueous NH4C and AcCEt. The | ayers

were separated, the organic |ayer dried over

sodi unsul phate, filtered and concent rat ed in vacuo.

Thepl{ eS| eulig 4 %u(lé (f‘yéF r%lne pyn m%ry%ptp ﬁuoro 2-methyl-
N(Hsdnyeilemkfpnmﬁdyl - pyri di n- 2- yI)

2-di met hyl - propi onami de (3.4 g) as a crystalline
Wh' t”ﬂu§1‘ﬂhﬂeﬂal% febated in 240 to(ewﬂnﬁl)elfﬁtnﬁ‘ ﬁ{ ropylmethoxymethyl—

Dll‘ ( S‘% _g_gwp{e @%%Qg)x%?%t 1}6 tﬁl)Fl ri)enze¥1 ny¥cl9?rrﬁae )}B 115g) as

to ewalbeblth@hél((ébW/gj) M?(ﬁﬁlmé?ﬁ IﬁWﬁﬂx)ymat hyl pyri di n-
2-yl)-2,2-di met hyl - propi onam de (1.04 g) and

hloormmst hyl cycl opropane (0.813 g) as a |light yellow

oil (0.87 g). M5 (ESI): 263.1. (MH). Step D:

5- Q/ﬁlaemeoml nepﬁs@efaamlman@wci(ﬁaswyanwoam& ol Sthyl- pgndm -2-yl)-
materla was prepared in analogy to exanple 86 step

fr omd™ME 5-

cycl opropyl met hoxynet hyl - pyri di n-2-yl ) - 2, 2-di met hyl -

opi oRkisvindigrigloyag pregyred Hamvignipexemple mésv@prmﬂmﬁbownethyl
yel | gpidsbiyfhn(ife @289 g) andipetilidle) 1-sulféByl Thio Ntk (b)142 g 8 light yellow

5]-5Ch$u5? (947 8- §/§: 0 r3%‘|lo§/ rrem())xyrret hyl - pyri di n-2-yl)-2

- met hyl benzenesul fonam de This material was prepared

in anal ogy to exanmple 1 from

5-cycl opr opyl net hoxynet hyl pyri di n- 2-ylam ne (0.089 Q)

and Bxaofplol1@: 2- pasthiord-NoEngyelopmplyinaatlydxyoiathyt-6-areethydypiradin-2-y1)-2-

9) emb&asnemfdn@mum(o 152 g). MS (ESF): 365.0
([ M Y Exanpl e 10 4

N ( 5z o] o VA ) uo

r obe?f%%ﬂé BII @p‘ﬁ é?ﬁy mfﬁme ({“é?l % gqugetxlél rg lgnmlai

anal ogy to exanple 1 from

5aocyg 1@_,5)@5:&9\ ‘ﬁ*’étph“t?kﬂﬁpré‘i‘ ﬂyiio’gy fq g¥pmple 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, MS (ESI): 271.2 (MH") - butyllithjum
(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-yl)-2,2-dimethyl-propionamide



2-ylam ne (0.089 g) and 2,5-difl uro-benzenesul f onyl
chloride (0.117 g) as an offwhite solid (0.1 19 g). M

w@ E8b/03750853. 1 ([MH ) Exanple 109: PCT/EP2005/010372
4- Chl or o- N- (5-cycl opr opyl mge hoxymet hyl - pyri di n-2-yl)-3
-nethylbenzenesulfonanideThis material was prepared in
analogy to exanple 1 fr
5- cIISORAETAY Wﬁ%ﬁ‘ﬁ%{%@tamlPWPlt‘dF’ﬁmpﬁe N7 atep Bbfror Mg fogmyl-6-
and nJetyiHperidinL-yipL 2ydimbhnizgopioahihiclays.9 ghdndrsb diem(Kdrdiddride (1.037

0, S50 Ao e E5 ) 3550

N- ( 5- Cydopr opyl net hoxynet hyl - py
tidin-2-yl)-5-fluoro-2-nethyl benzenesul f onam de Thi s

mat eri al was prepared in anal ogy to exanple 1 from

55 ¢ yedpdplf Mﬁﬁclhmyﬁwwwh)gﬁnmetﬁylymmmc}yk )2 Ddinegyl-
and p? oglbﬁm@ez nmet hyl - benzenesul fonyl chloride (0.1 15
g) as an off-white solid (0.119 g). M (ESI ): 349.3

r)]at?R(afl‘WB re%arcl.‘d ih angﬂ)gﬁt{) ega{ngllﬂ e dg st ] %thN Z{‘? <}:‘[fi'droxymethyl-

oprop

gma‘lhylvmldm%ﬁﬁr mrfﬂaﬂfarw%dee(% seanﬂ br%?methyl
5 cxg&lﬁmbp@yI(mma“g)mym‘egmyémyzrmuonsm -MBb g6l ne77.D(MAY). g)
and pi peridine- 1-sulfonyl chloride (0.142 g) as a
Lhght yellow gum (0.027 g). M5 (ESI ): 324.2 ([MH )
Exanple 112:

5- f hox thI.-6- hyl - pyri di
- 2.3 0 P B ST o e TR e
N- (5- For nyl - 6- methyl pyridin-2-yl)-2, 2- d| t hyl - propi o
nani ks mrafeeal vt RiepaFd eanalopeiosrarpple £6 step B Efgvn)& ok
ex aTB?J:ler])@ﬂnﬁt}\epyrﬁéth)flm@xmthlyl(;ﬁzﬂldhﬂml- )852-dimethyl-propionamide (0.357 g)

et D RY L Bh I iof 1€ d%r,)dds%m%%d BY RPIs3RRATASIED: 92D,

- obtained vi a

5- br or no- 6- net hyl - pyri di n- 2 ylam ne with

252-di met hyl - propi onyl chloride in CHCI 2, with
triethylamne as base, as viscous brown 0|I M5 (ESI)

271. Sep( BIH#)Chlodoc b {ciderirepnimehorgamephyl- 6*In‘i3h>l\‘/lnYﬂdlﬁ ﬂ?r methyl-
AQr ashzaRdudhdhide net hyl forrnam de (4 nL) as an

This material was prepared in analogy to example 1 from 5-cyclopropylmethoxymethyl-6-
methyl-pyridin-2-ylamine (0.053 g) and 3-chloro-2-methyl-benzenesulfonyl chloride
20 (0.058 g) as a light brown solid (0.046 g). MS (ESI'): 379.1 ([M-HJ)

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

benzenesulfonamide

This material was prepared in analogy to example 1 from 5-cyclopropylmethoxymethyl-6-
25 methyl-pyridin-2-ylamine (0.053 g) and 2,5-difluoro-benzenesulfonyl chloride (0.059 g)
as a light yellow solid (0.063 g). MS (ESI'): 367.0 ([M-H])



anmor phous |ight brown solid (5.7 g). M5 (El'): 220.1
(M+) Step B]:
WORQB03gar oxynet hyl - 6- net hyl - pyri di n-2-yl ) - 2, 2pcli/REt0h3/010372
- propi onam deThi s materi al 7was prepared in anal ogy to
to exanple 107 step B] fromN-(5- fornyl
tg%é;@érldln 2- 2, 2-di net hyl |onarn|de
dil&m b épmey@s%ww& mgthy]- gmdwérxlb%vﬂuoro -2-
sol | Hethyl-tAzeagsultdarhid®l ) : 223.2 (MH+). Step (:
N- (5- Cycl opr opyl met hoxymet hyl - 6- met hyl - pyri di n-2-yl)-2

2- I
anaﬁgﬂg%mhﬁm%ggﬁga %%Iiag;» rE?srﬁEn'e"l‘froW ﬁi@?@ ﬁhpqmethyl -6-
6- nePHPYL:RITi NG -Hapisg 5)0é3 @ a&ﬁ&é{%w 515% fonyl chloride

(8. 44558)) andight @itowsdliy(0.063 g). bis (BHAN3(V([BFE]Y) as a

light yellow oil (0.357g). M5 (ESI): 277.2 (M+). Step

D] :

5]Cyclopropylnethoxynethyl 6- met hyl - pyri di n- 2-yl am ne

Thi SE mat F % NV\@E@M&R&&%@%%%&%&& f%l?gnl'xﬁu(?rgmethyl

step B

cycl%pﬂ@p%ﬂhﬂﬂh@ﬁynethyl 6- net hyl - pyri di n-2-yl) -2, 2-di

nmet hyl - pr opi onami de (0.357 g) and 3M aqueous NaCH

(2. 68eprh): H5Methskynteddl-6imhetlyd-piHdingd)-yl)-RB-dikthyl-@@BioBamide
(M+) . Step E] :

%Dd}l"]?'éﬁa@hgl%ag Felp%a Qpéﬂa Mﬂ?femﬂ ke -ATEINY N @Wyﬂf-ﬂxymethyl

prep Hl-prr @yfggiesug Onanﬂ 9% §?r4086 g%trod’uct ofexample 112 step

5- cyB]) apd odyinathedroRyiabpasla-vhite ndtdr{9l4-gp)?\|4$ EHSH: 2333 Qe
(0.053 g) and 3-chl oro-2-net hyl - benzenesul f onyl
chlorlde (0.058 g) as a light brown solid (0.046 g).
M5 (ESI ) : 379 1 ([MH] ) Exanple 113:

N—(5 yridin-2-yl)-2
, 5- dlé? L nzenesu fonarr?’ollgeyn{a |swﬁg%gflal was

prepared in analo y to e

§5cy2h‘6ﬁPEB§ WAS P ﬁg; w? ﬁ to ?ﬁg{nﬁ{;%@ PlBgi frﬁmzN )ﬁ methoxymethyl -6-
(0. Omathg)) pyaideh-2-yH-2i2 ﬂimﬂbh)&pmmméqﬂof‘lcgﬁynd Ml agreae s NaOH (2.68
(0. 031%6 ﬁ%taﬂule'ogmgeycﬁidl w59l g (E0: B63 (9. M5 (ESI )

: 1 Exarnpl e

N CS- Cyclopropylnethoxynethyl

-nethyl pyridi n®-y~-S-fl uor o”-

nmet h benzenesul f onani de Th| mat . r epar ed
in a\ﬁlﬁp %yNt & I‘é‘?@b‘ﬁﬁp‘@tl’yp pyrl m 2 )ﬂ& 3- tnﬁué’rom@&n

5mﬁy6hﬁaﬁaﬂmhmﬁkhoxynethyI 6-

This material was prepared in analogy to example 1 from 5-methoxymethyl-6-methyl-
pyridin-2-ylamine (0.058 g) and 3-(trifluoromethyl)-benzenesulfonyl chloride (0.103 g)
as a light yellow gum (0.1 g). MS (ESI'): 359.0 ([M-H]")

25 Example 116: 3-Chloro-N-(S-metho—xymethyl-6-methyl-pyridin-z-yl)-2-methyl-

benzenesulfonamide



met hyl - pyri di n-2-ylam ne (0.053 g) and

5-fl uoro-2-net hyl - benzenesul fonyl chloride (0.058 g)
woasoa37soght yel l ow solid (0.063 g). M5 (ESI' )CcTA®3003/010372

([MH ") Exanple 115: 72

N- ( 5- Met hoxynet hyl - 6- rret hyl - pyridin-2-yl)-3-trifluorom

et hy

% 5+‘ﬁfe'?%%“m§qﬁ§ﬁmé EeREP saps o 5 ooyt

- pr dptiginatrylgmi é)SW@ﬁﬁaﬂ axer3- rp?tbﬁdwee@rnmﬂfamdlcmgydet(@ 094 g) as
exangl off-Bhitsforn (D9 F ¢)oms ke 9:- 3y dr pvyrmex hyl -

6- net hyl - pyri di n-2-yl)-2, 2-di net hyl - propi onarni de (0.6

g, product of exanple 112 step B]) and i odonet hane

(0.421 g) as a white solid (0.4 g). Ms (ESI): 237.2

MHE) . St ep.Bl: ' 2
58 wel%m&d@(h]w Ng 2 EHpro-ps A shyl-Srmetyl-prridin-2-y1)-3-
mat griflabromzshybberanedlfommideal ogy t o exanpl e 86 step B]
from N (5- nmet hoxynet hyl - 6- :

et hyidp LY IN-08-(u- Bruis o) bedzdo /¥yl yd- mRfhg P a2 ) - ,8-dfn dyl-
and SI\I/T abc{{%;ugt Na09| 22}2% L) ygs a g?yg{aal [i ‘r;}ﬁ] or ange Y

sol 0" VB (EI) 152 2 (M) Step q:

N- ( 5- I\/Iethoxynethyl - et h Pl‘ldln )-3-trifluorom

et hybenaterd e P{fﬁgﬁé Heant g)s ORE#BPIE 86 3"\‘7\%5"‘] értogp%lﬁédwﬂwxymethyl
anal@gxythtybp)&mmlw )-4,2-dirdthyl-propionamide (0.6 g, product of example 112 step
and mj PR REbeBr TR B A 618 an Stk AR B T4 8 e 2015
(0.7 d) as a light yellow gum (0.1 g). MS (ESI ):

359.0 ([MH ) Exanple 116:

3- Chl or o- N- (5- net hoxynet hyl - 6- net hyl - pyridi n-2-yl)-2-m

et hyl benzenesul f onam deThis material was prepared in

anal YR G- @XM Dedzyldxpmitthyl)-6-methyl-pyridin-2-ylamine
5- metﬂ%?(ymst hyl - 6- net hy yr|d| n- 2-ylam ne (0.058 g)

qu %&ML@ @%Eﬁ%ﬂ%h upa%%gg&, 5191%“ gffr L geo Pdoro-

(I I\/I- omﬂap;pes methyl-pyridin-2- yl] dlmethy proplonamlde (0 78 g) and 3M

N- [ Seqiéous NAQEDE3BNEY) 20 xiy AFRD {PYIb Y s dranpe tsblyd (0[5 ig). M ¢EBY247.2 (MH™).
-3- trifJuoronethyl - benzenesul fonam de Step A]:

N-[ 5- (4- Fl uor o- benzyl oxynet hyl ) - 6- et hyl - pyri di n- 2-yl ]

-2, 2-di met hyl propi onam de This material was prepared

\ gﬁal (gg ““jﬁéfﬁﬁnpo §enz)903t %eth YNG 81”1 -pyridin-2-yl}-3-trifluoromethyl-

20 benzenes namide

This material was prepared in analogy to example 1 from 5-(4-fluoro-benzyloxymethyl)-6-
methyl-pyridin-2-ylamine (0.08 g) and 3-(trifluoromethyl)-benzenesulfonyl chloride
(0.087 g) as an amorphous orange solid (0.1 g). MS (ESI'): 453.2 ([M-H]")

25 Example118:  3-Chloro-N-([5-(4-fluoro-benzyloxymethyl)-6-methyl-pyridin-2-yl]-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). MS (ESI"): 433.1 ([M-H]")



6- met hyl - pyri din-2-yl)-2, 2-di net hyl - propi onam de (0.6

g, product of exanple 112 step B]) and 4-fl uorobenzyl
whemniss0( 0. 56 g) as an orange solid (0.8 g). MMIA/EESHI010372

231.3 (M#) . Step BJ: 73

5- (4- Fl uor o- benzyl oxynet hyl ) - 6- et hyl - pyri di n-2-yl am n

e This material was prepared in analogy to exanple 86

step B] from N-[5-(4-Fluorobenzyl oxynet hyl) -

6-met hyl -py tidin-2-yl]-2,2-di nethyl - propi onam de

(0. FRamgplednd 3N¥-6% bthowsmethybid-1h8th9Bpyridin-2gl)etriftvorqiabyd-

or algg&e,c,ggulfgm{ngd@S g). Ms (ESI): 247.2 (MH +). Step

4- F benz y | 5. i di n-2-vyl
AR NSRS R N 5'?#%%@?508@%@?&

pr epar ed in_anal ogy to exarrpl el f
58 ( Ahjs| maseral yéhgryp%g@nﬁépﬂwy)togxample 86 step A] from N-(5-hydroxymethyl-
mst( hi}’rhetﬁylrp)didm 2.y 2eilinetHyD pfdpidlamaded 0.445 g, product of exam[;le 112 step
3-(t U e

) A IPARTELCN I DEREERRIANGPRY P RN, B 30
([I\/H—|] ) Exarrpl e 118:
3-Chl oro- N-[ 5- (4-fl uoro-benzyl oxymnet hyl ) - 6- net hyl - py
tidin-2-yl]-2- methyl-benzenesul fonam de This materi al

was Spapdiap ddhamathal- o qethybpeidinghdanting r om

5- (4-f1luoro-benzyl oxynet hyl ) - 6-
@t [This Atedidlivas grepydrédrinnaalb §: t08xgnpladslstep B] from N-(5-ethoxymethyl-6-

3-chl e ¢
an e BEE 2 SUFROPUG B L ek flgfyfon e
433. n]_L)(a[s My@lﬂow) Q%g bthatpeps used directly in the next step.
N- ( 5- Et hoxynet hyl - 6-met hyl -pyridin-2-yl)-3-trifluorone
t hyl benzenesul f onam de Step A]:
N- (5- Et hoxynet hyl - 6- met hyl - pyri di n-2-yl) -2, 2-di net hyl -
pr Orytéy@qmbdes Eihogynieah @6l méthylas e Pal) 8ckrifllo@awtigRy t o

Ie 86 EldlFA] from N-(5-hydroxynet hyl -

‘b’ifsﬁ’ B2 yiy-2, 2- di net hyl - prop| onarri de

(O 445 g, product of exarrpl e 112 ste g
i odokhismpterig ovasareparedis agalpgiRrexyaple é\f\wm E@meetb»l -6-mgghyl-
( ESlpyrid&o3-yRmidée.D66 g)2he p- (B}ﬂuoromethyl) benzenesulfonyl chloride (0.108 g)

Eth hy| I Thi
ow 4 “ydlgé\ 3?‘ Mg) 933?3? exarﬁr;lee 8|685tep Bl

from N (5-et hoxyrret hyl -

20 Example 120:  3-Chloro-2-methyl-N-{6-[(methyl-propyl-amino)-methyl]-pyridin-2-
yl}-benzenesulfonamide

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

N-(6-Hydroxymethyl-pyridin-2-yl)-2,2-dimethyl-propionamide (2.03 g) in CH,Cl, (75
mL) was treated at RT with thionyl chloride (1.785 mL) and then heated to reflux for 1.5 h.

25 The reaction mixture was cooled to RT and partitioned between water and AcOEt, the
layers were separated, the organic layer dried over MgSO,, filtered and evaporated to give
N-(6-chloromethyl-pyridin-2-yl)-2,2-dimethyl-propionamide (0.66 g) as a brown liquid.
MS (ESI): 227.2 (MH").



met hyl - pyri di n-2-yl) -2, 2-di rnet hyl - propi onam de (0. 32

g) and 3M aqueous NaOH (2.62 nlL) as a yellow oil (0.28
w@o0bhztsomas used directly in the next step. SXEPERI0D5/010372

N- ( 5- Et hoxynet hyl - 6- met hyl 7pyridin-2-yl)-3-trifluorone

t hyl benzenesul fonam de This material was prepared in

anal ogy to exanple 1 from

5- Et hoxynet hyl - 6- met hyl pyri di n- 2-yl am ne (0.066 Q)

and 3-(trifluoronethyl)-benzenesul fonyl chloride

(0. mg BY) zasblﬂle{hlyght 6Mﬁh’€tﬁlyl$ﬁbp)€l atfOnal) Irhethiyl] - pMRIiA ESN) - )

le 12
3- cﬁFﬁ?H&%N%bthy| hf?g F(nethyl propyl - ani no) - met hyl ] -
pyridin-2 % benzenesul f onam E Step Al
N- (&L &w&?rerfé il pyrisin2 gt >-dimathy)-propipnastifs (0-66 e pnesudmropy!-

i 7le amine (0.33 mL), KHCO; (0.32 g) and a catalytic amount of potassium iodide in acetone

N (6 g &%Eggéxgﬁawt% 55#411 ZnY ekct?o@mmmv%v ool QcPRPQﬁd

was treate 6\_6
thi @ﬁsﬂ“%?ﬂ Bivere “(a&er?*s%A?Fafit R YR B ERe qr%amrcdiyer dried
for okerM§BO, e rédemd el aporanidab give 2\8edimethgl e 6t[(m&hylgnapyl-amino)-

part n |

Cepai bt ﬁ‘* (RSl RO bl A TR BE S i)
filtered and evaporated to give

A2 (6- chl oronet hyl - pyri di n-2-yl ) -2, 2-di met hyl - pr opi onam
ide (0.66 g) as a brown liquid. M5 (ESI): 227.2

( MHSyepStle 6-(BYtethyl-propyl-amino)-methyl]-pyridin-2-ylamine
2,2-Dimethyl - N-{6-[ (et hyl - propyl - ami no) -rnet hyl | - pyri

dl n ’lﬂnsyrhz}tcnﬂm 1epaaed il@nalogy to example 86 step B] from 2,2-dimethyl-N-{6-

QE@ p? Q%llrhogynqétg}lg 1cM1|1-)2 Eﬁ %gbm I(0 Pds 'al%]@maqueous
QY (= b)a\?étbéﬂ“?t iqui Woi}r& T\% ESDE 1803 Mt odi de i n

acetone (10 n.) were heated to reflux for 6 h. The
neaction m xture was cooled to RT and partitioned
bet ween water and AcOEt, the | ayers were separated,

t he QsaniscChigNes- n‘@nyﬁﬂI BV[emeMbISEW pylfdnlih &F meth@i@yridin-2-yl}-
evaqprated to gi,ve

GPFREPIATS- [ (et hyl - pr opyl - ani no) -

g?ls |t h’l}/}{‘lﬁnept)ég g\!a? Eégrg/rgg i(q%gp%;yo t%%glrrqgle q ?rom 6- P(meahyl propyl ammo)

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-

yl}-benzenesulfonamide

This material was prepared in analogy to example 1 from 6-[(methyl-propyl-amino)-
95 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-HJ)

Example 122:  3-Chloro-N-(5-ethoxymethyl-6-methyl-pyridin-2-yl)-2-methyl-

benzenesulfonamide



Step C:

6-[ (Met hyl - propyl - am no) - net hyl ] - pyri di n- 2-yl am ne
waboos/osmsoeri al was prepared in anal ogy to exanpdBEBH05/010372

step B] from 2, 2-di net hyl - & { 6-

[ (et hyl - propyl - am no) - et hyl | - py

tidin-2-yl}-propionarnide (0.755 g) and 3M aqueous

‘NaOAfh{ssnat&iavps prepasedinensiof)i tqekaingle! 68mg) cthdvgmieEHl-§:methyl-

ésghplgruﬁmz-?ﬁmiét(i@%@ and 3-chltoro-2-methyl-b|enzen¢sulfc;nyl c}%lcl)qric}e](o.o% g) as

- or.0-2- e - < ) - -am no) - et hyl ] -

pyr iaBioﬁi‘éhlgfls}’l-ly%)é)ﬁzg%ﬂ\g%{H{Sﬁr?gﬁ'% &@E‘%ﬂ?ss materi al was

prepared in analogy to exanple 1 from

6- [ (nmet hyl - propyl -am no) - net hyl]-pyridin-2-ylam ne

(0.072 g) and 3-chl oro-2-net hyl - benzenesul f onyl

chl @xhsple(103:09 3gThlonbNabredomspdadtidin Sal)2;makyla br own

ESI ) : 366.1 ([ M Exanpl e 121:
gtjrlg}b%gzreg?sf-gn%atr%@f ( N-{ 62 [ (et hyl - éE op;? i ém ng;rPn:t hyl ] -

ridin-2- yl}l-benzenesul fgnam de This materi al was

B%/e&é‘ipe‘*d‘ iqiéé% r%@')%/-pt'rd B22AHPECL from

6-[ (met hyl - propyl -am no)- nmethyl] -pyridin-2-ylam ne

( 0. O sgilabdevcial2indertrtitypgen wap edsled 2anpeAdgempyiifine (1.6 g),

chl Qz;éléi;gogﬂ b@x%n&)acidqg.lba'gﬂ@dega&dae@irm ®alVhllacas ab Tofr@hbtiron Lett.
m ) . 129:

By SRRl LRI sl

t hy |fbléaved i svatef bmmy@émhusne&ée el H1d(Qag): Wi 4) was thep added and

analipgyialtvias SaRARhEheatddra®m00° C over 16 hours. The reaction was then allowed to

5-eth hy| - 6- hyl 4 dign-...2- '
O e
g) aspamtedirtd thhiqueowsdihps Wag egmcisf wiipnqre gyl acgste (). The
(31,5 gflﬁlnb)negl_)@(ﬂm@d Werd #dshed wlith brine and dried olver sodium sulfate. Filtration and

- or o- -CyC [ - rl.el N-.-£- c= 2
esul e?'?)‘f?é?ﬂ()&ec& gi%vﬁla%? ? gfg)f&dg %B?eolgg}%f%@%%‘iv%%%ﬁ )?}H;ﬁnﬁ‘ﬁsgfb _
To Laekiflashickrowiatdgraphy gq‘:mgﬁ:tbyl@@céﬁe/\hggawg&g eluent to give the desired

2- arg-8RoPrdYyPPRIdMYLIyHinl1ge {skelfov@golid €o.430apr opyl bor oni ¢
acid (1.03 g) (prepared according to Wal |l ace et al.
Tetrahedron Lett. 2002, 43, 6987-6990), potassium
phosphate (6.87 g), tricycl ohexyl phosphine (0.260 Q)

20  Step B]: 3-Chloro-N-(6-cyclopropyl-pyridin-2-yl)-2-methyl-benzenesulfonamide

This material was obtained in analogy to example 1 from 6-cyclopropyl-pyridin-2-ylamine
(0.08 g) and 3-chloro-2-methylbenzenesulfonylchoride (0.134 g) as a colorless amorphous
solid. (0.075 g). MS (ESI*): 323.1 ([M+H]").

25 Example 124: Naphthalene; 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]™).



foll owed by water (2 nL) and toluene (40 nlL). Pd(CQAc)

2 (0.104 g) was then added and the vial was seal ed and
whembesrset 100 C over 16 hours. The reacti on VESI/EPENS/010372

all owed to cool to anbi ent 76 enperature and dil uted

with water and ethyl acetate. The phases were

separated and the aqueous phase_was_extract ed vvlth

nor Examplg 125 c e tefehdorodYc(6- reRyirBYidia-2pradedineth

was beattendstilforamidee and dri ed over sodium sul fate.

Filtration and evaporation of the volatiles afforded a

o uQ‘ﬁlsm%%érﬁy@aswamd%§nmgylté bathpld Brrdm ey GopH Fﬂl Bin-2-ylamine
mat ogr.ap usi_n cet te/h pt.ane. as

el ug %g)taéldgtil c\}xéor?ﬁe‘i l}yéanzenes onylc orlde 0.18 asanoff—whlte

& cymbapoopsplid py0A3q) mszegsu ‘and3ia (Bd+Hghl ow soI id (0.450

g). Step B]:

3- Chl oro- N- (6-cycl opropyl - pyridi n-2-yl)-2-net hyl - benze

nesul fonanm de This material was obtained in anal ogy to

o Rt g Sﬁ"a‘qﬂﬁ%@llﬁ@f%"cﬂ SRR M SR o 124

g) &enzgnesulenamids anor phous solid. (0.075 g). MS

(ESI+): 323.1 ([MtH +). Exanple 124: Napht hal ene-

1- s OhfsomiteriahwashbtBradyic hogogypy kxappld irom 2-oytlpprapylegridin-2-ylamine
{J" $0.8} a%fd'3aéhlalé@$1 ABhAb E}ﬁgnésaf&%hl%%e goolsﬁéflma%y ;leuow solid

rom6c: 2-ylam ne (

napht-$ea g rPéS?Eiﬂgu?sz(?r{ C”hlndrl de (0.169 g) as a |ight

yel | ow anor phous gum (0.03 g). M5 (ESI +): 325.3

([ MtH] +) . Exanpl e 125:

4- Chl oro- N- (6-cycl opropyl - pyri di n-2-yl) -2, 5-di net hyl be

NZ eEQ&tplk ePAM (}B(6Tbi'cﬂoﬂf&§)e-l‘piyﬁﬂinmﬁ)-Ohfiﬂﬁmdmeﬂﬂl-&ﬁﬂhﬁggdfonanﬁde‘
to exanple 1 from 6-cycl opropyl -pyridin-2-ylamne (0.1

9) ?@g G Q'Esoo'@m?edqh %ﬂwt9W§H&B%W%BJ0§gLﬁ%dm -2-ylamine

(S ELONC I RS R b T R R -
4- Ciib.0600x) MG GESEN)e3 3 ar (yH Pyr i di n- 2-yl ) - 3- met hyi benzen
esul fonam de This material was obtained in analogy to
exanple 1 from 6-cycl opropyl -pyridin-2-ylamne (0.1 g)
and 3-chl oro- 4- et hyl benzenesul f onyl chl ori de (0.168 @)

as %&Mp%q% ow Z‘T’Qb%cqloro-N-(6-cyclopropyl-pyridin-2-yl)-S-methyl-

benzenesulfonamide

20 This material was obtained in analogy to example 1 from 6-cyclopropyl-pyridin-2-ylamine
(0.1 g) and 2,4-dichloro-5-methylbenzenesulfonylchloride (0.193 g) as a light yellow
gum(0.047 g). MS (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
(ESI"): 325.3 ([M+H]").



(0.039 g). Ms (ESI+): 323.3 ([MtH +). Exanple 127:

N- (6- Cycl opropyl -pyridin-2-yl)-3-trifluoronethyl-benze
wmemahssoan de This material was obtai ned Ln apel/Bp3004/010372

exanple 1 from 6-cycl opropyV-pyridin-2-ylamne (0.1 Q)

and 3-(trifluoronethyl)benzenesul fonyl chloride (0.182

as a |I?ht yel l ow gum (0. Q60 g), M (ESI +l%: 343. 1

( [ MERgmplE 1302y a,ﬁ;(%Clggaropyhnemoxymethyl pyridin-2-yl)-3-trifluoromethyl-

2, 4 behzhbsalfendhid6- cycl opr opyl - pyri di n-2-yl ) - 5- met hyl be

nzenesul fonam de This material was obtained Ln anal ogy

t;) gﬁgm @naé—lwgsr aﬁecpm%gsgﬂeseé!ﬁazxgmé i Fflbif?xOSﬁCy)doEfH ﬁne&&x}methyl-
0. gy’ ggmaleﬁé’aﬁts%gff B ORG ety bl 0.077 ) as

357 akrfsfalidnklwhity solieX 06 ©. MIIESINGISAOHEVIdHE) 2- sul f oni c
acid (6-cyclopropyl-pyridin-2-yl)-amde This materi al
was obtained in analogy to exanple 1 from

6- cycl opropyl pyridin-2-ylamne (0.1 g) and

na haI

yeﬂéw fﬁsgni 6§ E?%%Ltﬁgﬁj%e&lgl éyggh%)l (@I\;ﬁfﬂbls tﬁ'ﬂhoromethyl-

+ BIEPF Q%m de-

I\E(S Cgfgopr opym et hoxynet hyl - pyridin-2-yl)O-trifluorom

et hylhixanaedd suas propaed thendlogstoresaraple & Fromesethpapathedt6imethyl-

25]a| 39}1 nt lgfﬁmb 87 %) Jnrdgrg di( tr1ﬂuoromethyl -benzenesulfonyl chloride (0.145 g)
0 ro t hax t m ne (0.051

L RO TSt [ Byt g e g e (0051 0)

g) as a crystalline white solid (0.062 g). M5 (ESI ):

385.0 ([MH ) Exanple 131:
N- ( 5- Et hoxynet hyl - 6- net hyl - py

ti di Basiphl 1)323 5¢-Ghord-N- (5t etlosxyiethiylb6-redrd peddin {20yl p ritdfuoromethyl-
Thi rrater W&y pr epared in analogy to exanple 1
fro nte%oxyami yl - 6- net hyl pyridin- 2-ylam ne (0.07

d fl b f
i S e L §%”é§%t@51 Sy
( ESI pytidin-Z4hmine 0NV kf] and Eﬁ&dwpl-k(tmﬂmromethyl benzenesulfonyl chloride
|f| uoﬁggé)’\'%s({,gﬁ&b XHTEBEV): ﬁs@ﬁl?ﬂoﬂ@ﬂmdﬂm 2-yl)-3-tr

enz nesul foham de This material was
prepared in anal ogy to exanple 1 from 5-ethoxy
t net hyl - 6- met hyl pyri di n-
Example 133: 4-Chloro-N-{[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-3-
20 trifluoromethyl-benzenesulfonamide

This material was prepared in analogy to example 1 from 6-(4-fluoro-benzyloxymethyl)-
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 (EST'): 472.8 ([M-H])

25 Example 134: 4-Chloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl}-2,5-dimethyl-

benzenesulfonamide

This material was prepared in analogy to example 1 from 6-(4-fluoro-benzyloxymethyl)-
pyridin-2-ylamine (0.058 g) and 4-chloro-2,5-dimethyl-benzenesulfonyl chloride (0.066 g)
as a light yellow gum (0.089 g). MS (ESI'): 433.2. ([M-HJ]")



2-ylamne (0.07 g) and 4-chloro-3-(trifluoronethyl)-
benzenesul fonyl chloride (0.129 g) as a yell ow gum
w@ 20006875g) . MS (ESI ) : 407.2 ([MH ) Exanpl epdBBP2005/010372
4-Chl oro-N-[ 6- (4-fl uoro-bengyl oxynet hyl ) -pyridin-2-yl]
-3- trifluoronethyl -benzenesul fonam de This nmateri al
was prepared in analogy to exanple 1 from
6- (4-fl uoro-benzyl oxynet hyl )- pyridin-2-ylam ne (0.058
g) and 4-chloro-3-(trifluoromnethyl)-benzenesul f onyl
chl @xaxdple (83:07 B-Tiflasomethyleiit 6-y4 biiftwwrgueth {1ophRBdixygethyNpyridin-2-

(ESI f])behzeﬂfxdﬁ (hMeH ) Exanple 134:
oro- N- ?4 fl uoro-benzyl oxyrret hyl) - pyridin-2-yl]

pr eg‘gfs&aatfrhal glﬁg]?rgzen %%lgggg Fpé)ga?nl% ¢ h?ﬁorr}lag 81 trﬁluoromethyl—
65 ( phtnaxpmethpleprsi mxzymm 9.08 ghyani @i (triffuoporaethyle bé¢rgeysgionyl

g) %ﬂfénﬂe @hdse rg@asQa: IZhEy B @uﬂnw@mganﬂswtélqnyﬂs oq[Mcm] e
(O as a light yellow gum (0.0

433 2 ([I\/H—I] ) Exanpl e 135:
3-Trifluoronethyl - N-[6 (4-trifl uoromet hyl - phenoxynet hy

I) pr|d|n2 yl.]_-benzenesul f onami teria
pBpleiaf | N4 Bgrer ﬁﬁ%vsxaw& e eiain -

6 (4nﬂti¢fbhmmybhaizh;els\dhmamx4crret hyl ) - pyr| di n- 2-yl am ne

(0.08 g) and 3-(trifluoronethyl)-benzenesul f onyl

@6" CS"té (I\Q[élgzlplgaroaeihﬁﬁwm) 6)/1ﬂlet|h§rl\l‘p)@idm §- ) 2,2 din@}hyl-

r?lﬁ "ﬂj‘g?o et hoxymet hyl ) - 6- rret hyI pyr| din-2-yl]-3-
tr| fl uoronet hyl - benzenesul f onam de Ste
N- [ SEhiomPtenia mes pIeRRg) IRenRYEY) O E34RRIA § stﬁiy .Ad RS- -(§ihydroxymethyl-
2- dlenatmimﬂ @R -0 yH, T@inTely$- ppagti @fabrAde (056 prpepdicedf example 112 step

anﬁe@ﬂgfr‘} Ebexa Iﬂgm% 3tl§aél%20 Hsnét &T' ths' (ﬁﬁhﬁgﬁﬁ@%ﬁﬂs (ESI):

0. 53583g§M1‘bt)oduct of exanple 112 step B]) and
| - brono- 2-fl uoro-ethane (0.475 g) as a |light yellow
gum (0. 115 g). MS (ESI): 269.3 (MH)

Step B]: 5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-ylamine

This material was prepared in analogy to example 86 step B] from N-(5-(2-Fluoro-
ethoxymethyl)-6-methyl-pyridin-2-yl]-2,2-dimethyl-propionamide (0.165 g) and 3M
20 aqueous NaOH (1.23 mL) as an gum (0.174 g) that was used directly in the next step.

Step C]: N-[5-(2-Fluoro-ethoxymethyl)-6-methyl-pyridin-2-yl]-3-trifluoromethyl-

benzenesulfonamide

This material was prepared in analogy to example 1 from 5-(2-fluoro-ethoxymethyl)-6-
25 methyl-pyridin-2-ylamine (0.05 g) and 3-(trifluoromethyl)-benzenesulfonyl chloride
(0.073 g) as a light yellow gum (39 mg g). MS (ESI'): 391.2 ([M-H]")



Step B]:

5- (2- Fl uor o- et hoxynet hyl ) - 6- net hyl - pyri di n- 2-yl am ne
wolheoatedier i al was prepared in anal ogy to exarmuTeErR605/010372

step B] from N-[5-(2-Fluoroethoxynet hyl) -

6 nethyl pyridin-2-yl]-2,2-di nmethyl - propi onam de

5 g) and 3M ueou OH (1.23 nlL) as an_gum

(o 1%3@% ¢ B HiBlone R an efqpymeﬂﬁweﬁ@kwﬁwaw-

St epbe}enesulfonamide

N-[ 5- (2- Fl uor o- et hoxymet hyl ) - 6- met hyl - pyri di n- 2-yl ] - 3-

trif alo x e r
p: Ie pg@%%ﬁmgﬁgpﬁammﬁm f gpam h:@lg Thiotn SR} &I Pribyl M@ Boxymethyl-

a
B CoPr Rt olsainraR el iy ShBrebmgie oyt chionids (G978 A
( 6. GBnggphausdffavKitersplid (0156 g tMB/(ESL hanlzetidBHI) D ony |
chloride (0.073 g) as a light yellow gum (39 ng g). M
(ESI ) : 391.2 ([M-H] ) Exanpl e 137:
3- Chl oro- N- (5-q' dopr opyl nmet hoxynet hyl - pyri di n-2-yl) -
benz fana - B [ e
anal ﬁogaﬁr%y twongani’? ?x%ﬁérr%olﬂ?g @};C!O?)Iroﬁ%ﬂetﬂtgmw pmdm 2-yl)-6-methyl-
5- cﬁ%P@%Wﬂﬁ@Pﬂ%@ﬁoxynethylpyridin- 2-yl anmine (0.06 Q)
and 3-chl oro-benzenesul fonyl chloride (0.078 g) as an
anor Phomatendlfvanpicpared ol ardlogPtod3@mply 1 fivB §-ERlopropylB&hoxymethyl-

(1E)M idin-FX¥BHR0b88) and 2,4-dichloro-6- methél benzenesulfonyl chlorlde (0.096 g)

)6 %Pﬁb°r°ﬁ%%@ﬁ)¥?gﬁ§ﬁﬁ°%@%§b°f‘¢i&f pyr dih-2-yi

prepared in analogy to exanple 1 from

5-cycl opr opyl net hoxynet hyl pyri di n- 2-ylam ne (0.06 g)

and 2, 4-di chl or o- 6- et hyl - benzenesul fonyl chlori de

(0. ORamp)e 139 an2,oichidriot M- (5-ofd aprdfy L@ Roxymethyib p{rfichh-2) y1)-6-methyl-

399 nQ% anpl e 139: o
oron - cycl opr opyl met hoxymet hyl - pyrldln 2-y
nmet h enzenesul f onam de Thi s nater
DI)P ep'lé}}l%laa(?/ Hgéﬁépggg}'eg iy Ig%fo eximPl]eg% & cyclopropylmethoxymethyl

5- cywiridpr-dplahnimt (0 0% ghetd yiflpyro- 3 miflu@roydethyl) fentdhe @B oyl chloride
and @bl gWchést(aIlmlewhHQrs&mW@ %r henzsneses. S Qpiy .d“()

chl ori de as a crystalline white so 0. 066

g). M5 (ESI ) 403 2 ([MH ) Exanple 140:

3- Chl oro- N- (5-cycl opr opyl net hoxynet hyl - 6- net hyl - pyri d
-2-v]) -

n I¥xa2nple 140:  3-Chloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-

20 benzenesulfonamide

This material was prepared in analogy to example 1 from 5-cyclopropylmethoxymethyl-6-
methyl-pyridin-2-ylamine (0.06 g) and 3-chloro-6-methyl-benzenesulfonyl chloride (0.072
g) as a light yellow solid (0.07 g). MS (ESI"): 364.9 ([M-H]")

25 Example 141:  2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-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 chloride
(0.089 g) as an amorphous light yellow solid (0.058 g). MS (ESI"): 413.1 ([M-H]")



benzenesul fonam de This material was prepared in
anal ogy to exanple 1 from

wG2y0sBpr opyl net hoxynet hyl - 6- net hyl - pyri di n-2eyEPaonfe10372
(0.06 g) and 3-chl oro- 6- neshyl - benzenesul f onyl
chloride (0.072 g) as a light yellow solid (0.07 Q).
M5 (ESI ) : 364.9 ([MH ) Exanple 141:
2, 4-Di chl oro- N- (5-cycl opr opyl net hoxynet hyl - 6- net hyl - py
ridin-2-yl)- 6-meth.yl-benzenesul fonam de This
mat Exaraple Wk prRepRicklore-N-@ratloprppylmethoaympetbylic-metdyi-pyridin-2-yl)-
5- C¥GhaRn IRy xeiurexammat hyl - 6- net hyl -pyri di n-2-yl am ne
(0.06 g)" and 2, 4-di chl oro-6-net hyl - benzenesul f onyl

hl gri de (0,089 h i ght. vel | i d
(0. O "yt el 9RO T | b Rtcbmenny o
% 4nithyApydine2¢ Baraipe (G 0 p9d Aetriflywryareathi)-beazenssipnylshloride

| di 1o.884Yd)) as a GigheBelyi soia s (Essy b pngwinge) This materi al
was prepared In analogy to exanple 1 from

S-cycl opropyl net hoxynet hyl - - nethyl - pyridi n-2-yl am ne
(0.06 g) and 3-(trifluoronethyl)-benzenesul fonyl

chl qri de 08 A4S alight yellow.ssolid M5 (ES
401_%&211'(? g 3 +) %&él{‘@l‘og-yﬁ gg-ﬂuXro-J)enzyloxyme(éhyl)-pyrgﬁ-k)yl]-
2, 4-benfehesafondmifi6- ( 3- f | uor o- benzyl oxynet hyl ) - py
tidin-2-yl]- benzenesul fonam de Step A]:

i [ Brep3x)f |106-03-RESYE WeR2¥dRPiInbYl D) -pRMdinc-71}-2;2yd inethyRpdpidRamide

t hyl - propi onam de This material was prepared in

anal-oqy : : (. i
N- (6 éx‘a%t%)n(a?&ng{%ﬁfaﬁgcﬁng?lﬁggﬁh e]‘(arn%’l} 86 step A] from N-(6 hyd‘roxymethyl
2- yIpyriging2-) -2 Aedimgihypopiopiogaaide 4&73 8. 2p8 3¢fluozghgnzyl bromide as a yellow
3- f Isbigd(0be gz MS (Bspmd1de (3™ yel | ow sol i d(0.66 g). M

(ESI): 317.1 (Mt). Step B]:

6- ( 3- Fl uor o- benzyl oxynet hyl ) - pyri di n-2-yl am ne Thi s

mat eri al was prepared in anal ogy to exanple 86 step B]

IB%?:E&?I}’F ]g6&?]‘:5‘1'2’[#oi’%&ﬁ@%&%fﬁﬁ%‘lﬁérﬁlﬂmf 0.663 g) and

3M aqyeous )
This material was prepared in analogy to example 86 step B] from N-{6-(3-fluoro-

benzyloxymethy!)-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 CJ: 2,4-Difluoro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl]-

benzenesulfonamide

This material was prepared in analogy to example 1 from 6-(3-fluoro-benzyloxymethyl)-
pyridin-2-ylamine (0.06 g) and 2,4-difluoro-benzenesulfonyl chloride (0.06 g) as a yellow

s0lid(0.07 g). MS (ESI'): 407.2 ([M-H]").
25

Example 144:  3-Chloro-N-[6-(3-fluoro-benzyloxymethyl)-pyridin-2-yl]-

benzenesulfonamide



NaOH (4.19 nL) as a brown liquid (0.596 g). MS (ESI):
233.2 (MH). Step (:
W@ 26be871sbuor o- N-[ 6- (3-fl uor o- benzyl oxymnet hyl ) - pgT/ER2005/@10372
-yl ]- benzenesul fonam de Ti8ts material was prepared in
anal ogy to exanple 1 from
6- (3-fl uoro-benzyl oxynet hyl )- pytidin-2-yl am ne
g) AR materialwes RieRagediB ADEARIR PG | gﬁmér@d@wbwl@ﬂmethﬂ)

as @yndihi2opamsiak (@¢dz)@Rd g)chlokdsbérz8les)lfanyddioride (0.06 )] as)a.yellow
Cg‘ﬁ%r%aﬁé)[ %AS (ESIf)I ﬁ(g’rlo([%lelr-]”zgll oxymnet hyl ) -pyridin-2-yl]

- benzenesul fonam deThis material was prepared in
anal ogy to exanple 1 from

6- (3-fl uoro-benzyl ox rrethﬁlg pyridin-2-yla 0.0
P &Emaingle ¢4A: or 3-4bRichloredul6 érﬂﬂpf%h‘?@ﬂp&@lwlbﬁvfg;m a6~ methyl-
yel %@ﬂeﬂé&mf&&nﬁie 9). M5 (ESF): 405.1 ([MH ). Exanple

Qg%lﬂatg i:??r'g!- e({r Zpagégd' J‘n Pzﬁ{)@ tQ g%@f(%%% %5'-@\1093 li)lar‘r.jzglfax%nethyl)

enes uI
pr e‘gmi@g % ﬁargw&((b%g a8 éb@’éﬂﬁh roPmethylybenzenesulfonyl chlonde (0.074 g)

6- ( 3s § yallowaolk(oay lgpiysrEashiyl433.1 ((M-Hdin- 2- yl ami ne (0. 06
g) and 2, 4-di chl oro-6rnet hyl - benzenesul f bnyl chl ori de
Z(g 074 g) as a yellowsolid (0.12 g). MS (ESI )

3.1 ([MH ). Exanple 146:

2,4-Di fluoro- N[ fl Qxvmet h 2
-yl X “B%lﬁgé(??es Lﬁ"'f’g&g'&mdgo[%g(l s u?nra |Zgl x%éd\ )rg%rér 4 rWn
analbeuaenesolfenaamigé e 1 from
6- (4-fluoro-benzyl oxynet hyl )- pyridin-2-ylam ne (0.07
g) ame matdridlivehpropnedinrmilog tolenzge b fomfcotyfluc bHbenzylbeymethyl)-
287%%1?%155} ot nleI (%2)9 {%?Ad ?ZYV ﬁmohg 6(rgetﬂﬁ%elgz)enesh§or(yﬁéhor)de (0.07 g)
35 b o Hghtxeljosr sokid £9- r%l\é%% 6%/%&[%%])) pyridin-2-yl]
- benzenesul fonanm de This material was prepared in
anal ogy to exanple 1 from
6- (4-fl uoro-benzyl oxynet hyl) -
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-fluoro-benzyloxymethyl)-
20  pyridin-2-ylamine (0.07 g) and 3-chloro-benzenesulfonyl chloride (0.07 g) as a light yellow
gum (0.059 g). MS (ESI"): 405.2 ([M-H]).

Example 148: 2,4-Dichloro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-6-

methyl-benzenesulfonamide

25 This material was prepared in analogy to example 1 from 6-(4-fluoro-benzyloxymethyl)-
pyridin-2-ylamine (0.07 g) and 2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.086 g)
as a light yellow solid (0.11 g). MS (ESI'): 453.1 ([M-H]).



pyridin-2-ylamne (0.07 g) and
3-chl or o- benzenesul fonyl chloride (0.07 g) as a light

w gdobosvsgum (0. 059 g). M5 (ESI ): 405.2 ([ M HPQT/EP2005/010372
Exanpl e 148: 2 82
4-Di chl oro-N-[ 6- (4-fl uoro-benzyl oxynmet hyl ) -pyridin-2-y
I]-6- nethyl-benzenesul fonam de This material was
pr epfarele 149:anaNd gneyelopropimsthoxymethilng- methyl-pyridin-2-yl)-5-fluoro-2-

6- (4méthideazdaesultvhanipeet hyl ) - pyridi n-2-yl am ne (0. 07
g) and 2, 4-di chl oro-6-nmet hyl - benzenesul fonyl chl ori de

:( 0. 4(5)§1 S %tfﬁfi%é k;lle%}led yqna%ﬁ%ﬁ@éxhxﬂpl@q frbrmt's g)clop'}@y(rﬁ'ékogymethyl 6-
N- ( Hn@bﬂrwplfl@pw’lﬁ@ﬂfﬁd Prret i 4 Buarerijniflyoyemethvl) bewl}esslfonyl
- 5| uhieid2 (0. 1eeg)hasla-lighnziowe salidf(omzgyi Me (B3i)st1mmt(pvii k)
prepared in analogy to exanple 1 from
5-cyc|opropy|nethoxynethyI-G- nmet hyl - pyri di n-2-yl am ne
(0.06 g) and
4-fluoro trif I or o benzenesul f | chlori
(o, Tefpplefsbl | fpESraarI N dagtF R Ed Bt mp ol pudla TS
: 41tyiflgoroiethi]-bynzEnesnibonamida :
4- Fl uoro- N-[ 6- (3-fl uor o- benzyl oxynet hyl ) - pyri di n-2-yl ]
- 3- Thié hhidfilen®plephred Gﬂﬁﬂlﬁ)gﬁtd o pla ] d@ mléH( 5 flasroeehAlloxymethyl)-

S a I
\g@ épy];%& fgﬁgleuﬁezarég gzg'}/d A{ﬁl]ni J’lﬁu(f:l’oﬁ'lgtg benzeneskﬂéo %chlorlde
9) a@&ﬁg)rqs@élsbtmﬂwfq*m i Iy We%@ 84Ul f onyl
chloride (0.075 g) as a light yellowsolid (0.1 g). M
(ESI ): 457.2 ([MH ) . Exanple 151

-Fluoro-N-[ 6-(4-fl uoro-benzyl oxynet hyl)-pyridin-2-yl]

3 Mam‘ iéJl(B‘iOmhfﬂhorbwmﬁwrﬁwﬂm&?m&mw -pyaa@Li-aAl-3-
are%ﬁrﬁ agalgﬁ% t 0, exanpl e _
6- (4"ﬂP ARERACBSS - pyti di n-2-yl ani ne (O 07

g) and 4-fluoro- 3- (tr|fluoronethyl benzenesulfon
3h| oFhitimaiedalony prrparmd inanaloghto sramplo, frphé-(H1 erglaen zypgymethyl)-
( ES' y)rldm 451amind (0 Igl) and 4- EX(&b‘fﬂ @rifléo2omethyl)-benzenesulfonyl chloride

or o Fi/% %ﬁﬁggﬁk% @yM)s (B! £y 3 tri T

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-benzyloxymethyl)-
pyridin-2-ylamine (0.07 g) and 3-(trifluoromethoxy)-benzenesulfonyl chloride (0.086 g)
as a light yellow gum (0.097 g). MS (ESI'): 455.2 ([M-H]").

25 Example 153:  N-(6-Methoxymethyl-pyridin-2-yl)-3-trifluoromethyl-

benzenesulfonamide

This material was obtained in analogy to example 1 from 6-methoxymethyl-pyridin-2-
ylamine (0.076 g) and 3-(trifluormethyl)-benzenesulfonyl chloride (0.148 g) as a light
yellow gum (0.13 g). MS (ESI'): 345.1. ([M-H]")



This material was prepared in analogy to exanple 1
from6-(4-fluoro-benzyl oxynethyl)- pyridin-2-ylam ne

w@ 2000637391 and 3- (trifl uoromet hoxy) - benzenesul fpamyEP2005/010372
chloride (0.086 g) as a |li@ght yell ow gum (0.097 g). M
(ESI ): 455.2 ([MH ). Exanple 153:
N- (6- Met hoxynet hyl - pyridi n-2-yl)-3-trifl uoronethyl benz
enesul fonam de This nmaterial was obtained in anal ogy
to exanple 1 from 6-net hoxynet hyl - pyri di n-2- yl am ne
(0. Ezemgle 1a8d 2,4-Dichidrerd¥- (fembthbXynvethd yeidint 3-glirgi methyl-

chl %hgge&gogaz},%dg) as a light yellow gum (0.13 g). M
(ESI . 345.1. ([MH )Exarrple 154:

2>4-Di.chl or. nef .hox neth
o DB A P S B EP LA alh s Haf Emiibhioaetioh Bidin-2-
ahalybgyint ©.08% ahplde, 41dlﬁhlem G-mebylsrgenssubfpnylshloridé (9-157 g) as an off-

yl ariHie séifs @488 g). MBNESI): 358.9. ([M-H]") _
2, 4-di chl oro- 6- nehyl - benzenesulfonyl chl oride (0.157

g) as an offwhite solid (0.138 g). Ms (ESI ): 358.09.
([MH ) Exanple 155: 3-Chloro-N (6-nmethoxynethyl - py

E-)Ib? éﬁ%aﬁl % gﬁgﬁz gglyf » f(o A a%d S T\t]}y? B}I’%l& in-2 I | _benzenesulfonamide

6- met hoxynet hyl - pyridin-2- ylam ne (0.076 g) and
3- c Hlhiy oatbed menelsaintdbimpanaleg toekatepl¢ O fromgs-giethasymagihyl-pyridin-2-

|1b g Wlarﬁﬁﬁé {SOQ)’% U Dehldrd- lﬂhzen@@lf()ﬁ'chlbnd@(-bjl 28 g\ dshh tight)yellow gum
an‘%é gﬁé?ﬂ;)ﬁlﬁpo[ tl.BM(]é] é 3-trifluoro-propoxynethyl)

-pyrl di n-2-yl]- benzenesul fonam de Step A]:

2,2-Dinmethyl -N-[6-(3,3,3-trifluoro-propoxynethyl)-pyri

di n-2-yl]- propionamde 3,3,3-Trifl uoro-propan-I-ol

(O 2EbAm@)e 1i56: TI—FT(lBucrrb)nedualsNt[6€(&;Béetndind®rprano:angdwl) -pyridin-2-yl]-

g;m; dgsodi um hydride (0.1 g, 60% suspension
|n ol P?e% sthlrred for 1 h at RIT.

e, i A2 GBI b G st PP e MR

addegopindarhide m xt ure was heat ed at 85C for 2.5 h. The

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 hatRT.
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-
dimethyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-propionamide (0.21 g) as a
light brown oil. MS (ESI): 305.3 (MH").

25
Step B): 6-(3,3,3-Trifluoro-propoxymethyl)-pyridin-2-ylamine

This material was prepared in analogy to example 86 step B] from 2,2-dimethyl-N-{6-
(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-propionamide (0.2 g) and 3M aqueous
NaOH (1.31 mL) as a brown oil (0.159 g). MS (ESI): 221.2 (MH").



reaction m xture was cool ed, partitioned between ice

wat er and AcOEt, the | ayers were separated, the
woe@anszsol ayer dried over Na2SO filtered and er@EpPBPALEC0372

to give 2, 2- 84

di methyl -N-[6-(3,3,3-trifluoro-propoxynet hyl)-pyridin-

2-yl]-propionamde (0.21 g) as a light brow oil. M

(ESI): 305.3 (MH). Step B]:

6-(3,3,3-Trifluoro-propoxynet hyl)-pyridin-2-ylam ne

Thi Stapei]eBiTalflunemsngthgdaite 8,3, frtrifhmrogyo pogyrestbylpperidd6-2-y1) -

St eeBlendiffRatnide di met hyl - N-[ 6- o _
3 3 3 trlfluoro propoxynet hyl ) -pyridin-2-yl]- proplona

OI | and BMggﬁ%%ggélltlc\)%x H}rogtrg'é %S-Tnﬂuorgwn
35 Tmrcpgopﬂm) 1} myqldlmlf)@arg@ego @75tg) and 3-(trifluoromethyl)-benzenesulfonyl

P | waloidP (0aRe XY MaLiipt Yelloy giudi (0.0 )l MS (ESI): 427.1 (IM-H]").
benzenesul fonanmi de This material was prepared In
anal ogy to exanple 1 from

6-(3, 3, 3 Trifl uoropropoxynet hyI) pyridi n-2-ylam ne

(O 75 and 3- | ugro esul fon

Chi gaemite 870024 Pidlors RN HE: éﬁﬁf% PG hpyridin:
( ESI2-gl]-bentresdlfopaididd] ). Exanpl e 157:

4-Di chl oro-6-nmethyl -N-[6-(3, 3

18- Ui thatedi whas ﬁk@@&f&d@talﬂk'lb%y d@)ékalrﬁ&bl@i frdmyd-{3,3,3- TI‘lﬂUOI‘O

éggrpgen%le &21 an; gln )Fl?mmm?(s §7s gﬁl ang\@i FShfR8sSH &4 th)q benzenesulfonyl
6- ( 3h®r©e (dE 7 IgDJmadmhbmHszymHQW 8). P (B8N h4l M([Mndlhe
(0.075 g) and 2, 4-di chl or o- 6- net hyl - benzenesul f onyl

chloride (0.097 g) as a light yellow gum (0.08 g). M
(ESI ): 441.1 ([MH ). Exanple 158:

N-[ q'?xgu% wﬁ 8: 170G l6105,9 mgﬁmﬁ%eﬂﬂktﬂﬂﬂdﬂl -2yl aBubfomethyl-

i fl yl benzenesul f onam de

352- poapidg. (2,2,2-trifluoro- ethoxymsthyl) pyrid

I n-2- yI] propi onam de This material was obtained in

anal SogyAlt 3.2eRiamphd Nt 66(25% 2 prifnofe-gtlypxymethyl)-pyridin-2-yl]-propionamide
N- ( 6- chl or onet hyl pyri di n-

2- y|’D}ns2m2ttd£ll s bithinpd inpinalogniodeam fle D istap, A fioad tie(6-diloromethyl-

oxam X f1e20.5471 4 LHALE FLORMY 128%B A |, and
291815 f@gé‘g-]yl E%{aﬂongmwaes usegf bg)l reé) % %CB J,an
neth %% érpﬂuoro ethanol as a brown liquid (0.726 g) that was used dlrectly in the next step.
20

Step B]: 6-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-ylamine

This material was prepared in analogy to example 86 step B] from 2,2-Dimethyl-N-[6-
(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-propionamide (0.726 g) and 3M aqueous
NaOH (5 mL) as a brown liquid (0.4 g). MS (EI): 206.1 (M").

25

Step C]: N-[6-(2,2,2-Trifluoro-ethoxymethyl)- pyrldm -2-yl]-3-trifluoromethyl-

benzenesulfonamide



Step B]:

6-(2,2,2-Trifl uoro-ethoxynethyl)-pyridin-2-ylam ne
wdabios/osmEoeri al was prepared in anal ogy to exanpdBEBH05/010372

step B] from 2, 2-Di nethyl - BS[ 6-

(2,2,2-trifluoro-ethoxynethyl)-pyridin-2-yl]-propi onam

ide (0.726 %1) and 3M aqueous NaCH (5 nL) as a brown

| i quiihéd moeudal yps pmrf@)analg%orxﬁﬂs 1 frogtfeg er -Trifluoro-

N- [ @tKo&yxﬂetBleéyrﬁdetparﬁbh 088 tahy B)(erifltiok chhthyd)-Mérkzeridsilfonyl

or e RP e[ X4 ATHEE AR YO (9501, pHeSE: A MiRun)

6-(2,2,2-Trifluoroethoxynethyl)- pyridin-2-ylamne

(0.08 g) and 3-(trifluoronethyl)-benzenesul f onyl

chloride (0.104 g) as a light yellow gum (0.066 g). M
(E£SIExample438. 1 A4-PidH|or)-6-rasthytp¥-46-(5D2-trifluoro-ethoxymethyl)-pyridin-2-
2, 4-@&Qgg{egﬂ@hm;dlgyl -N-[6-(2,2,2-trifluoro-ethoxyneth

yI ) -pyri di n - yl] -benzenesul fonam de This nmateri al
Z’ﬁ%serggt ! n%r%gaarfq291>3n£lg et)(()%npm}:gle }fra 2y anf]l}lchrg

( 0. oeglogymathd) zymdlmkﬂmme(%@&vﬂ%taﬁw 4%@@ﬁéswrﬁlwh§,qnzenesulfonyl
chl ahiogide (D111 49 light yalldw @it (y.ek). ov8 &6l): d2A O¢[M-H) ).

(ESI ): 427.1 ([MH ). Exanple 160:

35 Chl oro- N-[ 6- (2- cycl opropyl - et hoxynet hyl ) - pyri di n-2-y

IT- benzenesul fonam .de Step A]:

N[ 2- Cycl opr ridin [

et dﬁpona}r%%“’rﬁh@x(%rﬂé?%ge’yl\ﬁé% tgzln)i@’]‘?lﬁ Zf
analhtgyentmlfenmnplee 156 step A from

N- ( 6- chl or onet hyl pyri di n-

2- y| epa 2N 6761 Bydlopb Spie@oRythdiyl)-Pyr&firl- 29| - Be-@it@hyl gropionamide
exan‘pl e 120 step A], and 2-cycl opropyl - et hanol (0.51

Satsnlnle %lt\vaygﬁtlaﬂ\% f nal()Qy t%:lexgglple My s{tﬁ Yron? 117(62chloromethyl

es(zpyeylm %psD&Mmee%Rmmea Dy e predchaf gramaliel 2pjes A I, and
nmat e1-tyalopyepyl-ahaphrest g)as alight pelpwiail (@6agpMs @61)s17813 (BYH]").
fromN-[6-(2-cycl opropyl et hoxynet hyl ) -

pyridin-2-yl]-2,2-di nethyl-propi onanm de (0.51 g) and

3M aqueous NaCH (3 7 m.) as a light yellowoil (0.39

9) t&g\t was (#Eyc opropy ¢t ho}x/ymghyleyrE]ae £h- )ﬁgn%ge

This material was prepared in analogy to example 86 step B] from N-[6-(2-cyclopropyl-
20 ethokymethyl)-pyridin-z-yl]-2,2-dimethyl-propionamide (0.51 g) and 3M aqueous NaOH
(3.7 mL) as a light yellow oil (0.39 g) that was used directly in the next step.

Step C]: 3-Chloro-N-[6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-yl]-

benzenesulfonamide

25 This material was prepared in analogy to example 1 from 6-(2-cyclopropyl-ethoxymethyl)-
pyridin-2-ylamine (0.08 g) and 3-chloro-benzenesulfonyl chloride (0.095 g) as a light
yellow gum (0.096 g). MS (ESI'): 365.0 ([M-HJ").



Step C:
3-Chl oro- N-[ 6-(2-cycl opropyl - et hoxynet hyl ) - pyri di n-2-y
WO 20060EemEeenesul fonam de This material was prepatEBHPI0D5/010372
anal ogy to exanple 1 from 86
6- ( 2- cycl opr opyl - et hoxynet hyl ) - pyridi n-2-yl am ne
(0.08 and 3-chl oro-benzenesul fonyl chloride (0.095
9) a%xaalpiq 16kt yNtEdWCyelaprenyicdgmethy-nyrdin-3-yl]-336i§ugromethyl-
([ M tidhzenefuifaihile 161 :
N-[ 6- (2- Cydopr opyl - et hoxynet hyl ) -pyridm 2-yl]-3-triflu

or ormglihbaenz ey &Eg.fesp mag%ménﬁféﬁ FHohPé-(MRR1dY SHRERBxymethyl)-

'en(gpnyg &%psfasmﬁ © ﬁbm?e{ yormepyPrbgngensswlfpnylichigride (0.11 g) asa

(6. Aghgyellawgud-(01066 )l MSHBHT)h3HIR-(BdAZEnesul f onyl
chloride (0.1 1 g) as a light yellow gum (0.106 g). M
(ESI ): 399.2 ([MH ). Exanple 162:

N-[ 6- (2- Cycl opropyl - et hoxynet hyl ) - py

tidi

tri f?uopgrrl]gflgxf &38@&%10?0? gneéhrﬁxﬁme*ﬁl@ yrldf"er ?'lzll4 ﬂuom 3

pr epaiflaeromethyirherygpesulbonamidel e 1 from

6- (2-cyc] opropyl - et hoxynet hyl ) - pyridin-2-yl am ne

( 0. OBhignatarial was prepared in analogy to example 1 from 6-(2-cyclopropyl-ethoxymethyl)-
f1.uor I ng lo

?18 ﬁéf? d§}n $ %'(alnruile{ (IOL(')Q g?ﬁfm}laogrgg %Sﬂ\ﬁﬁﬁﬁ;h?ﬂ)ﬂen%glesgrfgyﬁchlonde (0.12

417, a(s[aMg yeblow% P88 ESI ) 417.0 ([ H] )

2,4-Di chl oro-N-[6-(2-cycl opropyl - et hoxynet hyl ) - pyri di n

- 2-y| ]-6- nethyl -benzenesul fonam de This materi al was
pr epar ed in analogy to exanple 1 from

OI8O PY2 4 i Edasp e 61y - dyclopydpytikthodmydtian)- peidin-2-yl]-6-
O 08 %Q and 2 @fogllr%p or o- 6- net hyl -benzenesul f onyl
chI ort i as a l'ight yell ow gum (0.088 Q).
M5 (ESI : 413
254- Bpntwmsfle} Vs ﬁ’éﬁphﬁ?y w.qaf%( & ezarﬁpwjfm%r% ey Hrgthxymethyl)-
yl ) - pyidird 2ytazring/(0]08 g mredye dichloonamealieyl- ‘Blamﬁnaalfmyl chlloride (0.117 g)

was 1§11
6- (Zﬁfqgﬁqﬁﬁ?‘b g%@gg?% @geﬁﬁ:‘%ﬂhqéW| | n- 2-yl ar ni ne
(0.08 g) and 2, 4-di chl oro-5-net hyl - benzenesul f onyl

Example 164:  2,4-Dichloro-5-methyl-N-[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-
20 yl]-benzenesulfonamide

This material was prepared in analogy to example 1 from 6-(2,2,2-Trifluoro-
ethoxymethyl)-pyridin-2-ylamine (0.08 g) and 2,4-dichloro-5-methyl-benzenesulfonyl
chloride (0.11 g) as a light yellow gum (0.095 g). MS (ESI"): 427.1 ([M-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 example 1 from 6-(2,2,2-Trifluoro-
ethoxymethyl)-pyridin-2-ylamine (0.08 g) and 2-chloro-5-(trifluoromethyl)-



chloride (0.11 g) as a light yellow gum (0.095 g). M

(ESI ) : 427.1 ([MH ). Exanple 165: 2-Chloro-N[6-(2
WQ@206087501 uor o- et hoxynet hyl ) - pyri di n- 2-yl ] - 5- PCT/EP2005/010372

trifluoronethyl-benzenesul Bonam de This material was

prepared in anal ogy to exanpl e 1 from

6 (2,2,2-Trifl uoroet hox meth ?1 ﬁ) yridin-2-ylamn

d:gnée)nesalll{anyl chloride (0.119 g) as a'light yellow solid (0.123 g). MS (ESI) 447.0 ([M-

2- cth).o- 5-(trifluoronet hyI ) - benzenesul fonyl chl ori de

(0.1 19 g) as a light yellow solid (0.123 g). M5 (ESI

) : 447.0 ([MH ). Exanple 166:

2 -Dichloro-N-[ 6-( 3- chI or o- benzyl oxymet hyl ) - pyri di n- 2

N- 6E ?nghlgélr 2egénzy (t’)rx @f?y?’?“ﬁt eﬁ@d‘%{‘yﬂ’ §}1Y PZ’HQJnd% ¥}l-6-methyl-

t B Ihepmpmfiqa This rmterl al was prepared in
an aI ogy to exanple 86 step A] from

N- ( EstépyAly: XY 6B CHIqay rbealiyloxymethyl)- pyridin-2-yl]-2,2-dimethyl-propionamide
2-yl)-2,2-di met hyl - propi onam de (0.73 g) and

(3Eg lhl;}f?{ xggtgﬁawaﬁﬂf et AS108y W5hMPe 85 btef 8] FEmN-(6-MRiroxymethyl-

.ootep, B - .
6- ( FYEAMGE asl-?h}e%ﬁ e&W§REtP aipidsy (0 Tdign 254 Jreblpobenzrhhrgmide as a
mat eyella oivés750) SaKEsd): B3R.2a6MHOgy to exanpl e 86 step B]
fromN-[6-(3-chl orobenzyl oxynet hyl ) -
pyridin-2-yl]-2, 2-di net hyl - propi onarnide (0.75 g) and
3M aqueous NaCH (4.51 nL) as a brown quui d (0.56 g).

NS (%é? %]I o%@gﬁfﬂfé%%lﬂfﬂre 1' . 1am ﬁyl ) pyridin-2

-yI - 6- net hyI benzenesul f onam de Thi
pr ep'létpsélaatieﬂa ARAPEBEYd B A ﬁ;bpeeximplle gﬁnstep om M&(3-chloro-
6- ( beahllaymethgh Zyridinyavel] 12y2- Jimepyl- pabipivn2myded 7 hg) and.30Baqueous

. . Ao i | | d
s(zg) amb %a%@ﬁgt{? ?g“?%@vydgiﬁ?%g yzw%g}{eg or i :e

499 O ([MH] ). Exanple 167:
NP[ 6- (3- Chl or o- benzyl oxynet hyl ) - pyri di n- 2-yI ] - 4- fluoro
-3- trifluoronethyl -benzenesul fonam de Thi s mate

was Perephr 2 Dichleradi-bens-clowsbenprlexymethyhpgyridin-2- Ve methyl
6- ( Beadnesutfohanidy| oxymet hyl ) -

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-fluoro-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-(trifluoromethyl)-benzenesulfonyl chloride
(0.092g) as a light yellow gum (0.088 g). MS (ESI"): 472.8 ([M-H]").



pyridin-2-ylamne (0.08 g) and
4-fluoro-3-(trifluoronethyl)-benzenesul fonyl chloride

w@ 200092591 as a |ight yell ow gum (0.088 g). MS $EBEPIDN5/010372
472.8 ([MH ) .Exanple 1688
N-[ 6- (4- Chl or o- benzyl oxynet hyl ) - pyri di n-2-yl]-4-fluoro
-3- trifluoronethyl-benzenesul fonam de Step A]:
N- [ ExgoiplEmbSr o-Noéth Ay Clileoranylpyymeginil Hpyridin-gty]]-2fl@erdi e

t hy ks R BinSRAbGSenkiilfonh@IRr | al was prepared in
anal ogy to exanple 86 step Al from

E’@g@t Q}ﬁ?%léeggtlgﬂmﬁh&g-%md%}w-2 2-%imethyl-propionamide
4 chI orobenzyl brom de as a yellowoil (0 N92 NS
( ESI )has rg@glaiweweare@péﬂa fApY-to example 86 step A] from 6-hydroxymethyl-
65 ( $yGitiharg)-Derdletdixlyprepioyanidey0.7 g and 4ychivmotieazyT biognide as a yellow
mat %ﬁll\ﬁk%glgwgﬁ]reg)ag glz i apal ogy to exanple 86 step B]

from enzy oxymst hyl ) -
pyridin-2-yl]-2,2-di nmethyl - propi onam de (0.868 g) and
3M aqueous NaC]—| (5.22 rrL) as a [i ght yellow |iquid

06332 M5 (ESI): 249. S} p C:

N- [ 6tepdi] Ohi(#nClaserbeayioxymes HQfPXU%?TZr)d?THmZ yl1-4-fluoro
-3-trifluoronethyl benzenesul fonam de This material was
pr eThisataternl aagprepared in aaxlagytb exdngle 86itep B] from N-([6-(4-chloro-

?3 ( &@J}W&&@g% mﬂg Ez'&.medﬂ 1;¢r9wan2maak ?d‘?sd%%) QIQd D8 aqueous

uor Q enesu
O o b e Tk o G Ay G E SRS
(ESI ) : 472.8 ([MH ). Exanple 169:
2,4-Di chl oro- N-[ 6- (4-chl oro-benzyl oxymet hyl ) - pyri di n- 2
-yl ]-6-nmet hyl benzenesul fonam de This material was
pr eFS@J : N [@REREY0 - bénzA¥Feti) Ipyridaive-yl]-4-fluoro-3-trifluoromethyl-

i} chI o - ben é/l oxymet hyl)- pyridin-2-ylamne (0.08

ﬁﬂzeﬁes ac':’h or o- 6- net hyl - benzenesul fonyl chl ori de

(O 092 g) as an off-white solid (Q.082 3 I\ﬁ gling'

469 Tdns(lpwp;p,ﬁl wis prRgﬁ%)]nemil?@zto example I from6-(4-chloro-benzyloxymethyl)-
Pytidin22-Flarhiriel {0UBrgd aed hréngroed- (yifljorpyeihg) ibeRzeptshf@iv chloride

11 gegg;ggwmg{iﬁ&;ﬁw d&%@@é‘?yﬁgé (BS19P4 A8 ((M-H]).

2 d| nmet hyl - propi onam deThis material was obtained in
anal ogy to exanple 120 step A ], from N (5-

hydr oxynet hyl ridin-2- 2, 2-di net hyl ropi onam de
1y25Exgl¥lp}srlééuclto 2 ‘b‘Dl@%HPrﬂ%/ Iag foro. "benzyloxymethyl)-pyridin- 2-yl]-6-methyl-

20 benzenesulfonamide

This material was prepared in analogy to example 1 from 6-(4-chloro-benzyloxymethyl)-
pyridin-2-ylamine (0.08 g) and 2,4-dichloro-6-methyl-benzenesulfonyl chloride (0.092 g)
as an off-white solid (0.082 g). MS (ESI'): 469.0 ([M-H]").

25 Example170:  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



step B], and thionyl chloride (0.65 nL) as a brown
solid (0.87 g). M5 (ESI): 227.2 (MH +). Step B]:
w@20em8750t hyl - N-[ 5- (2, 2, 2-trifl uoro- et hoxynmet hpd)/EP200$/610372

i n-2-yl]-propionam de Thiss8aterial was obtained in

anal ogy to exanple 156 step A ] from

N- (5-chl or omet hyl p di n-

2- y[Thismaser! Wéftwfmiﬂrﬁﬁpaﬂaﬁpa’é&n@%ﬂ%ﬁ?éte@f* hnfjom N-(5-

2 2 h&dxtobcyxﬁéthﬂrpyndmhambn A @iméthyhlrpjopasamider bR g) praduatl of example 107

%gp% MO RE (Sled REL Y b'rM {8068 £ SLERESIFLIP, (MH).

f uor o- et hoxynet hyl ) -pyrid 2-ylamn

Th| s materi aI vvas prepared in anal ogy to exarrpl e 86

step B] from 2, 2-di nmet hyl - N-[ 5-

(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-propionam

i gle Sta®.B628)DimechyBM- E»qée?@?ugmam thaxygret hYL))pya@naz -yl]-propionamide

crystalline white solid (0.123 g). M5 (ESI): 207.1

( I\/H-FI)hls riviteqial Bhs obtained in analogy to example 156 step A ] from N-(5-chloromethyl-

: f | g‘ 8in2- ﬁl) Erz' &ilan e Sgﬁ)ﬁ:hﬂé%[ﬁk I@)ﬁbk) QM& bg'Zntrxgluéﬁlole'tﬁganBr(O 41 mL)

omet enzen terial was
pr eﬂ&?éﬁ’wl%\‘ﬁiaoc?é)ﬂf t@% “’f”f'l“é “e’“ Step
5-(2,2,2-Trifluoroet hoxynmet hyl)- pyridin-2-ylam ne
(0. 06 g) and 3-(trifluoronethyl)-benzenesul f onyl
chloride (0.078 g) as an off-white solid (0.056 g). M

(I&S@tep AIL3- 2,20 WMiftllord-ethoxafi@hyg) - pyrldin-2-ylamine
4- Di chl or o- 5- msthyl N-[5-(2,2,2-trifluoro-ethoxyneth

yI ) R e d%vas han@&ﬂgﬁ%g}”o eQﬂﬁ‘Hb g@st?&BFfr&ﬁtZ‘?[dllﬁxlethyl N-[5-

was prepared In a to exa
50 (20, 22@#9%%?%%& ;ﬁﬁ) PW‘?‘P&P# 9:30 84 rM aqueous

(0. OGa@pI (RSWmE) a(b—adlrﬁstd]lﬁfe&f-h&e SréthQIIHJgnMéNE@l):ImbM(MH*
chloride (0.083 g) as an off-white solid (0.072 g). M
(ESI ) : 427.1 ([MH "). Exanple 172:

3 Chl oro-2-net hyl - N- (3

IB engghlgfs Lh? E%g%%ﬁéj}l@mm }bw%[hyﬁ ;ﬁﬁ{ldm 2 yl])éI &'lﬂuoromethyl-

6' - Nbenrapegilfangnige t et rahydro 2H-[ |, 3" ] bi pyri di nyl
5-Bronp-2-nitropy tidine (3.0 g), tetrabutylammoni um
I odi Tigs fmateAd13vag preppret s sialogy maaxhoplatl drof25-222,3)Trifludro-

p' per h A N8 HGD: Srillin) 2 YEihedb 56 f 48Y- it IY5Reth 29 bBAn A koY1
chlorlde (0.078 g) as an off-white solid (0.056 g). MS (ESI'): 413.1 ([M-H]).

20

Example 171:  2,4-Dichloro-5-methyl-N-{5-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-

yl]-benzenesulfonamide

This material was prepared in analogy to example 1 from 5-(2,2,2-Trifluoro-
ethoxymethyl)-pyridin-2-ylamine (0.06 g) and 2,4-dichloro-6-methyl-benzenesulfonyl
25  chloride (0.083 g) as an off-white solid (0.072 g). MS (ESI'): 427.1 ([M-H]").

Example 172: 3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-[1,3'|bipyridinyl-6'-

yl)-benzenesulfonamide



at 80 OC for 12 hours. The mixture was diluted with
ethyl acetate, filtered and the filtrate was
woconeestsgiat ed i n vacuo. To the residue was added/EroEr010372
(75 mL) and the precipitat® was isol ated by
filtration. The solid was evaporated three tinmes from

t ol ugne N e i d r,.@and the product was
furt 16 Al SEPP R AE S Bg ok l%mvflfim 4,5, 6
tetrahydro-2H1[1,3"] blgyrldlnyl (2.87 as a ;ellow
pom%ﬁroq\VBZ(rEt]r?pynggrp 3 @p‘mgimum 1od1de 0.273 g), potassium

- Tet ¢aathyreteq2 Y §) Jhdjpﬁ)pem&[de(dl eyl were}dns@ﬂ[wlﬁnWSO (25 mL) and heated

6f N&t%fh_&?d 32 ﬁﬁ?rstﬂ{ rn%%%l aszd'd-u g &Q%:S;eg]ypy yy age gl)(%cf aélrdzt?ne filtrate

( Q 5wq\]s|_cyncepﬁéqqd Heoweue Tagh que(@ueggasrq@}edmrﬁﬁj@a) and the precipitate
dr Opw&sﬁiﬁ)leamjbyt fil@ationX The Rlidaas dlapsraed thiree t%hésrfréﬂﬁ thRen@te remove
Egrns e dFa? Water ?I;E{‘tﬁe pro%luytswﬁ f&r&%% Idng? 1?1 Vé(l:('_cl).lﬁeo §1ve E6'- nr%tg?-gh4,5,15-
was qe;rphvérceaHt [ﬁr3dblghrld}eﬂu(¥ 27 arid avﬂ@wnwerr MS{ED): 32 (M™).

washed well with ethyl acetate. The filtrate was
concg&ep Bht &d,5j6FTevrabydvo2H- 53’ [bipyadohyl6' gtantdhie 2N NaOH.
The aqueous | ayer was saturated with Nad and

et r gk eldltl‘@ﬂ—j hs @It&Ythy%ei}ﬁt[ £3' ]b-{gﬁld OJ@@WS ) H’h@ﬁﬁ (48R%) was added
D B Ly e BUSTE SLEPL S v

chr othatroxnegping albeweditp stazratt §=1C fogt bbkptem {TLEfanAlpBHoinfirrD@\Momplete
cont @Jn@ﬁrﬂﬂtn&r &%éﬂkﬂ@r@ matdrid, "EhenglﬁHl&hMerfﬂt'e?ehl'tfnloug\ delBite and the

E %r |1 ' né%ke %V%S@gényg?w eti}%(aﬁﬁat% e%?téaée &Ts concentrlated in vacuo prior

35Chiocdditian wE2 M WNaOR. TBs dquEo@-layet wadsgraseditl Na@l dndieryacted with

'Sd'(snéllt_gtlr@caeﬁéfg )'I‘he@ AR 'ﬁﬁ%@ waaQW%'ﬂ'gdj@ltlsl)Ane, dried over NaZSO and evaporated
Il m ne

o} s Sk fr%ltrr@fﬁ bR bt ety SR Bickaienof

(0. 2KeQH m@@MdOlsslolng@cﬁ% NHaQH) &,%64ﬂml‘rj’_@mdﬁrﬁ[1}f€ﬁmw’@dm)’l -6'-

at 50 Qfre MEEbtHnENSs-a LIRR oM 19675, MBBESER MAEN(VMALEd i n
vacuo, taken up in ethyl acetate and extracted with IM

ai' %& S BRI UL W TG (24, 980l AY S Y BS R1Gh-81i R

benzenesulfonamide

3,4,5,6-Tetrahydro-2H-[1,3']bipyridinyl-6'-ylamine (0.19 g) and 3-chloro-2-
methylbenzenesulfonyl chloride (0.24 g) were dissolved in pyridine (4 mL) and heated at
50 °C over night. The mixture was concentrated in vacuo, taken up in ethyl acetate and

25 extracted with 1M Cu(II)SO, solution. The organic layer was washed once again with
Cu(I1)SO, solution, dried over Na,SO4 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']bipyridinyl-6'-yl)-benzenesulfonamide
(0.1 g) as a light brown foam. MS (ESI"): 364.0 ({M-H]").

30

Example 173: 3-Chloro-2-methyl-N-(5-pyrrolidin-1-yl-pyridin-2-yl)-

benzenesulfonamide



Cu(l11)SO 4 solution, dried over Na2SO4 and evapor at ed
in vacuo. The product was purified by flash
w@e bwenztsegr aphy on silica gel (gradient of ethgtT/EP2005/010372
acetate in heptane) to gi ve13- chloro-2-nethyl-N(3
4,5, 6- tetrahydro 2H-[I 3" ] bipyridinyl-6"-yl)- benzenesu

Ifona lhg)l\{;& i.ght brown foam M (ESI )
364.30 e} y a%fqéldwlgyl pyridin-2-yl)- benzenesulfonamlde was obtained
3- Ctih amabe@-tmatah;ﬁle N2(sepsi td @) frath B-Hremb-2pyitroplyritie; Pydrolidine and
ben e I I

z€ &EOEH L. B% 6,5 Sk, Pe F?&rm@wweﬂ%?&m 0 ngigk f' 3855 ((m-H)).

pyridin-| benzenesu nam de
anal ogy to exarrpl e 172, steps Al to C] from
5- brono- 2-nitropyridine, pyrrolidine and
3-chl oro- 2-rnet hyI benzenesul fonyl chloride as a yell ow
f parkxample(gs) ) : 3sChlorocd- mcﬁ]yl-gl- (5mempholin-4-7hpyridin-2-yl)-
3- Obdﬁieae&imdﬂmk N- (5- mor phol i n-4-yl -pyridin-2-yl)-
benzenesul f onam de

3- C@'—@ltd 022 %H(}r}’ - \/\g- B)EBHP Q-gh-k:gncﬁnw ylpxgﬂzgﬁegul?onx%n d’e%s obtained

nzenesu Fonam
172,nap tsz\fxafrtplqzlvzfﬁt%ﬁémo@loffemé hr%%;vrtmm@ne» morpholine
nor phd Bidibreacndhdbdmemsdfonpitchlokide nzeliphs pelibepyivder. MS (ESI'): 366.0
FIQ qg”e\s a light yell ow powder. M5 (ESI ) : 366.
Hfl Exanpl e 175:
N ( 5- Benzyl pyridi n-2-yl)-3-chl oro-2-net hyl benzenesul f
onami de
N- (5- Benzyl - pyridin |')-3-chl oro- 2- net hyl - benzenesul
f ondixemeledd® made INT %é%ﬂg&b’ﬂdw éﬁﬁrﬁp‘{@frﬂzme%lb"ep d

f r orpeknravdulfondigidey! - pyri di n-2-yl am ne (nade accordi ng
to Kelly et al., J. Am Chem Soc. 112 (22) 1990,

8024\7 %) géﬁng%ﬁn QEJI 5- thgro-ﬂﬂeanpgﬁé%g %éxl E%ii () n analogy

chlorid ned as .a white
15 3719 _e@n(p[lMﬂZﬂ stgp C]@W%wrlsr genzyl- pyrldm -2- ylamlne made accor
3- Chek git, .-Adn rGHehy Bod\1 [52p)) 9901 $021-8054)iadd A-cRloyd-p-

benzrﬁgﬁﬁwnfz%?ﬂ}o(f{ﬁ chloride and was obtained as a white powder. MS (ESI'): 371.1
([M-HJ").

ng to Kelly

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 5-styryl-pyridin-2-ylamine

25 (Bumagin et al,, J. Organomet. Chem. 486 (1-2), 1995, 259-262) by catalytic
hydrogenation: 5-Styryl-pyridin-2-ylamine (0.3 g) was dissolved in ethanol (6 mL) and 5%
Pd on charcoal (38 mg) was added. A hydrogen atmosphere was introduced by repeated
evacuation / hydrogen introduction and the suspension was allowed to stir at RT for 2
hours. The mixture was filtered through celite and the filter cake was washed well with

30 ethanol. The filtrate was evaporated to give 5-phenethyl-pyridin-2-ylamine as a colorless
solid (100 mg) that was not further purified. MS (ESI): 199.1 (MH™).



Step A]: 5-Phenethyl-pyridin-2-ylam ne
5- Phenet hyl - pyri di n-2-yl am ne whi ch has been descri bed
WO mothersoi terature (Kaminski et al., J. Med. GRemeEP285/010372
(7), 1985, 876-892) was madz from known ‘
styryl pyri di n- 2 yI am ne (Bumagin et al., J.

(1-2) 5, 259-2 by .
cat §1e9t3|1 o ﬁw‘b&éﬁﬁwaﬁ G sh@Fawwam @dﬁ?zbefzineaﬂﬁoa@mde
(0.3 g) was dissolved in ethanol (6 nl) and 5% Pd on
c haB ¢dedro{238 ety Nvia phankdiwdt-pyrdihyldyl bhenzeres wonpmédecvapamde in
intp Q&leﬁm @ﬁ@ﬁ@;ﬁcﬁv&ﬁy%bmﬁ pYidih 2984 mine ( 117mg) and 3-
B e T R
Cfel poedaritRotrng. MSI(ELr): ald (Mas] washed wel | with
ethanol. The filtrate was evaporated to give

5- phenet hyl - pyri din-2-ylanine as a colorless solid
(100 ng) that was not further purified M5 (ESI):

199, 2 Step B
cﬁ%or%‘“ﬁ ot byl - KLrERmEP A (S methyl & phencihlpridin 2 v)-
suI pepzanssylonamide
3- Chl or o- 2- net hyl - N- (5- phenet hyl - pyri di n- 2-yl ) - benzene
sul Sepavii devatad-snudel-pmideamadybgyne 0 exanpl e 172, step
C] from 5-phenet hyl -pyridin-2-ylamne ( 117 ng) and 3-
Pl @[E}bgﬂ)@lﬂ@myb e suntfiaangl Yﬁj’ﬂt}@éﬂedﬁ 28 §BahdWrasti@m formate
etr

gi V?%éj e))we:e ésgp\lﬁ(? ' % iéif li)&t)elilg%om%m éh]tgr?de”@)m g) and
3 Clpaitadéinnp(I hecetayd (3Wr(g6wmaﬁ§q¢a5d PreepiEtUag PagiFied updep aggon at 60 °C
- henzeResud bikaipesien ﬁ& o‘ﬁ}amed The mixture was poured into saturated

’\B/?\k?%(!oo;;éol?lﬁé? KJS n?%’? ang 5)‘?tracée\é VTI{H rﬁljhr?'l ac<381te5Th3 orgar%lc laéers were
e@ 2@shyyl mﬂh&rp@t%gdlomml‘fa@?@mpé eyapoBgedgTh wwéuwwarlﬁghby flash

l ndQMﬁlnl(a%dgln;ﬂm I(Jl&tar altb t&ﬁlenammyltmt@tbhromd ef ©.gT 69hethyl-5-styryl-
and pa iU cetat e
mi x P "ém n{_\ cf“ %}n&er ar gor']'%e) (éf}eﬁ:sad’dg ngig %uﬁte foam. MS

a bl(B8k 233 preihisv Jiisvaaserishwas soathmingied with trage@ampaigts of 6-methyl-5-

pourp%dnéngﬁ DySdhlr Al mthe hedotdth s MS dafysis.75 nl) and
extract wth ethyl acetate. The organic |ayers were

20 Step B) 6-Methyl-5-phenethyl-pyridin-2-ylamine

6-Methyl-5-styryl-pyridin-2-ylamine (141 mg) was hydrogenated in analogy to example
176, step A} to give 6-methyl-5-phenethyl-pyridin-2-ylamine (139 mg) as light brown
foam. MS (ESI): 213.3 (MH").

Step C} 3-Chloro-2-methyl-N-(6-methyl-5-phenethyl-pyridin-2-yl)-

25 benzenesulfonamide

This material was obtained from 6-methyl-5-phenethyl-pyridin-2-ylamine (134 mg) and
3-chloro-2-methylbenzenesulfonyl chloride (142 mg) in analogy to example 172, step C}
as white foam (166 mg). MS (ESI"): 399.1 ([M-H]’).



washed with brine, dried over Na2SO4 and evapor at ed.
The residue was purified by flash chronmat ography

WO f@ichs™an gel , gradient of ethyl acetate in heptEBREBY00$/010372
give 6-nethyl-5-styryl pyriggli n- 2-ylamne (144 ng) as a
7:3 mxture of (E) and (Z) isomers as a white foam M5
(ESI (MH +) t ted
Wi t hh%‘mﬁ%% 7;\)lsrmunt s %TC LE’"? Zr%&ﬁ;lﬁ (5-HlsmGipHo B! ?pmdm 2-¥D-
phenbemgrespiiomamide. 2-y| ani ne according to MS anal ysi s.
Step B] 6-Met hyl - 5-phenet hyl - pyri di n-2-yl am ne
6- I\/Eﬁ-IthlorS-ZSmythyll-Nﬂﬁﬁhidmnrlﬂloyhamlwldlmﬁylhﬁbénz\ﬂ%ulfonamlde was
hydr@&%@&ﬁ\dlo @@ma%gm 0 &XA ?z}tzﬁfm%@;@ @ E%r mo-2-

give 6-ne phe ri n2%/ (félé

an’ IP’QWP eng-%/ )?h10@1 mgb(y nesyl f@'ﬁ/lgl;]orlde asa
3- Chtadrlrsh@asnmslwm MBHES-)r¥etifiM-1B} phenet hyl - pyri di n- 2-y
| )- benzenesul fonam de This material was obtained from
6- met hyl - 5- phenet hyl - pyri di n- 2-yl am ne (134 ng) and
3-chl oro- 2- net hyl benzenesul fonyl chloride (142 ng) in

an al g%éj};il%ge,x ;mplsggz’l{%ﬁﬁr%m@ 23 WG Gyridin-2-p1)--

3ChF’6 benreqesylforpmids: -thlom)rpholln4y| pyridi n-2-yl
)- benzenesul f onam de
SOChT bis oraferiabvdsobtabe@Sa 8l agyror p&am:lplerl’f?,}steppmﬁoctt]rffbnys Jedo-pyridin-

benz §3'§ﬁ+ﬂ1é Q! Q%‘rf‘ bR £/ 4. @icllle r feth g;' Ezenesulfonyl chloride

nit :rngaa\ & PPMfes n%‘éﬁﬁéteﬁé et ‘31 rome 2

3-chl or o- 2- net hyl benzenesul fonyl chloride as a
reddi sh, viscous oil. M5 (ESF): 382.1 ([MH ).
Exanpl e 179:

2, 4- E)mt;u@r&or N- { 5- [ 2Chlbre-N- (3¢ (@-(Rhidtid y-phlehiyl)- ]ethwfp'yﬂdlﬂ 2-yl}-2

I th esul fonam de This materi al was
21bt al}nﬁegl I'n 5%"3?"%3‘35’?% exanple 177, steps Al to (

from5-iodo- rytidin-
This material we%/s obtained in analogy to example 177, steps A] to C} from 5-iodo-pyridin-

2-ylamine, 1-methoxy-4-vinyl-benzene and 3-chloro-2-methylbenzenesulfonyl chloride as
a light yellow foam. MS (ESI'): 415.3 ([M-H]").

20 Example 181: 3-Chloro-N-{5-[2-(3-fluoro-phenyl)-ethyl]-pyridin-2-yl}-2-

methyl-benzenesulfonamide

This material was obtained in analogy to example 177, steps A} to C] from 5-iodo-pyridin-
2-ylamine, 1-fluoro-3-vinyl-benzene and 3-chloro-2-methylbenzenesulfonyl chloride as a
light yellow foam. MS (ESI'): 403.4 ({M-HJ").

25

Example 182: 3-Chloro-2-methyl-N-{5-[2-(2-trifluoromethyl-phenyl)-ethyl]-
pyridin-2-yl} benzenesulfonamide



2-ylam ne, |-chloro-4-vinyl-benzene and
2, 4-di chl or o- 6- net hyl benzenesul fonyl chloride as a

wo eho3rsel | ow powder. M5 (ESI ) : 353.1 ([ M HPQT/EP2005/010372
Exanpl e 180: 94
3-Chl oro- N-{5-[ 2- (4- net hoxy- phenyl ) -ethyl]-pyridin-2-y
| }-2- nmethyl-ben e.ne;ul f onam de T&i s material was ' .
obt aT}H%e‘E}a‘ieHalé‘ﬁ‘éPé‘@&‘i'e i asplaghiogxample 134 gtgls Adjto g frem 5-iodo-pyridin-
f r on-Paino@ot-pifluorathethyl 2- yihyibenzne and 3-chloro-2-methylbenzenesulfonyl
| -me XV = 4- Vi. 4 - . .
3- ch#g)??g}éﬁs-%?%ﬁoggﬁgégﬁesgd??gﬁéwcﬂ )(Jri de as a |ight
yell ow foam M (ESI ): 415.3 ([MH ). Exanple 181:
3-Chl oro-N-{5-[2-(3-fluoro-phenyl)-ethyl]-pyridin-2-yl
}-2- nethyl - benzenesul fonam de This material was
obt dixample183:anal ogy3-EloroxMripi(2-(4-finorosphepy)-athyll @yxjlin-2-yl}-2-
f r orm&thilcsbazeneilodhmide 2- yI ani ne,
| -fluoro-3-vinyl-benzene and

3-c -2 | i i . .1
el | i PAgET R QRS RS %Q;W‘qu% 853 308 Hoffgsiodo-pyrin
3- CA-BrBing. [r8uergr4-xinylzhepzene ond 3-chlpipn?-grathyiRenzeprwHony) cldoride as a
t hyll]ght plodifern? M3 (ESberaendsuH]onam deThis materi al

was obtained in analogy to exanple 177, steps Al to C

fipom 5-i odo-pyridin- 2-ylamne, |-trifluoronethyl-2-

vi nyl - benzene and 3-chl oro- 2- et hyl benzenesul f onyl

gggép’%agl%@‘la whi t ej-&ﬁgmd-l\n@ed{yﬁﬁ-(ﬁéheﬁg)?’y-g’yn(dgn%-';q} )

3- ChiteprenesylfoBamigle 4- f | uor o- phenyl ) - et hyl ] - pyri di n- 2-yl
}-2- methyl -benzenesul fonam de This material was

obt adteed) i N anal ogy2-Narex-ph@logy-pyridinst eps A] to (]
from 5-iodo-pyridin- 2-ylam ne,

| -1l MQBQI'(QOG%EV\%SQI%Q@%% aRMDOME (5 mLR and subsequently, sodium hydride

3 C%&&Q' 2. 1e h¥l| r;r% rw]veag%%%g%l Chs tg Lgles o adi Ag%ht as evolution.

Jar 1 gllers aperhetl BB was s iphichpsufted in S idpodtaie

3- ChTlermixfueneasthen dlopwed prseinad®T foy B0 ohimutd- §ubpequently, 5-bromo-2-
nitro-pyridine (600 mg) was added und the resulting mixture was stirred at 60 °C for 12
hours. The reaction mixture was poured into ice water and the aqueous phase was
saturated with NaCl and extracted with ethyl acetate. The organic layer was separated,

20 washed with brine, dried over Na,SO4 and evaporated. The residue was purified by flash
chromatography (silica gel, gradient of ethyl acetate in heptane) to give 2-nitro-5-
phenoxy-pyridine as a light yellow foam (267 mg). MS (EI): 216.1 (M.

Step B] 5-Phenoxy-pyridin-2-ylamine

2-Nitro-5-phenoxy-pyridine (262 mg) was dissolved in dry ethanol (12 mL) and 10%

25 palladium on charcoal (90 mg) was added. A hydrogen atmosphere was introduced by
repeated evacuation / hydrogen introduction. The mixture was then allowed to stir for 18
hours. The catalyst was removed by filtration through celite and the filtrate was
concentrated in vacuo to give 5-phenoxy-pyridin-2-ylamine (217 mg) as a yellow foam.
This material was used without further purification. MS (EI): 186.1 (M™).

30 Step C] 3-Chloro-2-methyl-N-(5-phenoxy-pyridin-2-yl)-

benzenesulfonamide



benzenesul fonam de Step A] 2-N tro-5-phenoxy-pyridine

Phenol (306 ng) was dissolved in dry DM (5 nL) and
waelosezpsent | y, sodi um hydride (60% in mneral miT/EP28010372

ng) was added which resulted in strong hydrogen gas

evol ution. The m xture was then allowed to stir at RT

for 30 m nutes. Subsequent 5-bro %‘

ni t SoRhsPeFYIRYdin-goBMag “ﬁ%@%ﬁ%ﬁébﬁaﬁﬂgﬂ ReNULH t i ng

M X tohetieylbeasensdulfongahlatid6Q 20@g) orthd prebemge of pyTiime (3 mL) as described

reag %ﬁﬂmﬁaﬁg Hép ¢S myrcﬁﬁimb@tmeﬂhﬂmwp%n %hﬁﬁzyl)-

aqueous furate cted
wi t fpeptensrulionastids @7 mgnas %)Y’E’E#Pﬁmi ’%&5@&25 %@ﬂg‘ ht ed,
washed with brine, dried over Na2SO4 and evapor at ed.
The residue was purified by flash chromat ography
(silica gel, gradient of ethyl acetate in heptane) to

gi VEExam ietIBS) 5- phenchkyropy [ 5-(2-oidosplEnbiy{pyrigial1-gljv2-methyl-
foaﬂ;ﬁ ?J Q{S(EI) 216.1 (M+). Step B]

SHERY “E@‘}“aﬂﬁ 2-yl ani ne 2-Nitro-5- phenoxy- pyridine
(262 ng) was dissolved in dry eth nol
pal | s rmf%ﬂW@hal?te'aafi InBloORLY HRARP aa%‘*eg‘f-‘?% é&? E@E‘# hloro-

ntt&x@ﬁtﬂ.r Bbiv@aso-2-niti® grtdiok dng 3Fdhpeat2edetbylhenzatdsalfonyl chloride as a

q%{dr afgtl\ﬁ@ 9 |4$ﬂ1(['}§qu1”rp xture was then allowed to
stir

e catal'yst was renoved by
fiItratl on through celite and the filtrate was
concentrated in vacuo to give
5- phenoxy- pyridi n-2-ylam ne (217 ng) as yel | ow foam
Thi sExawapleri8al  was Lﬁséblow -NH8u#- ﬂpewmpommmﬂle Ylj)ﬁ methyl-

M5 (@nléne&ﬁﬁn&xﬂd%}nzeﬂs&ﬂmﬁ}mde
3- Chl or o- 2- et hyl - N- (5- phenoxy- pyri di n-2-yl) -

benz ne teag%?ﬁggg,eﬁpgr : R;Véchﬂbl@'lgzr ¥ eﬁmn% d] lz.% {B)oro-

r ea esul
clm ophieael, $-Doomerg)nitrey Pw%nb?féiéenﬁﬁ%‘v O %FBVﬁEQSE@XWLSNO“de asa
as degiersoh®d$ (EsExzapd @72, step C to give
3- Chl or o- 2- net hyl - N- (5- phenoxy- pyri di n-2-yl ) -

Example 187: 2,4-Dichloro-6-methyl-N-(5-phenoxy-pyridin-2-yl)-

benzenesulfonamide

20 This material was obtained in analogy to example 184, steps A] to C| from phenol, 5-
bromo-2-nitro-pyridine and 2,4-dichloro-6-methylbenzenesulfonyl chloride as a light

brown solid. MS (ESI'): 407.1 ((M-H]").

Example 188: 2,4-Dichloro-N-[5-(2-chloro-phenoxy)-pyridin-2-yl]-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-HJ).



benzenesul fonam de (37 ng) as a white foam NS (ESI):
375.1 (MH +). Exanple 185:
w@2000bsmser N- [ 5- (2- chl or o- phenoxy) - pyri di n- 2- yl B¢ 2EP®031910372
| benzenesul f onam de This maéerial was obtained in
anal ogy to exanple 184, steps Al to C] from
2-ch|oroPhenoI 5-brono-2-nitro-pyridine a
3- cHixampled8%et hyl berzRichlorr-NolylH- fﬁlﬁr%rhw@maspmdmwa 6-methyl-
f oarbenddnequlf®hamide 407. 1 ([MH ). Exanpl e 186:
3- Chl or o- N-[ 5- (4-fl uoro- phenoxy) - pyri di n-2-yl ] - 2- met hy

Ibenﬂﬁﬂﬁﬁggﬂaﬁmﬁgeﬁﬁ%%wk& misgﬁst;r Ayt %}naz! fluoro-
fr orn%&mﬁi LBRgIEREIC- P%Y%?WE@‘*”EF@P Wiafﬁﬁazearlfalfony? hloride as

35 c hi lighotbrawneolkly MScB3iEnéziul (bR ).chl ori de as a white
solid. Ms (ESI): 392.9 (MH) . Exanple 187:

2, 4-Di chl oro- 6- et hyl - N- (5- phenoxy- pyri di n-2-yl) -
benzenesul fonam de This material was obtained in

anallg(g%,p qogxanpl e oret RN 592 GuiddiiB-ANANR pyrRin-2-y1]-

br ono ro pyri

2, 4- P%ﬁl’?leﬁ'ﬂf@ngmﬁét hyl benzenesul fonyl chloride as a

light brown solid. M5 (ESI ) : 407.1 ([MH]

ExarfﬁhedeSBal was obtained in analogy to example 177, steps A] to C] from 5-iodo-pyridin-

| et b %Qﬂﬂln@r?v&?l[ u((gm@ bh P35 ChIBREA M 'llﬂ}{fe'ngéuﬁogyl)ﬂﬂ]m@e d¥la light

ene mat eri aI was obt ai ned
anal§ é‘g&[g%éé Al to C] from

2- chl orophenol , 5- bronD 2-nitro-pyridine and
2,4-dich|oro-6-nethy|benzenesulfonyl chloride as a

light yellow foam M (ESI ) : 441.0 ([MH -). Exanpl e

189 Example 191: 2,4-Dichloro-6-methyl-N-{5-(2-quinolin-2-yl-ethyl)-pyridin-2-

o hﬂ%ﬁen‘%@ne&gjﬁ F.?mfe”f f 1 uor o- phenoxy) - pyri di n-2-yl ] - 6-m

enzene onam de This material was obtained in
anal o to exanp 1 St eps
351 | 054 mEroRs DeSBrORrBIoRT RraupyF i (i HEPdhgo C) from S-iodo-pyridin-
2, 4- tilehirey Dvinylhetingline end 2Aekdildro e metiylbeniedesulignyhchloride as a

i QNighPyemem b, s (EVB): (458 M-HFRS. O ([MH ) .

Example 192: 3-Chloro-2-methyl-N-[5-(2-pyridin-2-yl-ethyl)-pyridin-2-yl]-

20 benzenesulfonamide

This material was obtained in analogy to example 177, steps 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 tablet



Exanpl e 190:
3-Chl oro-2-net hyl - N-[5-(2-qui nolin-2-yl-ethyl)-pyridin
wo Boyhirsobenzenesul fonam de This material was mbit/EP20e5010372
Ln anal ogy to exanple 177,97steps Al to C] from
5-io0do-pyridin- 2-ylam ne, 2-vinyl-quinoline and
3-chl oro-2- et hyl benzenesul fonyl chloride as a |ight
yel Astivgiparsdiens (ESI ): 436.2 ¢40P#H ) . Exanpl e 191:
2>41@c§,|a hyotaDin®celgloby | - N-[ 5- (2- asimgl i n- 2-yl -et hyl) - pyr
I di g% EFZ h - benzenesul f onam de2 This material was
obt ai%eH*A anal ogy to exanpl e 178 steps Al to C
f r oMak- i odo- pyri di n- 2-yl am ne 2529gv| nyI - qui nol i ne and

2, 4-di - enzenes% chloride as a
|‘T’gr¥?yd§£’{7?‘g’%ﬁl ‘M’S?Eg . o (IMH ). Exanple
192:

3-Chl oro-2-nmethyl - N-[ 5- (2- pyri d| n- 2 yl -ethyl)-pyridin-
2-yl]- benzenesul fonam de This material was obtained
in anal ogy to exanple 177, steps Al to C from
5-iodo-pyridin- 2-ylam ne, 2- le@yridine and

3-chl oro- 2- et hyI benzenesul fo%%@éﬂ#orl de as a white
powder. MS (ESI ): 386.0 ([[MH] e AA
conpound: Q?f“PPBWT?ﬁ fgrmpula Leahihe ”ﬁeéie‘ﬂ al"h'mﬁ %HWB PEiR Ghe active
R6r if e@i@nttmﬁhagﬁokiuﬁldnﬂﬂEqﬁhled’Bftlﬁﬁblldvhﬁg prmyghstionon  of
tabl e of the follow ng conposition: Per tabletActive

i ngredient 200 ng M crocrysta gellul ose 155 ny
Corn starch 25 ng Talc 25 ng hé_g&l—

Active ingredient 100.0 mg
Corn starch 20.0 mg
Lactose 95.0 mg
15 Talc 4.5 mg
Magnesium stearate 0.5 mg

220.0 mg



Hydr oxypr opyl net hyl cel | ul ose 20 ng 425 ng Exanple B

Aconpound of fornmula | can be used in a manner known
w@enesgrsas the active ingredient for the produeti/BP2003/010372

capsul es of the follow ng é@nposition: Per capsule

Active ingredient 100.0 ng Corn starch 20.0 ng Lactose

95.0 ng Talc 4.5 ng Magnesium stearate 0.5 ng 220.0

nmyCLAI MS 1. Conpounds of for m$LAIME) wherein R1 is

hydr ogen, al kyl, cydoal kyl, hydroxy, hydroxyal kyl ,

al koxy, al koxyal kyl, am noal kyl, aryl, heterocyclyl,

al kyl sul fonyl, al kyl sul fanyl, al kyl carbonyl al kyl

al kyJl ca an1nocarbony|a|ky|
hetéroc&%ﬁg%carbonyﬁhkk heterocyclylalkoxyalkyl
al koxycar bonyl al kyl , aIkoxyalkylan1nocarbonylalkyl
cycloalkylalkoxyalkyl arylalkymoxyalkyl

aryl oxyal kyl , hanaIkyI hal oal Koxy qr

hal oal koxyal kyl: R2 is hyd?
cycl oal kyl al koxyal kyl , al kox

Lo

5 wherein

R' is hydrogen, alkyl, cycloalkyl, hydroxy, hydroxyalkyl, alkoxy, alkoxyalkyl,
aminoalkyl, aryl, heterocyclyl, alkylsulfonyl, alkylsulfanyl, alkylcarbonylalkyl,
alkylcarbonyloxyalkyl, aminocarbonylalkyl, heterocyclylcarbonylalkyl,
heterocyclylalkoxyalkyl, alkoxycarbonylalkyl, alkoxyalkylaminocarbonylalkyl,

10 cycloalkylalkoxyalkyl, arylalkyloxyalkyl, aryloxyalkyl, haloalkyl, haloalkoxy or
haloalkoxyalkyl;

R? is hydrogen, alkyl, cycloalkylalkoxyalkyl, alkoxyalkyl, arylalkoxyalkyl,
haloalkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl, thiomorpholinyl arylalkyl,
arylalkoxy, aryloxy, heterocyclylalkoxy or heterocyclylalkyl;

15 R? is hydrogen or alkyl;
R* is hydrogen, alkyl or halogen;

R’ is phenyl, naphtyl, thiophenyl, pyridyl, quinolyl, piperidyl, morpholyl,
thiomorpholyl or 1,2,3,4-tetrahydro-isoquinolinyl optionally substituted with one
or more substituents independently selected from alkyl, cycloalkyl, halogen,

20 hydroxy, hydroxyalkyl, alkoxy, alkoxyalkyl, hydroxyalkoxy, alkoxyalkoxy, cyano,
nitro, trifluoromethyl, trifluoromethoxy, trifluoromethylcarbonyl, aryl, arylalkyl,
aryloxy, alkoxycarbonylalkoxy and alkylsulfonyl;

R is hydrogen or alkyl;



hal oal koxyal kyl, piperidyl, pyrrolidyl, nof holinyl,

t hi onor phol i nyl aryl al kyl, aryl al koxy, aryl oxy,
woatensmsydy| al koxy or heterocyclyl al kyl; R3 i spdlyHP2OgE0M0372

or alkyl; R4 is hydrogen, a¥kyl or halogen; R5 is

phenyl , naphtyl thiophenyl pyridyl, qui nol yI ,

pi peri dyl hoI , thlonnr hol or . )

1,2, 3, 439%??%@%6%6%?%? P?Iity F“%‘if’f%‘i‘?ﬁ‘lef)ﬁ‘ywh the proviso that N-(6-

SUIdJSt it gt @@uﬂttﬁhletﬁiﬂfrz yrid ik g- @Mbtﬁ?ll-lieu@e:ﬁlta&llfﬁnamnde is excluded and in

i ndependen ecte oa

hal ogenf %I&g Ogﬂy%rr%ﬁbg%lﬁws 'I%gi‘&ogeé'l%ml'kyl

hydr oxyal koxy, al koxyal koxy, cyano, nitro,

t ri 3. uoCommolpds aceariling troelamels Wosagin R’ is phenyl naphtyl, piperidyl or 1,2,3,4-

tEifl uort&ﬁ@&&%h%ﬁ%ﬁﬂ‘}l opt%%IIlL Lﬁ)rsthIu&IdKMIha n@rté/ Ih‘?é%ysubstltuents

or kgII;?IIdgggpydIsﬁfgWEeté@frP@éWI ée&eélpIIIéwenigaI Fgudiamern.

esters thficemethvky, hlﬂubﬁ)lﬁ‘tbﬂdasbbntyh ayl, Bdy(dy and alkylsulfonyl.
(I, 1-dinethylethyl)-2-pyridinyl)-4-nethyl-benzenesul fo

nam ge i ﬁ?&%&‘sda%goré{ﬂg td ﬂalﬁlalsc?r ZRJvhééonqIJ &gﬁﬂ 88 rIIrPhtyl ggtionally

met hyl t rogen “or
accor di ngbstitnted withore tO\i\Iﬁé?%\ pitRENty @dfﬂ?é#ﬂtly seleggrsitfyam alkyl,
Rbper i dyhiopén, friffioforflethil &t abNs e Brokp /A0l i Nyl

optional l'y substituted with one to three substituents

d I I d f I KO
PR ¢ P T S e

trifluoronmethyl carbonyl, aryl, aryloxy a
al kyd-su |Gogrgﬂunds3accc¢émsmjmsma@&6ms Ao é,dvl@rtam Rn ig allsyl, grcloalkyl,

Wﬂﬂ] ein hl?tér ! tl t@ pagyba&zkmwhﬂb%én I I ttJt gd
Wi one o ree s ituents ‘i nde e ecte
fromal ¥ Wﬂﬁ;@yf¥X¢hUBVﬂﬁ@PﬁV uoﬁpﬂpﬁ§&wgnethoxy
and aryl. 4 Cbnpounds according to any one of clains

15t 06.3, Cuingroahds Rcirdingyalanygen of SaimEd np duwidseimBio hpdrgen.
to any one of clains 1 to 4, wherein Rl is al kyl,

cyclpal I@/(Impounds according to any one of claims 1 to 6, wherein R? is hydrogen,
cycloalkylalkoxyalkyl, alkoxyalkyl, piperidyl, pyrrolidyl, morpholinyl,
thiomorpholinyl, arylalkyl or aryloxy.

8.  Compounds according to any one of claims 1 to 7, wherein R? is hydrogen.

20 9. Compounds according to any one of claims 1 to 8, wherein R* is hydrogen or

halogen.
10. Compounds according to any one of claims 1 to 9, wherein R* is hydrogen.

11. Compounds according to any one of claims 1 to 10 selected from
3-Chloro-N-(6-ethyl-pyridin-2-yl)-2-methyl-benzenesulfonamide;
25 Biphenyl-4-sulfonic acid (6-ethyl-pyridin-2-yl)-amide;

Biphenyl-4-sulfonic acid (6-propyl-pyridin-2-yl)-amide;



hydr oxyal kyl , al koxyal kyl, aryl,

al koxyal kyl am nocar bonyl al kyl, cycl oal kyl al koxyal kyl ,
wa@eook@bisyl oxyal kyl or trifluoroal koxyal kyl . 6.PCT/EP2005/010372

Compounds according to anyl®ne of clains 1 to 4,

wherein R1L is hydrogen. 7. Cbnpounds according to any

one of clains 1 to 6, wherein i s _hydroge

cycl oal Riphamykdsspipnig pcid K @&%PWF“Y%P)EW ay’ﬂl -amide;

pyrrolidyl, norpholinyl, thionorpholinyl, arylalkyl or

aryl oxy 3-C3ﬂor6:dmbt’n)uhﬁdifhomepltthyig-ptyn'diarféyylbﬂen@hyld:lea:iemsulfonamide;

to 7, wherein R3 is hydrogen. 9. Conpounds accordi ng

to any 9rgdb-N[&{IRudrolpheSl)-phefieh 1 ]RA methyN¥EH B8R Pamide;
hal ogen. 10. Cbnpounds according to any one of clains

;ngr 3; 38 og'ahﬁ‘n)[/équﬁ f#ﬂ%% g&ﬁgl) f%dln%ﬁggﬁg%ﬁyl-clf)e?zenesulfonamide;

g%g]nl 8;0 C’gﬂ(é'géﬁ%i/ gﬁﬁp&h phezné{é [)drlgmn? ]%l metﬁnl eeplzee?llésluﬁfonamlde,

(6-ethyl -pyridin-2- yla am de; Bi phe -4-sul fonic acid ‘
(6- pr oph- fép(}Zrﬁ Bichlozo-phenyRpydding) - p%-érf{-!o—f%2Smth)dfheclea@ﬁillfonamlde;
[ 6-(2-chl oro-phenyl)-pytidin-2-yl]-am de;

3-Chl or 0=dﬂ-l<£r6=lﬁ-26-(3-chloro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide;
4-di fl uoro- phenyl)-pyridin-2-yl]-2-nmethyl -benzenesul fo

nam de; henyl)-pyridin-2-yl]-5-fluoro-2-methyl-b Jlfonamide;
3- Chl or o- R?GCT%“) Iflj-‘g}’) pZ)ﬁwelﬁy ] py#‘f’ij‘ﬁ n-mzef))’l ?nzzfrrlfé‘tlhoylaml ©

- benzen s

2 Ch or GBI Ib4E, LA e M R
t hyl - benzenesulfonam

30 Chl or &-Huqre-N-H6-6- @‘FQ?NP(B‘FTB’J)pW@Hlﬂ 2-YHy3-mgihl-bengenesylfopamide;
t hyl - benzenesul f onam de;

N- [ 6- ( 2 35:HDbrokd- membee[ﬁ;(lz-)tpiﬁxwrbmietrhyaphch}'l)5yrﬁdliudﬂd}-2- me

gh¥Llorgéﬁ@F%H%3 gﬁ%%ro phenyl ) - pyri di n-2-yl ] -2-net hyl

-benzen Ifo

N- [ 6- (3 FsP- ‘Br’fg‘e‘ﬁ')[‘5 ;S%xr‘"%OﬁO‘Ee‘{)Yl]P*E“’F‘ BEidin-I et hyl

- benz enbsnrehesniforiachade;

3-Chl oro- N-[ 6- (2-f | uor o- phenyl ) - py

15 di n- 2Nl 4- ¢ 2E€RBEdyhenbigpradiauylf- QJSaiﬁhdﬁ'b-benzenesulfonamlde;
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-methyl-

benzenesulfonamide;
N-[2,3'] Bipyridinyl-6-yl-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-
25 benzenesulfonamide;



5- Fl uoro- N-[ 6- (2-f | uor o- phenyl ) - py
tidin-2-yl]-2-nethyl-benzenesul f onam de;

WO03edeltaoo- 2- net hyl - N-[ 6- (2-tri fl uor onet hyl - pheayiEp2qg010372
di n-2-yl]- benzenesul f onandde;
5-Fluoro-2-nmethyl -N-[6-(2-trifluoronethyl-phenyl)-pyri

di n-2-yl q
N Lo (L M PRAHREAER 4 RUATL A echyl-phenyy pyridin-2-1)-benzenesulfonamide

5-difluo benze ilfon

N Lo ( DR SRR e DL RRH Ab-3 mehal-bervenegdioaaidsy |
- benzenesul fonam' de; .

3- Chl or Biphqngl-{-sulfasidreidy/(6 pheshgxy) pypidin:-2tyh-amhidd; | - 2- net hy
| - benzenesul f onam de;

3- Chl or &-Nubfr-K46fthethe:-Fridet hyl)-2phehyl Denpaned tioRantidy; ]
- 2-met hyl benzenesul f onam de;

55Fl uor qughh%&ézféuueﬁleaaa EhEoxP PR LR L h AN~ 2- V1 ]

- 2-met hyl benzenesul f onam d

gll-ﬁ[arzn g e]ﬁ le% gll &yelth ypyrngmq1 yl? 2- meth)qebten enes o%a%‘iﬁs'm f
2,5-Difluoro-N-[6-(4-fluoro-2-nethyl - phenyl) pyridin-2
- yI ] - berBiebraxlif-sefonis aqid (6-ethoxy-pyridin-2-yl)-amide;
2,4-Di chl oro-N-[ 6- (4-fluoro-2-nethyl -phenyl)-pyridin-2
-yl ] - 6- nedpghyhabema2esntfonit had éretbexy-pyridin-2-yl)-amide;
3,4-Dichloro-N-[6-(4-fluoro-2-nethyl -phenyl)-pyridin-2

- yI ] - benzeprsdINE @i ffanyl- pyrldm 2- l; -2-methyl- benzenesulfonamlde,
3- Chl or o- N- ( 6- met hoxy- pyri di n- - met hyl - benzenesu

(%)onam dI%BhenypEe‘ﬂyonéc acid)l{%few(fﬁlfﬁ&l gyrldm 2- yl -amide;

met hoxy- pyr i
5- Fl uor o- I\I- 6- mst ho y-pyr.i I-benzenesu
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ester;
20 N,N-Diethyl-2-[6-(4'-fluoro-biphenyl-4-sulfonylamino)-pyridin-2-yl]-acetamide;

4-Fluoro-biphenyl-4-sulfonic acid [6-(2-morpholin-4-yl-2-0xo0-ethyl)-pyridin-2-
yl]-amide;
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3-Chloro-N-(6-cyclopropylmethoxymethyl-pyridin-2-yl)-4-methyl-

benzenesulfonamide;

N-(6-Cyclopropylmethoxymethyl-pyridin-2-yl)-5-fluoro-2-methyl-
20 benzenesulfonamide;

3-Chloro-N-{6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-4-methyl-

benzenesulfonamide;

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

benzenesulfonamide;

25 2,5-Difluoro-N-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-benzenesulfonamide;
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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-yl)-3-methyl-

benzenesulfonamide;

N-(5-Cyclopropylmethoxymethyl-pyridin-2-yl)-5-fluoro-2-methyl-
25 benzenesulfonamide;

Piperidine-1-sulfonic acid (5-cyclopropyl-methoxymethyl-pyridin-2-yl)-amide;
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2,4-Dichloro-N-(5-cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-6-methyl-

benzenesulfonamide;

25 N-(5-Cyclopropylmethoxymethyl-6-methyl-pyridin-2-yl)-3-trifluoromethyl-

benzenesulfonamide;

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



2,4-Di fluoro-N[6-(4-fluoro-benzyl oxynet hyl)-pyridin-2
-yl ]-benzenesul f onam de;

WwOeddni3mson- N- [ 6- (4-f 1 uor o- benzyl oxynet hyl ) - pyr iPQirmEP260810]0372
- benzenesul f onam de; 106
2,4-Dichloro-N-[6-(4-fl uoro benzyl oxymet hyl ) - pyridin-2

-yl]-6- :
N (5 Oyt OBP B RaeRBRy HETg S eﬁé’tl)hﬂ’/’f“d“;‘/rziVHrlhe“éeM"‘F"ﬂam‘de;
-fluoro-3- trifluoronethyl-benzenesul fonam d
4- Fl uor =PjisbloraN- [%&%U%QWEWWWPHW)(U%T% Al-Amsiyilg
- 3-tri f IbdnteneRifbydnidgizenesul f onam de;
4- Fl uoro- N-[ 6- (4-fl uoro-benzyl oxymet hyl ) - pyri di n-2-yl ]
-3-trifl
o 6r I( ' zlr#l)[ag’{{]g (genzy é@]&ﬁi?%@zﬁl@%&?%% Ryndm -2- y_l]st_Jenzenefulfonamlde,
th
(6. ool RrOTERTRrab APy prridnianbrheprpesbapemide
| f d
5 0° D civbPihiort 8k HethBiareenyloxppsthu-aymidip b stk
- benz enaghichesnifvhditide;
3- Chl or o- N- ( 6- net hoxynet hyl - pyri di n-2-yl ) -benzenesul fo

ga_rpr :jfel s C)mgcl g/rop methoxy;methyl -6- methrl pyridin- Zgl) -4-fluoro-3-

tr| f [ uor o- pr opoxynet hyl )
- pyri di rf“ﬂ“‘ifl"]'“e f"f‘?fﬁ

24D|chlor06rrethyI-N-[6 3,3 ‘ .

3ot rifl ubﬂoowki_ﬂé@'rf‘@pl’wbe)nl 9wmrhyl>z:w1d}n-2-yll-3-tnﬂuoromethyl-
benzenesithipeambaanidly [ 6- (2 o _
2,2-Trifluoro-ethoxynethyl)-pyridin-2-yl]-3-trifluorom

et hyl be nesul,f }
2, 4-Di chﬁzglr gls ILI gq%rqugﬁ- Yeélz)(l%xy?egj rg)?lldbno%gl] Hlﬂuommethyl
yl)-pyr |llifP?-‘ﬁn2S'-}VPPam‘l§énzenesul f onani de;
3 Chl oro- N-[ 6- (2-cycl opr opyl - et hoxynet hyl ) - pyri di n-2-y
- benz¢resuFfuonaberdeloxymethyl)-pyridin-2-yl]-3-trifluoromethoxy-
[6 (2- (%zlgéggt Al gt hoxymet hyl') - p>t
ri

| n- 2- uor ‘onet hyl benzenesul f onam de;

18 (2 creonenist b e—

2, 4-Di chl or o- I\I-[6§Z gwlopropyl ethox nmet h yridin
- 2-yl ] - e>tblithjarpairke e KfTB¢ A RyEdin-2-yl)-6-met yl benzenesulfonamlde,

3-Chloro-N-(6-methoxymethyl-pyridin-2-yl)-benzenesulfonamide;

3-Trifluoromethyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-
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2,4-Dichloro-6-methyl-N-[6-(3,3,3-trifluoro-propoxymethyl)-pyridin-2-yl]-

benzenesulfonamide;

N-[6-(2,2,2-Trifluoro-ethoxymethyl)-pyridin-2-yl]-3-trifluoromethyl-

benzenesulfonamide;

25 2,4-Dichloro-6-methyl-N-[6-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-

benzenesulfonamide;

3-Chloro-N-[6-(2-cyclopropyl-ethoxymethyl)-pyridin-2-yl]-benzenesulfonamide;
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i_ghhg[ﬂ§Pﬁ%ﬁ?%2%%ﬁw?onan1de

3-Chl oro-2-net hyl - N-{5- EZ (2-tri I r nethy ] e
t hyl | - pyileti(h2:2- "lgﬂﬂ}uprqj@t oaHEt DR yl]-3 rlﬂuoromethy
20 benzenesulfonamide;

2,4-Dichloro-5-methyl-N-[5-(2,2,2-trifluoro-ethoxymethyl)-pyridin-2-yl]-

benzenesulfonamide;

3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-[1,3']bipyridinyl-6'-yl)-

benzenesulfonamide;
25 3-Chloro-2-methyl-N-(5-pyrrolidin-1-yl-pyridin-2-yl)-benzenesulfonamide;
3-Chloro-2-methyl-N-(5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;

N-(5-Benzyl-pyridin-2-yl)-3-chloro-2-methyl-benzenesulfonamide;



3-Chloro-N-{5-[2-(4-fluoro-phenyl)-ethyl]-pyridin-2-yl
}-2- et hyl benzenesul f onam de;
W®@200hbensor 2- met hyl - N- (5- phenoxy- pyri di n- 2-yl ) - BENEE08S0 0372
| f onam de; | 108
3-Chl oro-N-[5-(2- chI or o- phenoxy) - pyri di n-2-yl ] -2-net hy
| - benzeneﬁtﬁl f opam ?
3- Chl or o~ kolere- %AHEFIPY oF & BrrER ORI 2ol rRenzepequifonarpidey
| - benzenesul f onam de;
2, 4- Di cm-@hl@rcﬁmethm-N\-(rsthmh@mbwtlwph@ﬂimzmybgrumnﬂfenamide;
nesul f onam de;
2, 4- Di chd-Ohlord\ {nfetfy2-NC (8- hisin QP REIOX ¥t Pytidigl )2k d e fdf@hamide;
et hyl benzenesul f onam de;

2,4-Di chf Pb@chN‘r%-%—(ﬁIi A8 PRERMSh7 PBHidth b Ar ¥ e m

ethylbenzenesu ona

3-5Chl or d’eEZell?ést“HS)Pa"i\l-fS (2 qui nolin-2-yl-ethyl)-pyridin
-2-yl]- benzenesul f onam de;
2, 4- Di chi-6hlor6Nrgt [ByH-rhethey(thenyll-etby 1l pyadint2-gi-Byhdthyby r

i di n-2- Wehzenb&IFZ£dpeiael f onam de; and
3- Chl or o- 2- rrethyl N-[5 (2-pyridin-2-yl-ethyl)- pyridi n-

gnzl Ln;a 0 ﬁ]l_is_ q?mu%isg%ngﬁogg’ und%ma %rzd}n
3- Chl ordnenpeqwgwéfpm pyridin-2-yl)-2- met hyl - benzenesul f

onami de; Bi phenyl -4-sul fonic acid
(8- pr opy3-Ehiyrd-innetEAN-]5- eri2ekeifluoromethyl- phenyl)-ethyl]-pyridin-Z—yl}-

?oﬁhl or %eﬁzem?}umhanw'dé6 propyl - pyri di n-2-yl)-benzenesul

i oﬁeaﬁﬁlero e ) AR R i

( 6- pr opyenppesuifonam@idg| ) - ani de;
3-Chl oro- N-(6-isopropyl -pyridin-2-yl)-4-nethyl -benzene

sul f onam. dﬁlord\b(n@etlhﬁ-(}p(ﬁpb(énoﬁy yridin-2-yl)-benzenesulfonamide;
tidin-2-yl)-3- trlfluoronethyl Benzenesulfonarnlde

OO0 5Ll Ktk O bford kgl ) HRIRHELIV RO e RYonamide;

-2yI5] DbfeLlalzjg[ﬁlgéql}FP#g éﬂrrﬁt{ﬂ’léggl;en-oxy )-pyri X" 2- Yne{%lePhypgenzenesulf%namlde,

2,4-Dichloro-6-methyl-N-(5-phenoxy-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-methyl-

benzenesulfonamide;

3-Chloro-2—methyl-N- [5-(2-quinolin-2-yl-ethyl)-pyridin-2-yl]-

benzenesulfonamide;

2,4-Dichloro-6-methyl-N-[5-(2-quinolin-2-yl-ethyl)-pyridin-2-yl]-
25 benzenesulfonamide; and

3-Chloro-2-methyl-N-[5-(2-pyridin-2-yl-ethyl)-pyridin-2-yl]-benzenesulfonamide.



2,4-Di chl oro- N-[ 6- (4-fluoro-2-nethyl -phenyl)-pyridin-2
-yl ]-6-net hyl benzenesul f onam de;

wW@2(06/0§7361Chl or o- 2- net hyl - benzenesul f onyl am no) PEYEP®DFI010372

2-yl]1-N, N-di et hyl acet am de109

3- Chl or o- N- (6- hydr oxynet hyl - pyri di n- 2-yl ) - 2- net hyl - ben
zenesul f onam de;

3- Chilbr <aPREERIdesdEse RYY onaf Flains- 1oy i yeleztedeframy | - ben
zenesul f onam de;

3-Chl or 1N | - 1)-2
~net hyl gBeﬁlfglé)goeS&yu{GfeQR l%dlﬁ-ﬁ?-éymﬁﬁ)ﬁ &X onamldé/
3,4-Dichloro-N(6-cyclo yl met hoxynet hyl ridin-2-
1) - benz gtk '(ﬁ‘élfﬂ%é‘C‘C{O (6-prdpyl pyridin 2 y1)-amhidel * d
4- Fl uoro- N-[ 6- (4-fl uor o- benzyl oxynet hyl ) - pyri di n-2-yl ]
- benz enesGhioonamatly]-N-(6-propyl-pyridin-2-yl)-benzenesulfonamide;
N-[ 6- (4- Fl uor o- benzyl oxynet hyl ) -pyridin-2-yl]-3-triflu
orsonet hyl beichise SLin bR (89ropyl-pyridin-2-yl)- benzenesulfonamlde,
3- Chl oro- N- (5-cycl opr opyl net hoxynet hyl - pyri din-2-yl)-2
- met hyl

3-Chl or gﬁ%ﬁ? é}h{ﬂgﬂp(?’g]pzs fon S‘Q%%P‘r?pfl %yndm ﬁ)ﬂ apr)ryl/l(rif’m
n-2-yl) enzen ul f.

3 o or o R M el wwgle?%%gﬁwetwwene%fmn'%e'm
et hyl benzenesul fonam d

N- ( 5- Et %XWmﬂﬂmﬁaﬁyﬂl pmiflupremethylibenzenesuifpnanyde me
t hyl benzenesul f onam de;

3- Chl or 03-Shio6o-23nedt NP6 (2~ priftuio chintet A4 -phgnyD - preiding bylienz e
?lg)sul f onam, de. ulmggal ene- 1l-sulfonic acid

cycl opr opy pyridin-2-yl)- am de;

4- Chl or 8% yg&fgﬂ-ﬁcé’i\lfﬁ Q&Yoro-%- étg;flnph%n ; Zwrldm 2- l]nEanQé/neSleonamlde,

enzenes

N- ( 6- Cycl opr opyl ridin-2-yl 3-trifluoronethyl -benze
negu| fq(/)ngiﬁ%g@goyro I\?¥6 4-fluoro- m)ethyl -phenyl)-pyridin-2- yl}/6 -methyl-

N- ( 5- Cy cheapaneqtormhidexymet hyl - pyri di n-2-yl)-3-trifl uor
onet hyl benzenesul f onam de;

4- Chl or 05. ﬁl‘bn)o% W—%an@n%ﬁ%“lanﬁﬁﬂ 1|alr122-¥'i])N ﬁ_(ﬁlgth)’l-

i fluorone enzenesu onam

2154- Dy CMCW@J%(S cycl opr opyl met hoxymet hyl - pyri di n-2-y

|') - 6- met hyl benzenesul f onam de;

N- ( 5- Cy c3-Gploop - (el doosymethiyls byrjsim-2 gi)r2- hethy)-behzehegdfopa@ide;
-trifluoronethyl benzenesul f onam de;

2, 4- Di chi.chRrdNC&- Sy thbopsepypiadih @yl retnthyl GerRh&)iforRyhide;
" ridin-2-yl)-6-nmethyl benzenesul f onam de;

N L S B B Wk -2

2, 4-Di ch‘Pe@F“dleﬂﬁfPB“T Wit | uor o- benzyl oxymet hyl ) - pyri di n- 2
-yI ] - 6- met hyl benzenesul f onam de;
20 3,4-Dichloro-N-(6-cyclopropylmethoxymethyl-pyridin-Z-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-

25 benzenesulfonamide;



4- Fl uoro- N-[ 6- (4-fl uor o-benzyl oxynet hyl ) - pyri di n-2-yl ]
-3-trifluoronethyl benzenesul f onam de;

WOR(06/0§7%6F| uor o- benzyl oxynet hyl ) - pyri di n- 2- yl | pGFEP10D$/010372
or onet hoxybenzenesul f onam the;
N- (6- Met hoxyrret hyI pyridin-2-yl)-3-trifluoronethyl-ben
zenesul f onam d
3-Trifl &o%ﬁ@rwri -cpelogyopyimathoxymsthylGoypeshrnypidiog #rish) 1gmythyl-
- pyri di ieRzeybshifolz@ridenesul f onam de; 2
4-Di chl oro-6-nmethyl -N-[6-(3, 3, 3-trifluoro-propoxynet hy
[)-pyri di ] -
42 D0 ol @r(ghlémYN (5- r@&ﬁ%(?ﬂl@ghgi g@rﬂ’.@m g?mdlg 2-yl)-2-methyl
2-trifl 06PG? thyl)-pyridin-2-yl]-
benzenesul f onam de; o _ ‘
254- Di cRV-67-Btheyraethid-6cmethinmysigin-2 o Hostifieromethylhsprangsutfonamide;
-2-yl]-6-nmet hyl benzenesul f onam de;
2, 4- Di cI3-OlilorodN{ (6-cy3emrbpd+pyribiarzz yl) -Qxierkilibehjenpyifoslinmid S

-yl ]-6-nmet hyl benzenesul f onam de;
N-[ 6- ( 4'@%h@agnp?nﬁw&rgé(é’cﬁ‘@%t\%ykll)pﬁkﬂﬂﬁvri@uzz Yh)lanftad; ! uoro
-3-trifluoronethyl benzenesul fonam d

- ;/|4] DGC Pﬁe@ %e n(ge S{éoprloP L lglan} yl DEYEE emﬁ ?)enp ynesﬁfonamlde,

3- Chl or o- 2- met hy

5>6-t et rl\énﬁwf/@oafpp{lwmdﬂnb% By P tEfiHgAomsthylspgnzenesulfonamide;
benzenesul f onam de;

30Chl or oN-25- @tlhgxbpméﬁlownmwlimidiml—ylb-3mﬁ'ﬂmmmet2wlyI )-b

enzenes%eﬁ&ﬂ@smfgﬂmlde
3- Chl or o- 2- et hyl N-(5 m)rphol|n 4-yl - py

tidin-2- sulfo

N- ( 5- Ben4)z/§ 1°To°yﬂ'@’ ﬁ*%ﬂf‘?% e thyl-groging3pl i tilussemettik
f onani déenzenesulfonamide;

3- Chl or 0- 2- et hyl - N- ( 6- et hyl - 5- phenet hyl - pyri di n- 2-yl
) - benzenes DichippeN- (fe¢yclopropylmethoxymethyl-pyridin-2-yl)-6-methyl-

?nglr]g(reg)é’éﬁe %ﬁéllr]ﬁ 45 t hi onor phol i n-4-yl - pyri di n-2-yl

)
g 3| ;P' gh h%)’f B&ﬁgéﬁ’g&é Chl é{ﬁgmljy- 4ef{u0¥(|)-]5—tPLM&c;r9rlnre]thyl—

3- Chl or dvehkenBsulf@ranBdé;| uor o- phenyl )-ethyl]-pyridin-2-yl

}-2- et hyl benzenesul f onam de;

3- Chl or oy, Npichtdre-N-f- éﬂc%@f@yﬁﬁk@lﬁdﬁyﬂmﬂ?MHetlﬁybyﬁﬂlm2%*1)]6 methyl-
}-2-me tlpll benzuﬁnesul f onam de;

3 €

I

Chl or o~ Qzer‘?ﬁ THNQ?S phenoxy- pyri di n- 2-yl ) - benzenesu
f onam de
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-[6-(4-fluoro-benzyloxymethyl)-pyridin-2-yl]-3-trifluoromethyl-

25 benzenesulfonamide;

N-[6-(4-Fluoro-benzyloxymethyl)-pyridin-2-yl]-3-trifluoromethoxy-

benzenesulfonamide;



3- Chl oro- N-[ 5- ( 2- chl or o- phenoxy) - py
tidin-2-yl]-2-nethyl-benzenesul f onam de;

w@206e150t N- [ 5- (4-f | uor o- phenoxy) - pyri di n- 2- yl Pe R2EPBOHY10372
| - benzenesul f onam de; 2 111
4- Di chl or o- 6- net hyl - N- (5- phenoxy- pyri di n-2-yl ) -benzene
sul f onam de; . .
2, 4- Di cVhfoMetiosypathdrysidin-Bpdrioteitnosomethyl-herzenas plfanamide;
t hyl benzenesul f onam de; and
2, 4- Di cB3Drifbrokbrh&hyldN {{6-0H3,8-tpfnerorpypogymettlylnpiridih]2~@}-m
et hyl benzengsulsdanagd. de. 13. A process for the
preparation of a conmpound according to any one of

clainms 1to 12 copprisSi action of a compound,.
accor di #94'Pifﬁpb?'ﬁ:{)f‘i’eéﬁ’fl'ﬁg{%é’{)?’é’é‘i‘iﬁ’é‘é’l’b‘}mé}"ﬁ% bawin-2-yll-
aécor di hgnzepesilfommdide;a - R5 in order to obtain a
compound of the forrmula laand optionally b) further

react i on,4-Dichldeo-preaRNQe (02, 52-6eI0eesetoRfmdihig)-hRidiaba)-
R6- X inarder &oa%gégln a conpound of the formula (D ;
wher ei n ) arée’defined as inclaim1 and X is

ad, Br aor |, 14. Conpounds according to any one_ of

cl ai s 1?4-81,@@@-8%“@& gp&Oﬁ@r%‘ﬁ@WF@amwr@et%- &6-methyl-
subst andenzed&ulf@ampdeinds accordi ng to any one of

clains 1 to 12 for the preparation of nedicanents for

tige pr orztwb_&mo%-@nfds-(tst@me-)belozfyldxlﬂhaﬁ?ﬁ%idmizcﬁ]-@rneethyl-
caused di sor.ders associated with the enzyne
11 bet a- RGRREBRVEOMBAY dehydr ogenase 1

N-[6-(4-Chloro-benzyloxymethyl)-pyridin-2-yl]-4-fluoro-3-trifluoromethyl-

benzenesulfonamide;

2,4-Dichloro-N-[6-(4-chloro-benzyloxymethyl)-pyridin-2-yl}-6-methyl-
15 benzenesulfonamide;

3-Chloro-2-methyl-N-(3,4,5,6-tetrahydro-2H-[1,3']|bipyridinyl-6'-yl)-

benzenesulfonamide;
3-Chloro-2-methyl-N-(5-pyrrolidin-1-yl-pyridin-2-yl)-benzenesulfonamide;
3-Chloro-2-methyl-N-(5-morpholin-4-yl-pyridin-2-yl)-benzenesulfonamide;

20 N-(5.-Benzyl-pyrid'm-2-yl)-3-chloro-2-methyl-benzen‘esulfonamide;
3-Chloro-2-methyl-N-(6-methyl-5-phenethyl-pyridin-2-yl)-benzenesulfonamide;
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;

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



16. A pharmaceutical conposition conprising a conmpound
i n accordance with any one of clains 1 to 12 and a

wo b@sapsot i cal ly inert carrier. 17. The use of pP@/EP2005/010372

conmpound according to any onre of clainms 1 to 12 for
t he preparation of nedicanments for the treatnent and

prophyl axi s of, . di tgs, obesit at i di,.sor der
el o ators N bR G e RBr -k P B a0 e
conpounberaesoulttinagiden any one of clains 1 to 12 for
t he preparation of nedicanments for the treatnent and
prophy! s3xdhtoref2-eletlel €S- phyraky phridih D-ylAbeypddiibnamide;
according to any one of clainms 1 to 12, when

manuf ac%_@h@d}ﬂgtp_;{:g(ﬂm&otﬁle ﬁ%?gﬁ -yizO,tu-§Jn@é'fcmé.i%§%ze38mf&amide;

met hod for t reat nent an axis o abet es,

1 per RSB N L bt S e BT St Bemesppslfpramides

effective anmount of a conpound as defined in any one
of cl ai Ad-Dichlgroi® methyl-N-(Ferhsaeryf Ryridirne yh thepzenesniforamide;
prophyl axi s of di abetes Type |1, which nethod

conpr i seg-iditoror S8 2rbloanpehbedt fyvidinawpllust methyla

conpoung, gs,d@fJna Qii qany one of claims 1 to 12. 22.
The inve%t?gh ag ﬁefé?hbefore descri bed.

2,4-Dichloro-N-[5-(4-fluoro-phenoxy)-pyridin-2-yl]-6-methyl-
10 benzenesulfonamide.

13. A process for the preparation of a compound according to any one of claims 1 to 12

comprising
a) reaction of a compound according to formula

R3

15 in the presence of a compound according to formula

0.0
ci-S*Rs

in order to obtain a compound of the formula
R2 R4
P .S.
R1” "N” "N"""R5
H

Ia
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and optionally

b) further reaction in the presence of a compound of the formula R®-X in order to

obtain a compound of the formula

R®
RY R*
O
R N N/S\R5

wherein R' to R® are defined as in claim 1 and X is Cl, Br or I.

Compounds according to any one of claims 1 to 12 for use as therapeutically active

substance.

Compounds according to any one of claims 1 to 12 for the preparation of
medicaments for the prophylaxis and therapy of illnesses which are caused by

disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenase 1.

A pharmaceutical composition comprising a compound in accordance with any one

of claims 1 to 12 and a therapeutically inert carrier.

The use of a compound according to any one of claims 1 to 12 for the preparation of
medicaments for the treatment and prophylaxis of diabetes, obesity, eating disorders,

dyslipidemiae and hypertension.

The use of a compound according to any one of claims 1 to 12 for the preparation of

medicaments for the treatment and prophylaxis of diabetes Type II.

A compound according to any one of claims 1 to 12, when manufactured according

to a process of claim 13.

A method for the treatment and prophylaxis of diabetes, obesity, eating disorders,
dyslipidemiae and hypertension, which method comprises administering an effective

amount of a compound as defined in any one of claims 1 to 12.
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21. A method for the treatment and prophylaxis of diabetes Type II, which method
comprises administering an effective amount of a compound as defined in any one

of claims 1 to 12.

22. The invention as hereinbefore described.

5 ’ * %%



