WD 2006/ 010546 PCT/ EP2005/007894 -1 Aryl-Pyridi ne
Derivatives The present invention is concerned with
novel pyrimdine derivatives useful as | |b- HSD

i.nbi bi (T2D). The invention is concerned }
Hgg%ﬁgﬁﬁggly wi th conpounds of fornula | R7 PREEPEOFHTENM
ESA\ RS RR NNS'R4 RS ~ 0).and pharmaceutically
acceptable salts and esters thereof, wherein R is
hydr ogen, al kyl, cycloal kyl, hydroxy, hydroxyal kyl,

al koxy, al koxyal kyl, am no or am noalkyl; R2 is

hydr ogen, al kyl or hal ogen; 10 R3 is hydrogen, alkyl
or hal ogen; R4 is phenyl, naphtyl, thiophenyl,

pyridyl, quinolyl, piperidyl, norpholyl or

t hi onor pholyl optionally substituted with one or nore
substituents i ndependently selected from alkyl,
cycl oal kyl , hal ogen, hydroxy, hydroxyal kyl, al koxy,

al koxyal kyl , hydroxyal koxy, al koxyal koxy, cyano,
trifluoronmethyl, trifluoronethoxy, aryl, arylalkyl,

aryl oxy, 15 heterocyclyl, alkylcarbonylam no,

al koxycar bonyl al koxy anﬂﬂhﬁﬂmﬁﬂ&@@mﬂgﬂﬁmo 2006/ 010546

PCT/ EP2005/ 007894 -2 RS is hydrogen or alkyl; R6,

R7, RSThdfe@Rtiniod isSohfgedenterivelpysialidiat eeivatiiuseful as 11b-

hy en,. al k hal ogen, cyano, triflnoronethyl;
a|E@§§”§H@mﬁfﬁb?Davz-;

The invention is concerned particularly with compounds of formula I

5 0

and pharmaceutically acceptable salts and esters thereof, wherein
R! is hydrogen, alkyl, cycloalkyl, hydroxy, hydroxyalkyl, alkoxy, alkqua]kyl, amino or
aminoalkyl;
Rz is hydrogen, alkyl or halogen;
10 R?*is hydrogen, alkyl or halogen;

R* is phenyl, naphtyl, thiophenyl, pyridyl, quinolyl, piperidyl, morpholyl or thiomorpholyl
. optionally substituted with one or more substituents independently selected from
alkyl, cycloalkyl, halogen, hydroxy, hydroxyalkyl, alkoxy, alkoxyalkyl, hydroxyalkoxy,
alkoxyalkoxy, cyano, trifluoromethyl, trifluoromethoxy, aryl, arylalkyl, aryloxy,
15  heterocyclyl, alkylcarbonylamino, alkoxycaﬂ)onylalkoxy and allyl-SO,-;



Ais nitrogen or CR'); 5 Eis nitrogen or GR9; Gis
nitrogen or CRs; and wherein not nore than one of A,

E and Gis nitrogen. G ucocorticoids (cortisol in
Huragvs/01054r t i costerone in mce and rats) are sOyEP2005/007894
I mportant class of adrenocorticosteroids that regul ate
many netabolic and homeostatic @& processes and form

a keéfca} onent Ihe response to stress.

A ucOcSrPIEE 4 %8 via intracel lular gl ucocorti coid
receptors and, in some tissues, nineralocorticoid

rec e%t ¥ sk, RhendR B elrenxgdqumies&r selectisfonmb hdrogenf gL, belegen, cyano,
A ucocor §ifRkshas ?ﬁéﬁ% e{oLi ssues depends -net

only on C|rculat|ng st r0| oncentrations and the

cellg ar., exgh élQ@ of receptors, but also on
intr mes that critically determne to

whi ch extent gl ucocorticoids gain 15 access to

r éic e Btiomigrogen @rC-&&t i ve forns. 1l bet a- hydr oxysteroid
dehydr ogenases (1l beta- HSD s) catal yze the

.inte e principal active

11- h$§$g¥§%§?ﬁg%ggf%900|d (Cortisol in men) and their
i nactjve, 11-keto netabo%é;égaﬁéortlsone in men). The
enzy WBeTFin et more thap ovs @ Ear#Egenase type 1 (

| beta- HSD1) inter- converts inactive into active

gl ucocor éiu@@éo%c};m&skﬁrﬁ?éﬁ iPh ALY {;&n%e% erl.g %ceI and r%g)aﬁlre an

20 nodul at1 on ar ‘agoni st concen
t husireRartapbelpssof @irewrti@etgmoedsdharm@é@mwsmetabphtcan@bomeosmuc

tips Syl%iessés r:lné fAracERYy c§ﬁ159ﬂerﬁ’€ﬂﬁlel?sspgnse 'fpztfeg@ BRich@rticoids actvia

Roche differences in expression _in |ean an
obesE e COROEH: ceRLoTs GrehdP E0TRE Highes;sTACETjiFoidfeceptors;
or deboth d)emg @i&ﬁbﬂxftyénS@Qﬁibﬁ If&t&h&ﬁlﬁ&ﬁoﬁ&oﬂ%ﬁ@orﬂiﬁﬂﬁ%ﬁﬂls@ﬁhs depends

1 T PRI SR RERE S ettt wnd ba Rl SRS pRRgeceptors but

for alsd dreintrabtBlar erey s tpperiticalipdednnihewo-Whidheextept glucocorticoids gain

{\}gg u&c:%&s?% tlege %jr's Bpﬁleachbéﬁ)yxfx lgbgcg %ﬁs@a&d%ﬁ%ﬁ?ﬁmases (1ibeta-

er expressin

of nH&E SI‘ eedalw the m«mvel@i@esqfﬂ;e raingipabactive Byhdrawyeglococorticoid

I|ke Sk t
54(5549) 21%%@70) hc%ﬁgr]i{eﬁo”é“éttﬁ%& e%"g’ggg?’gﬁ)c

YEQ?JL@%\&W POt oBrgsing | (fdbesHISD) intr

| Mp adoiv@ Bt inakive inie ative phitbaticids; thafllly plaping a major role in local

ar ane selective.inhibjtion of this, .
2 zyhe é'ﬁﬁﬂﬂnd&ﬁﬂﬁ?f BPYFHSORGGHBlER ané\}@%cilwuw angﬂ%ermd receptors
2006ih QkDE HasuiRs: Th EPERRBH 18R% by F. Hoffmann-La Roche differences in 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

25 approximately two-fold up regulated in adipose tissue in obese individuals. Moreover,
overexpressing 11beta-HSD1 in adipocytes of mice led to visceral obesity and to a
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.

80 Thus, selective inhibition of this enzyme could lower blood glucose levels in Type 2



-3 diabetic patients, normalize elevated |ipid

paraneters and/or reduce weight in obese subjects .

The first pharnacol ogi cal indication that Il beta- HSI [

[ men m ght have beneficial effects wer
o‘g?gmgbb%d; usi ng car benoxol one, an anti - ul cePCHFBG)"S/OOW
which 5 inhibits both 1 | beta-HSpl and the rel ated
enzyme || beta-HSD2. Treatnent with carbenoxol one | ed

t 0 adiabetiyediss,inormhdlize kieRate®Rsid pirkhéttrs bAdbiCa8kRGvdifatn obese
t hat |nh| bition of | |beta-HSD 1 may reduce cel |l ular

cort P83 evel s and therefore ninini zi ng sonme of its

del eterious effects. (Wal ker et al. 1995; J. din.

Endocr i n&he finsephapma@ingi@lingiatBna8st 115etd-bisSta 1hiSBIcngn men might

e X pr ﬁ%ﬂéﬁhﬂ%&ﬁ%&é&ﬁ%&% g%bleﬂak%fone,aagl' a?ﬁisacer drug which

ancr eas

noot
it Hitebog L p ST Dot et cogra D 7 d teatnieakwith
: ;’:l {F&rﬁéﬂd&@loﬁe 1eﬂ\ﬂtiﬁf ﬁicfHaEeMH%g%ﬁlui §e§51ﬁﬁ Shiliddtthg (tﬁ&"f?ﬁrlﬁﬁbmon of
O] | SSU onobgenat.es
and %ﬂ’&%‘aﬁgﬁ%a@aﬂ uge aFé‘EPF%Ff%? FIBROES lﬁgﬁ%%g gome of its

| bet dddehweﬂg@namaaadl.lwmﬁmnrm&ﬁmﬂ eME@RE0, BNIS5-3159).
with greater stability of the dehydrogenase activity

(P.M S ®eartispng eﬁ:r%sed%%%hes Mhlhéﬁ\f h’;}Q—r 591 Ost tissue, vascular
( 1999 49- 324) wever, when, the ﬁ

vfﬂ??}ﬁ s é%P"e‘tF‘iaﬁ SN Itg vy s dlpgenfent on NADP(H) and it has
| bet eeldtively ddvasinigciol ith $ubsRite (ipaRdes 11DaR-FBD?2). 11 beta-HSD1 in tissue

For by EReG RN RR R & o el EORECLII T

ef f eatd Mbetaﬂtdlmkieaﬁtmnsghﬂmmﬁrtstabﬂmcbﬂtba/&}gdmg_dnase activity (P.M.
t her %'Sf s@& l’lﬁ&ﬁo Ho'r %p& %&9—3&%) Ht%wever, when the
c 0 n centra ha

thls e evate ar cort |so I"on
g henzyg dctivaty il&fe&t@hgemtaﬁ@plbs the 1¢hetresductpreadindtyl pradominates, which

adi PRG ] "
R A et e o st

t ypi tegroegfion vliincsease eﬁﬁ%&t@@d&%@ sw%aoea:os%mlﬁw thereby

but & ]ﬂ’ﬂm ghlicadosrolbacitit® Iﬁ@ﬂus\/életvﬁlﬁ&lteﬂﬂﬁk Eortibld@ncentration that
ef fect h the, uns

di es ecjfic |
car DRSPS REHR b Enios Rditn, edgpeys Spreppipign and ioslin
gpecrehistende. | bet a- HSD1 i nhi bitors. The i nhibition of
the 1 | beta-HSD2 enzyne is 25 badly tol erated and

resul ts ThRibita oFAReh:- Pﬂsmdh@ﬂ&ﬁéwnﬁu reaﬁbe(fﬁm?ﬁﬁlt Syndrome-X /
i on of 1l bet a- wel |

o1 noBibrEu - TR RGER Y e Ef%'aﬁaéwgﬁfa@%f’gmsﬂe effect.

and $tadieesitls thelm)lﬂﬁt@by]ﬂﬁmtc& c&lbeﬂcﬁdélﬂﬂe highhidie $hé dmEortance of

str e&e%elgl}ng?lé g}'}ﬁ% el ?beta—HS‘thl 13]11!)1‘!:01' e irh':l%il:ion of the 11beta-HSD2 enzyme is

25 Dbadly 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 § A, 1997 Dec 23;94(26):14924-9). Similar upon starvation these mice had
attenuated activation of key hepatic enzymes that are involved in gluconeogenesis. In

80 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., QM. 2003 July;96(7):481-90) to improve




Acad Sci U S A 1997 Dec 23;94(26):14924-9). Simlar

upon starvation these mce had attenuated activation’

of key hepatic enzynmes that are involved in

gl uconeogenesis. In 30 addition, these m ce had

i mproved |ipid and |ipoprotéin profiles suggesting

that inhibition of HSD 1 m ght be highly efficacious
cognigiod (Saddzep REE entl. JRPOMNS] Aoal Saitle StAat004 Apt. a7H$mi7) 6734-9)

i nhibitors mght also be beneficial to reduce hig
or to gnpieue prlaleitner agsnpiateadafions. Fakes|togetherd) lumta-Hﬁwsnhlbmon

mighh0 s it AT bastt et st o iber Gy and other

diseadds. et al., Proc Natl Acad Sci U S A 2004 Apr. 27,
101(17): 6734- 9) or to inprove Al zheinmer associated
dafii.cl T AR
o bouRat S A0RL DAl BEAARSRL bl sas an trs
are n(melh‘pnd) haveodalditdb phasnacobesddl }pr@mﬂtléﬁ; hepartidiBe dsgsare ThB-HSDI
nmpounds of formuyla | and their pharnmaceuti call

inhibigre 4 peRpprd haydisplay selectanty aginst Hisvielateshdp UbatanfESD2 cnzyme,

i

approa&h &Cé. EMoter Bﬁﬁdrgﬂﬁcdsﬁ Qevedd AERorndlE HptdShiraRittars®h Type 2
Therefore the conpounds which are specific |

diabetippatientishy moskiatingdhe lt(cwcl)nqeekm‘re@mﬁ thanactivp plusactrticoid
I bI ucos els and normalize lipid
CO“‘%?’&W@%%?‘&W 'Wﬁg’dﬂ’o a%ﬁﬁlﬁgi c patients by modul ating

the | ocal concentration of the active glucocorticoid
ClR #1158 2sperts thptsdle Proadeeoqmpeerds ofdeasa tissue). In
a first aspect, there is provided conpounds of formula
RE GRz ~AR3 R- NN R$ (I) wherein R is

hydr ogen, al kyl, cyclo IkyI hydroxy, hydroxyal kyl,

al koxy, alkoxyalkyl or an1no al kyl ;

wherein

R' is hydrogen, aikyl, cycloalkyl, hydroxy, hydroxyalkyl, alkoxy, alkoxyalkyl, aminc
or aminoalkyl; '

R*is hydrogen, alkyl or halogen;
R? is hydrogen, alkyl or halogen;

R*is phenyl, naphty}, thiophenyi, pyridyl, quinolyl, piperidyl, morpholyl or
thiomorpholyl optionally substituted with one or more substituents
independently selected from alkyl, cycloalkyl, halogen, hydroxy, hydroxyalkyl,



RZ is hydrogen, alkyl or hal ogen; R3 is hydrogen,

al kyl or halogen; R is phenyl, naphtyl, thiophenyl,
pyridyl, quinolyl, piperidyl, norpholyl or

t hi onor phol yl optionally substituted wth one or nore
substituents independently sel4cted from al kyl,
cydoal kyl, hal ogen, hydroxy, hydroxyal kyl, -4a-

| k &
a %xko |Mronet hy e cmsyﬁ{dﬁ@m thyl,

cyano, trlfluoronetho %

o o iy promia SR, DRy P PR iR
al kom&m}smﬂ@k &ﬂdﬂtﬁi shkyl - SOZ- R5 i s hydrogen
or aIkyI , and R10 are independently

sel fron1h ogen, aIkyI hal ogen, cyano,
trf¢£ﬁ§¥ aﬁq’glkoxy and aIkyI SQZ-;. Ais nitrogen
or C—Rlo E is nitrogen or CGR9; Gis nitrogen or

C- I RUBE Rjand Rt arerindepertsantipseiectsl fiym Erdaﬂzrne%kﬂ halogen,

nitr b RIkER Al ceptable salts and
her%%?o 8 Hb%e?? [ i

ester In a second there is provided
a process for thg preparation of a conpound as

deft Y EBWE CcBnpri si ng the reaction of a conpound
according to fornula R G- Rz ~AAR3 NNH IIIl) in
t h& ipnitseacer 6fR% conmpound according to fornula 0 O
Cl __ SR

G is nitrogen or C-R’;

wherein not more than one of A, E and G is nitrogen;

and pharmaceutically acceptable salts and esters thereof.

In a second aspect, there is provided a process for the preparation of a compound

as defined above comprising the reaction of a compound according to formula

(0

in the presence of a compound according to formula

Y
o g

wherein R to R, A, E and G are defined as in claim 1.



wherein R to R, A E and G are defined as in claim
1. - 4b In athird aspect, there is provided
conmpounds as defi ned above for use as therapeutically
active substance. In a fourth aspect, there is

provi ded conpounds as defineg above for the
preparation of nedi canents f p"the prophyl axi s and
therapy.of illnesses which are caused by disorders

. of )
asSOA BirdaspratHhereds provjdrd compramals gy debrgdabavsiter use as
theﬂﬁgﬁggaﬁg%@%@%ubsla?mé fifth aspect, there is provided a
p

armaceut | cal conposition conprising a conpound as
def.i ne ove a.therapeutically inerf carrier. |n
2 S “ﬁE&&?C?’E%rI%PF%Vl TRRAyT @s EE{'%H%:? e for the
preSRERHHOmadicaRthRedr ﬁlkég)‘fs%léﬂéxig d t&?%ﬁilhﬁ’&eﬁvhicb are caused
atnmen prophylaxi s o

medi canents for the tr t an
by dis@detsessomdted mtith theahryrge 1 thaahgdroxysidystidehgdopaesel.
and hypertension. In a seventh aspect, there is
Pr auiad@fth héjfect! SRerdiis frovRIBAAUHArRacARIChNEIERS Y Edthprising a
the preparation of nmedi canents for the treatnent and
conproypf b defisedbibayieaind taghberappgidally inert aarriei.ght h aspect,
there is provided a conpound as defined above, when

marinfasitthraspecchoreds pepovided the use odadomppand as défned above for the
di scl osed conpounds can be used in the prophylaxis )
prepasafiQs of megdicaments dor thedreatipent@ndipsentudads obdiabetes;, obesity, eating

. i R j L: and/ or di abet es,
dlsoggr 1%@33@8 a%?‘%‘ﬁ@ﬁe"’?%‘%@ 1. The disclosed
o dh groeruh st hEFE inPow GRS e g Ea BPBROURGA defined above for

the %&%Q}aﬁioﬁgyfﬁrﬂ;dghgﬁém§ FRRAE QLathRUE %g@g@%ﬁgl?i% ocg‘ diabetes Type IL.

cl ose are the conpoun
their afqgrenmentiqped.salts, .and esters per. s nd
t ndh an i8Sl AT i Proyidey! Heaeuniascfetingd above, when
marifRG68R8 alebrdidieto tHBBeHRAtYp&Of the said conpounds,
i nt ermedi ates, pharmaceutical conpositions,

e a ) ' hei T
ha B Th R LAt CPu SRR ERRBIEY s P reatmpens of
metaboliddisGdbg, G‘@éﬁﬂ@p@jﬂmpi@‘iﬁiﬁé,ﬂ?@_@ﬂeﬁs%ﬁ and/ef diaB&es, particularly
. prophyl axis and/ or therapy of illnesses, especially
diabietesthwetlleat nent or prophyl axi s of eating disorders,
obesity, dyslipidem ae, hypertension and/ or diabetes,
parkhealiscdodey cdimploehdscayfrethet be asd ihhke pepheiaxis and/or treatment

of high ocular eye pressure, cognition, Alzheimer and/or neurodegeneration.

Disclosed herein are the compounds of formula I and their aforementioned salts
and esters per sc and their use as therapeutically active substances, a process for the
manufacture of the said compounds, intermediates, pharmaceutical compositions,
medicaments containing the said compounds, their pharmaceutically acceptable salts and
esters, the use of the said compounds, esters and salts for the prophylaxis and/or therapy
of illnesses, especially in the treatment or prophylaxis of eating disorders, obesity,
dyslipidemiae, hypertension and/or diabetes, particularly diabetes Type II, and the use of
the said compounds, salts and esters for the production of medicaments for the treatment
or prophylaxis of metabolic disorders, obesity, dyslipidemiae, hypertension and/or

diabetes, particularly diabetes Type II.



the said conpounds, salts and esters for the
“production of nedicanents for the treatnent or
prophyl axi s of netabolic disorders, obesity,

dysl i pi dem ae, hypertensi on and/or di abetes,
particul arly diabetes Type I1I. -4¢4¢  The discl osed

co unds can further be conbined wth PPAR (al pha,
disglasadnomppumds can fuptyeabe combined with PPAR alpha gamma,

sy PR R Rk PR Ebarorion PRy yiPrors by pcror tipase

1nhﬁmgnpp@ﬁﬁﬁku@aﬁﬁmhptlOn the term"alkyl", alone or in
conblnatlon signifies a straight-chain or

Ctﬂ@ ETeQQI?c' désajl}gﬁ’d tﬂé ‘?éf‘}b’:ﬂél%#ﬂ“ 168 §r ﬁq{oﬁid}?eﬁ}o%@igniﬁes a

era straig hai n A
stravght—l@hhmt(n lﬁamti{vhamtzﬂ godh pafht 1 ﬁzuﬂi Airbyn RIoRAE bfcfErably) a
55%26/810546 PCT/EP2005/007894 -5 a straight or
strapghd o€ ResncBerhchain plyl gerupupitvl tth 61carbonatersisod partismdarly preferred

Exanpl es of straight- chain and branched C -Cs al kyl
groups are nethyl, ethyl, propyl, isopropyl, butyl,
i sobutyl, tert.-butyl, the isomeric pentyls, the
i soneric hexyls, the isoneric heptyls and the isoneric
octyls, preferably nethyl and ethyl and nost preferred
met hyl 5 The term "cycl oal kyl", -al one or in
conmbi nation, signifies a cycloalkyl ring with 3 to 8
carbon atons and preferably a cycloal kyl ring with 3
to 6 carbon atons. Exanples of C3-C8 cycloal kyl are
cycl opropyl, nethyl-cyclopropyl, dinethylcydopropyl,
cycl obutyl, nethyl- cyclobutyl, cydopentyl,
nmet hyl - cydopentyl, cycl ohexyl, nethyl-cycl ohexyl,
di met hyl - cycl ohexyl, cycl oheptyl and cycl ooctyl,
preferably cyclopropyl. 10 The term"al koxy", al one or
in conbination, signifies a group of the formnul.a
al kyl- 0- in which the term"al kyl" has the previously
gi ven significance, such as nethoxy, ethoxy,
n- pr opoxy, i sopropoxy, n-butoxy, isobutoxy, sec.
but oxy and tert.butoxy, preferably nethoxy and ethoxy
and nost preferred nmethoxy. The term "hydroxyal kyl ",
al one or in conbination, signifies an al kyl group as
15 defined before, wherein one or nore hydrogen atons,
preferably one hydrogen atomis replaced by a hydroxy
group. Exanpl es of hydroxyal kyl are hydroxynethyl and



hydr oxyethyl . The term "aryl", alone or in
conbi nation, signifies a phenyl or naphthyl group,
preferably a phenyl group which optionally carries one
OO BsR1sPst i tuents, preferably 20 one to three, each
i ndependent |y sel ected from hal ogen, trifl uor BFEERS07894
trifluoronethoxy, amno, alkyl, -al-koxy,
..al-kyl carbonyl, cyanaq, ,carbanoyl, al koxycarbanoyl ,

met hws‘gwaﬁxtd%}/ Tan %i‘rf}@;@:’:]lqgwy@ﬁlrlngﬁyﬂbm atoms Examples of straight-
am nokin bodiyanciit Ky aT¥akCabBRRYd methyl, ethyl, ], i 1, butyl, isob
di al kerrél am ngcar boovl %d%g Ei ?{eo Th IR ggpopyk, butyl, isobutyl,
ani naE S %?‘B%EF{WWA% ediparieric pexvisihe psemegehepgyls and the isomeric
' phenyttylssprefamplytimthyl apd ethilmdandsy prefefred ne®pl. i onal |y
substituted with one to three, preferably one or 25
two subsi)d WERTS dLREaRP : ed. f rom al .«

hal ogen, aIkoxjﬁtt???PE%&%%%%%€§§F%%%%fﬁgﬁgﬁﬁth%h@inngw“h3t°8

trif FIBPRAMERK §Id Pl uvsloalkykningrwitly 3 6icarhonemrhs. Efeples of Cs-Cy

er MeychialilyDaty Cyclopr e n%thﬁ&yc?ﬁ%ﬁ#ﬂ,%ﬁﬂylﬁgls@?#gﬁ,%?d&)utyl, methyl-

| - ich th
o L PRI ST, ! aleRemey i e ety cyclobey, dimethyl-
* het exchibyol,eyéloheptydmed giootyl prefirib &ydBpdpANi f i €5 a

saturated, partially 30 unsaturated or aromatic 5- to

- menb & y Gl [.ch _cont.ai ns .ane or no
r]%lgt ero. g?%#se&ge gg?é%log? éc‘)wm]ih%f) ?@ﬁé?in’ SERy e 2R of the formula alkyl-
sul pHoin whith thedé¢rrealkyl" hasthe phionslp givert signéfica®, such as methoxy,
20064048545 BIk;,5R By, 3
car bon %i?%é Itg% O%S&ﬁé‘? oggﬁt, x%ﬁgg?ﬁx)g%o%o{%&% tfe:rtt'g%ltoxy’
and/ Befesblmetberradiethoxy ppd moshprefemed methexy. - NH-) by
al kyl, cycl oal kyl, aral koxycarbonyl, al kanoyl, phenyl
o O P Y TP

. €17 oxido. Wt al.ogen .~ C oa )
35, “de7led bR ol bt B35 Rn By preay e ydrogen atom i
het ereplages] byla hydwop graapeEGnples o6hydtoxyylkyl ape peloimstyl and

Pl PELRFLNy1. MOr phol i nyl, thionorphol tinyl, pyrazoyl,
im da’%y’% e.g. imdazol-4-yl and

1-benzyl gxycarponyl - im dazol -4-yl), pyrazoyl,
pyri-dyl ’1%5 o, i"’-ﬁgfl’ glombwlpﬁp@bwp?n, signifies a phenyl or naphthyl group,

ht ra?ig'yﬁfab}yim%%ﬂgﬂ?’i ;gtdiig whiﬂizkf»pt!on al!l)f‘dalﬁ{la\é 'omiI i&{l}hlégel%h%iﬁtuents, preferably
N A e A S
I soquiing|alkyl, eloxy, alkylcarboay, apmoy karbaitoyd-alloegii ek afl, nethylendioxy,

(o P I Raby

(e %g . Iy%‘rpi&o?gﬁ?y}f g}lgyr.ljn:noiﬁbonyi, dialkylaminocarbonyl,
1, 2 hydepxyaivetaflgh-80soguinesiQy, cycloalkyl and the like. Preferred is phenyl or
" (€. GaphByBpsubal oA shB R
. Dy A0 SR (e sty o
g@i AP ﬁqﬂ)’stiéeﬁ@ independenly sfrstedifrom dkdyhatogem alloxy, 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
80 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



oxazolyl, pyridinyl, pyrimdinyl, pyrazolyl,

i m dazolyl and thiazolyl. The term "am no", al one or

in conbination, signifies a primary, secondary or

W 20p6#igS4am no group bonded via the nitrogen @igkR2005007894
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SI ngafemé ede@lesN@thgjth:nd quﬁbﬂ'yll Iﬁpéﬁdyl;yx&ﬁpholylﬁdhﬁmﬁarpholyl

phar mtgﬁ&l&g? 'y "acce t%ﬁ%&gﬂ 2 Ol%g}ﬁgf oﬁt hose

salts WH{eGhnd %6" hibse orQh QJ)Iﬁgin‘iﬁém,@ ggﬁﬁg Y i‘ﬁl@ﬁ@ise@&giary or

properties, of tpﬁ) ree bases or free
not ert!ﬁ%%’gpcsﬂ? m‘ﬂﬁ M@Sgeamt;rmﬁbqfﬁmﬁpw group
181 EcaraidyRd dyéle Bhlstiffeh O SHE ﬁ’é‘r 0 group carrying fwo
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o R0 a6 it e,
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aci d, %&%1 flongfd ip Fem ’PF‘P&" S‘Sﬂl%ﬁ Nanvi h?%&?ebmme ot
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e Sk e S8 RSB o 0ROl e

cal ci url}h magnesium salts and the
e term "oxy", alone or in combination, signifies the -O- group.

25 The term "nitro", alone or in combination signifies the -NOQ, group.
The term “cyano”, alone or in combination signifies the group -CN.

The term "pharmaceutically acceptable salts” refers to those salts which retain the
biological effectiveness and properties of the free bases or free acids, which are not
biologically or otherwise undesirable. The salts are formed with inorganic acids such as

30 hydrochloric acid, hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid and the
like, preferably hydrochloric acid, and organic acids such as acetic acid, propionic acid,

glycolic acid, pyruvic acid, oxylic acid, maleic acid, malonic acid, succinic acid, fumaric



like. Salts derived from organi c bases include, but
are not limted to salts of primary, secondary, and
tertiary am nes, substituted am nes incl uding
ccurring substituted am nes, cyclic anm nes
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| bilg
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gene#ca¢Pt¢h]ﬁ ages(1) in vivo, are W|th| n the scope of
.this invention. The conmpounds of fornula | can contain

fs ever al "Bﬁétkfﬁﬂéftlfﬂcﬁﬂyﬁz&ﬁéﬁ{b‘fe ?&%" GfBnd8at ctsﬁlf;%&ﬁus df Berdebf formula (1)

ormo ica anti oners, xtujes

e PR ARVt it sl S PEVe BRI By ch are capable of
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o © i BReTolpBLlR asos bl Hon YRR Ll Biplon S o GRAABHR e 1),
similar to the metabolically labile esters, which are capable of producing the parent

25 compounds of general formula (I) in vivo, are within the scope of this invention.

The compounds of formula I can contain several asymmetric centers and can be
present in the form of optically pure enantiomers, mixtures of enantiomers such as, for
example, racemates, optically pure diastereioisomers, mixtures of diastereoisomers,

diastereoisomeric racemates or mixtures of diastereoisomeric racemates,

30 Preferred are the compounds of formula I and pharmaceutically acceptable salts
thereof, particularly the compounds of formula I.



Further preferred are conpounds of formula I, wherein

R is hydrogen. Also preferred are conpounds of

formula I, wherein R is alkyl, preferably nethyl.
KRPWO0HE ef erred obj ect of the present | NV encireP2094/607894
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i ndependently sel ected from al kyl, cycl oal kyl,
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e ey T

substtrogeuent s independently sel ected from al kyl,
cycl oal kyl, hal ogen, hydroxy, hydroxyal kyl, al koxy,
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alkylcarbonylamino, alkoxycarbonylalkoxy and alkyl-SO,- .

Further preferred are compounds of formula I, wherein R* is phenyl optionally
25 substituted with one to three substituents independently selected from alkyl, cycloalkyl,
-halogen, hydroxy, hydroxyalkyl, alkoxy, alkoxyalkyl, hydroxyalkoxy, alkoxyalkoxy, cyano,
 triftuoromethyl, trifluoromethoxy, aryl, arylalkyl, aryloxy, heterocyclyl,
alkylcarbonylamino, alkoxycarbonylalkoxy and alkyl-SO,-.
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preferred are those conpounds of formula I, wherein R4

i's phenyl substituted with one to three substituents
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7. 3-Chloro-N-[5-(3-fluoro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide;
20 8. 3-Chloro-N—[5—(2,4-diﬂuoro—phenyl)~pyridin-2-y1]—Z-methyl-benzenesulfona.mide;
9. N-[5-—(2,4-Diﬂuoro~phenyl)—pyridin-Z—yl]~5-ﬂuoro-2~methy1—benzenesulfonamide;
10.  3-Chloro-N-[5-(4-methoxy-phenyl)-pyridin-2-yl] -2-methyl-benzenesulfonamide;
11, 3-Chloro-N-~[5-(4-fluoro-phenyl)-pyridin-2-yi] -2-methyl-benzenesulfonamide;
12, 5~Fluoro-N-[5_—(4-ﬂuoro-phenyl)—pyridjn-z-yl} ~-2-methyl-benzenesulfonamide;

25 13, 5-Fluoro-N-[5~(2-metho:qr~phenyl)-pyn'dip-z-yl]—2-methyl—benzenesulfonamide;
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25.  N-[5-(2,3-Dichloro-phenyl)-pyridin-2-y1]-2,5-difluoro-benzenesulfonamide;
26.  3-Chloro-N-[5-(2,3-dichioro-phenyl)-pyridin-2-y1]-2-methyl-benzenesulfonamide;
27.  34-Dichloro-N-[5-(2-chloro-phenyl)-pyridin-2-yi]-benzenesulfonamide;
20 28. N'-[5-(2~Chloro-pheny1)—pyridin-z-yl]-3,4—dimethoxy—benzenesulfonanﬁde;
29.  3-Chloro-N-[5-(2-chloro-phenyl)-pyridin-2-y] -4-methyl-benzenesulfonamide;

30.  5-Fluoro-N-{5-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-2-methyl-
benzenesulfonamide;



32. 3-Chloro-N [ 5-(2-chloro-phenyl)-pyridin-2-yl]
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-46. 5-Chloro-N- [5-(2,4—djchloro-pheny1)~pyridin-2—y1] -2-methoxy-
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47. N—{Z-Chloro-4-[5—(2,4—dichloro-phenyl)-pyridin—z-ylsulfamoyl]-pheny1}~
25 acetamide;



51. N 5 52.
N-[5-(2,4-Bis-trifluoronethyl-phenyl)-pyridin-2-yl]-3-
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WO[2B66(029546 Bi s-tri fl uoronet hyl - phenyl ) - pyri di pcgaphdos/dorsos
cbl oro- 4- met hyl - benzenesul f f onam de; 54.
3-Chloro-N-[5-(2, 3-di fl uoro- phemyd?-pyridin-2-yl]-2-ne

t hyl I 10 55. Piperidine-Il-sulfonic
aCI d4¥5 g‘ggﬁg éﬁﬁ@i‘%l’ %HQYF%WHdrﬁnﬁlgglgdn}ethﬁﬁbéﬂenesdfonamlde,
5 Chﬂ%r NN51(8ARichlots phert)esyyidir- ﬁ-};ﬂﬁtIlﬂwﬂﬁil/fbhﬂlﬁéhgehgglﬁfonanﬁde;

- 2- met hoxy- benzenesul f onam de

N- { 25¢Ch Dtk N1 I I r|d|n 2-

yI sul farmyl - %henyﬁg %Hgle? P}'gg‘ggeﬂ? b-mbehyl-benzerissulfonamide
enyl ).- 6- et h pyr|d4n2ylj-4tr|flu

or o [g'gég Zlglﬁggr@mlgﬁgl}rpmzmggyl] 5-fluoro- 2-meﬂ1y1—benzenesulfonam1de,

N-[ 5- (4 FI uor o- phenyl ) - 6- et hyl - pyri di n- 2-yl j - 4- met han
eSul Zonyf -[5-5%14:-zmﬂhﬁlﬂofm&l‘fyl€tﬂw B pyridin-2- -y1}-3-chloro- F-meﬂﬁ(l-
- phe

Py
{4-[5- (21302 gﬁilg_enyl) pyri di n-2-yl'sul fanoyl |
. noxy}-acetic a%lili[ﬂ 20 ester; 61.
N-[5-(4-Flu ro phe - met hyl - pyr|d|n2yl] 4-triflu
or omet h (N( %‘éﬁiﬁeﬁ@észr restlkiplienyl)epyridin-2-yl]- ~3-chloro-4-methyl-

3- Chl oro-bbh-,{eﬁesﬁﬁoﬁa{ugggo phenyl ) - 6- met hyl - pyri di n- 2-yl ]
- 4- met hoxy- benzenesul f onani de: 25 63.

5, B4 BN 2 el e e o o demeheslonamide

PCT/ EP2005/ 007894 -13 64.
3¢ [ 35 2 Biperifliont loyabfopisanidl [’i—(&?*dmﬁi[cﬁa-@hyﬂ)ﬂl)- ﬁyr(cﬁnny,qy ie;

et hoxy) benzenesul fonam de;

3 .

57. N—{Z—Chloro—4-[5-(4—ﬂuoro-pheny1)-6—methy1—py1idin—2~ylsulfamoy1}—phenyl}-
acetamide;

15 58. Né[S—(4~FIuoro-pheny1)-6-methyl-pyﬁdiu-2-yl}-4—triﬂuoromethyl—
benzenesulfonamide;

59. N—[5—(4—Fluoro-phenyl)-6-meﬂ1y1—pyridin—2—y1]—4-meﬂ1anesu1fon‘yl-
benzenesulfonamide;

60. {4-[5-(2,3-Dichloro-phenyl) -pyridin-2-ylsuifamoyl]-phenoxy}-acetic acid methyl
20 ester;

61. N—[5—(4—F1uoro—pheny1)-6-methyl~pyridin—2-y1]—4-tn'ﬂuoromethoxy—
benzenesulfonamide;

62. 3-Ch10ro—N—{5-(4—ﬂu0ro-phenyl)-6-methyi—pyﬁdin—2-yl]~4-methoxy—
benzenesulfonamide;

25 63. 4~Ch101'0—N—[5-(4-ﬂuoro~phény1)—6—methyl—pyridin—~2—yl] -2,5-dimethyl-
benzenesulfonamide;



66.
3-Chl oro- N-[ 5-(2-chl oro- phenyl ) -6-net hyl - pyri di n-2-yl ]
-4-nmet hyl 5 benzenesul f onam de; 67.

4 o085 [ 5- (2- chl or o- phenyl ) - 6- et hyl - pyri din-
- benzenles4ul f onami de; - 68. PCT/EPZO%/OIWSM

2,4-Dichl oro-N-[5-(2-chl oro- phen)ié 6 nmet hyl - pyri di n-2
-yl] ﬁg rretgyl benzenesul f onam de; .

Pi petidi NelSt2suDidhhire-phériyth yridin-2- . .

[5 (2- chlgg&ﬂpegﬁg%a%g met hyI plilrlygluz hwlfxy ethc@g) 10

N-[5§ é choro phenyl ) -pyridi n-2-yl]-4-fluoro-benze
nesuff-ondrPde:Chlgrp-phenyl)- -6-methyl-pyridin-2-y1]-4- fluoro benzenesulfonamlde,
4- Chl or o- N-[5(24d|chloro phenyl)-pyridin-2-yl]-2,5-

di neﬁhylS—ChE;md@{issm ERORIIR) %émeth 21
Nof 5- (2, hi |% Y Ryriins 2l e-methsto-
el (2, SRyt ghgaigny ) o2 SFE °
2, 4-Di chl or o- N-[5(24d|chloro phen)l)-pyridin-2-yl]-

5- mefhyl4- @Qomh&%@sdﬂdmm;zmﬁ_lﬁ&h Lpyriding2- 1]
N-[5-(2,73-Di chl or o- phenyl ) - pyri di n- Y pyn n g'] ﬁeg?%ﬂrrfgnamc{e’

i Qoo T L WWWW el

di n-2-yI P& AREBKEOnan de; .
3-Chl oro-N-[5-(4-fl uoro-2- rrethyl phenyl) 6- met hyl - pyri

di n-62. y Pjpegidinet hylfonRQclad8 42 0aRNb-HA 2l
5- Fl uor o- N- [5 (4-fluor oqzz(met hyl - fp &g’méj?"emqpmdm yl]-amide;

1@ et hW-pay 4. ﬁhdﬂ]c&o%lhlenﬂ)%p}r'rne&m)é-yl] E%?nz)xreorlgesn%geg&?o@agn?de,

3 or di cbl or o- phenyl ) - pyri di n-2-y1] - 4- e
t hﬂy ! géﬁ‘ggﬁ"ﬁéﬂ%%ﬂm@mﬂ)wndm -2-y1]-2,5-dimethyl-

N- [ 5- ( 2, Berd2esdsbMsranplgny!l ) - pyridin-2-yl]-4-trifl uorome
t hyl - benzenesul f onam de; V\D 2006/ 010546

uor ) P ?J‘H’ n@’fr Tty @W?"bﬁmn@uﬁwmde,
PCT , EPZf&O[% %Zﬁpﬁ} ﬁ g Oyﬁ

benzenesul f onam de;
N- [ B3 (4->ﬁq}€;ﬂ@t02Nr{§t(ﬁ#mlpiﬂeuwpbmﬂ%pm&xmﬂyﬂds}m@ﬁzﬂtI flu

1 onet hybenzbRBARRASH L Onani de; 5
N- [ 5- (4- Fl uor o- 2- net hyl - phenyl ) - pyrldln 2-yl]-4-triflu

or oget hyl = 3
x/qe hM—[5-(2,3~D1chloro-pheny1)~pyndm-2-yl]—3-tﬁﬂuoromethyl-benzenesulfonamide

75.  4-Fluoro-N-{5-(4-fluoro-2- -methyl-phenyl)-6-methyl-pyridin-2-yl]-
benzenesﬂfonamde,

76. 3-Chloro-N~[5-(4-ﬂuoro-Z—methyl-phenyl)-6-methyl—pyﬁdin—2-yl]-2-methy1—
20 benzenesulfonamide;

77. S-Fluoro-N-[5-(4-ﬂu0ro—2——methyl-phenyl)~6—methy1-pyridin-2-yl]~2—methy1-
benzenesulfonamide;

78. 3~ChlorQ-N-[5—(2,3-djcbloro~phenyl)-py_ridjn-z-yl]-4-methyl-benzenesulfonanﬁde;

79. N-[5-(2,3—Dichloro-phenyl)-py:idin-z-yl}—4—uiﬂuoromethyl—benzenesdfonamide;



benzenesul f onam de; 83.

N-[ 5- (2-Chl oro-phenyl ) -pyridin-2-yl]-3-trifluoronethyl

- benzenesul f onam de, 84.

WG 2004106a8] or 0- phenyl ) - pyri di n-2-yl ] - 4- et hyl - hePESIRR 7594
| f onam de; 85.

3-Chl oro- N-[ 5- ( 2- chloro phenyl) ~dytr-i di n-2-yl]

- benzenesu] f onam de;

3- ChBbr o ﬁhfoso-é‘*z[%(%ﬂwpérmhmyﬂﬁw%mdwwqthﬂ il
uor o- benzignesiehilenamidde; 87.

N-[5-(2, 4-Di chloro phenyl ) - pyridi n-2-yl]-4-ethyl -benze
nesu

N oo S e 2 meiyk gy a2 et ome

t hyl - benzhmwﬁmﬁdﬁﬁnanl B;

N-[ 5- (2- Chl or o- phenyl ) - 6- nethyl pyrldln 2-yl J-3-triflu
0150 h . -
50 2 G o RRGE I R P ¢ pillyqromethly |
or omet hoxbe nmﬁ@ﬂﬁ ©ras e¥onamde 91.

N-[ 5- (2- Chl or o- phenyl ) -pyridin-2-yl]-4-fluoro-benzenes

ul f osam Iddﬁ-(2—922ﬂoro-pheny1)-pyridin—2—yl] -3-trifluoromethyl-benzenesulfonamide;
N-[ 5-(2- Chl or o- phenyl ) - pyri di n-2-yl] -2, 4-di f | uor o- benz

enes f
B S @it mbenyt-p R AT A
thyI benzenesulf N
4- ChBdr o 050%‘12?—%514 GS%Op?%HX} )-pradingofbepsresdfonamids |
-2,5-di met hyl - benzenesul f onam de; 95.
No[ 584. 2- Llohbio-Ns e (2yd- hhcﬁloﬁ’e—phgﬂy})Wﬁﬂﬁi—ﬂy]?;-*iyﬂldora—bénz&nédulfonamide;
-uoro benzenesul f onam de;

- yI ] g)/t)enz ﬁg%%‘?%%léfﬁ@m %@%9@6‘5&@%%%%&&&%

PCT/ EP2005/ 007594 -15

N- [ 5882, M=IBx aﬁr%%lomwww -pyTifigrhyil-3yifireromeshy bpozgnesulfonamide;
i fl uoronet hyl - benzenesul f onam de; 98.

N- [ 584.2, ¥-[Bi{ehiHbsro miaﬁﬂyls)m&hﬂqiyﬁﬂin-zaymwnﬂuar{wdthﬁ- fl
uor o- benz nesulf nan1 de;

5-(2,4-D oo g eny ) 6- nethyl pyrldln 2-yl]
-2,4-difluoro 5 benzenesul fonam de; 100. 4-Chloro-N

[ ( 90-4- Wi [EHRShboretrbanyl)-Gemethylpyridisd-Piirtrifugromethoxy-
- 2, 5- di meghvliespnzamesul f onam de; 101.
2,4-Dichloro-N[5-(2, 4-di chl oro-phenyl)-pyridin-2-yl]-
6-

msg{]yl N-[5-(2-Chloro-phenyl) -pyridin-2-yl}-4-fluoro-benzenesulfonamide;
92. N-{5-(2-Chloro-phenyl) -pyridin-z-yl]-2,4-diﬂuoro-ben2enesulfonamide;
93.  4-Chloro-N-[5-(2-chloro-phenyl)-pyridin-2-y1]-2,5-dimethyl-benzenesulfonamide;

20 94. 4-Chloro-N-[5-(2-chloro-phenyl)-6-methyl-pyridin-2-yl]-2,5-dimethyl-

benzenesulfonamide;
95. N-[5-(2-Chloro-phenyi)-6-methyl-pyridin-2-y1]-2,4-diftuoro-benzenesulfonamide;

96. 3,5—Dichloro-N-[5—(Z-Chloro—phenyl)-6—methyi—pyridin~2—yl}-benzenesulfonamide;



benzenesul f onam de; 10 102. 3-Chl oro- N
[5-(2, 4-di chl oro-phenyl)-pyridin-2-yl]-benzenesul f onam
i de; 103.

A Ces10sR] 5- (2, 4- di chl or o- phenyl ) - pyri di n- 2-
nesul f onam de; 104. 1\(‘1311/131%%87894

N-[ 5- (2- Chl or o- phenyl ) - 6 methyl pusi-di n-2-yl]-3-fluoro
-benz e%ﬁl_[ nam de;

3- Chl ‘&é)lemm@rﬁwpﬁbﬁ)mgthﬁ-mmhyn-yuw “triffubrcnathyi-
- benzenes llieﬁﬂaﬁadmidﬁannd&%

2,4-Dichl oro- N-[5-(2- chl or o- phenyl ) - 6-met hyl - pyridi n-2

-yl] n 107, 2,4-Dichloro-N

[ 5-( 2%‘2hﬁ“gTﬁ}%&ﬁgﬁ‘i@éﬁﬁ@ﬁ?rmﬁbﬂrmﬁ@%d l14-flwprpdiehgenesulfonamide;
benzenesu| f onam de; 108. N

[ 5- ( 45F1 bbi (22 Ritigrb-phieeyly b ym@hyatybiin Pyl zi-Bifkox-

-35tri fl URERRBE W fark ? zenesul f onam de; 109.

2,4-Di chl oro- N-[ 5- (4 "uor o- 2- net hyl - phenyl ) - 6- et hyl -

pyr| th 0 benzenesul f onam de; 110.

dl EOE@AIOGNTE (2»4 di oro-phenyl)-6- methyl-pyndm— -y1]-2,5-dimethyl-
[5-(4 f | ubemxeResnifbdaydidgghenyl ) - 6- met hyl - pyridin-2-yl] -
benzenesul f onam de; 111. 4-Chloro-N

[5- (4ol danse ol onneos ) Grameh iulapys LA 2av] 1 -

benzeénesul f onam de;
N[ 5-(4- FP%?IEFSQIme{Ihﬁ}d phenyl ) - 6- et hyl - pyrl di n-2-yl]
-4-trifluoronethoxy- benzenesul f onam de;

2006104 054hid2e N -FR24)
N- [ 5- (4- Fl uor o- Zi[_:rr‘tzet ﬁ%&%ﬁgﬁéf )Yl)1 Yl]pyeIlz emlﬁonaﬁlde’

(5. (R RS ATR e el ﬂérf%b EeReplippqmide;

-5- trifluoronethyl-benzenesul fonam de; 5 115.
4- Fl 4@k oNNB1(B= Qmomkmnﬂ)—ﬁ-mehﬂypwﬂh:emyﬂ )3~ﬂumt—ﬂiﬁﬁ|zcrﬁb‘tﬂfonanude,

din-2-yl]-3 trifluoronethyl-benzenesul f onam de;

N- [ 516~ M&wmm&kﬁlo@ 715%% le=R¥ehbidbidta Y ];1]' g’en@@ﬁe@éﬁommde,

-benzenesul f onam de

3-Cb hi t hyl - di
Cat }1(8{) ?Zdi\l' ﬂléﬂgro N 9 (E cﬁl ¥o i)henyﬂeﬁ-m% i’:%dfn[]z-yl] ){)enzenesulfonanude,

15 107. 24-Dichloro-N-[5-(2-chloro-phenyl)-6-methyl-pyridin-2-yl]-5-methyl-
benzenesulfonamide;

108. N—[5—(4—Fluoro-2-methy1-phenyl)-6-methy1—pyridin-2—y1}-3-triﬂuoromethyl—
benzenesulfonamide;

109. 2,4-Dich10ro-N-[5-(4—ﬂu0ro—2—methy1-pheny1)—G—methyl-pyridin-z—yl]-6—methy1-
20 benzenesulfonamide;

110. 3-Chloro-N- [S-(4—ﬂuoro-2—methyl—phenyl)-6umethyl-pyridin-z—yl]—
benzenesulfonamide;

111. 4-Chloro-N- [5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-
benzenesulfonamide;

25 112 N—[5-(4—Fluoro-2—methyl~phenyl)-G-methyl-pyridjn-z-yl] -4-trifluoromethoxy-
benzenesulfonamide;



benzenesul f onam de; 10 118.

2- Chl oro- N-[ 5-(2-chl or o- phenyl ) - 6- net hyl - pyri di n-2-yl ]
-5-trifluoronethyl- benzenesul fonam de; 119.

NEQ B)06/0L083 or o- phenyl ) - 6- net hyl - pyri di n- 2- yl | pdrfpro@007804
-3-trifluoronethyl- benzenesul fonam de; 120.

N-[5- (2, 3-Di chl oro- phenyl ) -pyri di ¥2-yl ]-3-fl uoro- 4- me
thyI f on

N-{ 5- F)ﬁ @eﬁe@%#is?ff%qwgﬁv} ﬁleayffrﬁamﬁthzi:gmrﬂdus%ﬂzﬂ ety | -
benzenesubtoragrilfeiamide 2.

N-[ 5- (5- Fl uor o- 2- net hyl - phenyl ) -pyridin-2-yl]-3-triflu

&l oor o B B SIE Ly bRl et preidine2 1)
- benzenes %&wthﬂ—bemmqs f0nam1de>
3-Chl oro- N-[ 5-(5-fl uoro-2-net hyl -phenyl)-pyridin-2-yl]

- 3 me1sy - Rﬁbrb&ﬂifﬁ(@ﬁ&tlrﬁ%% oh -meth 1— md1n—2—y1]—3—

chl)-
or ont yl CAISRZBHER T HEAE Blebifs. PN

N-[ 5- (5- Chl or o- 2- net hyl - phenyl ) - pyridin-2-yl]- 4 fluoro
- bentth el ¥ @r@hprdepheni)p-mahtiyoidion-Nyll-3 -methyl—benzenesulfonaxmde,
[ 5- (5-chl or o- 2- et hyl - phenyl) pyridin-2-yl] -2-methyl

25 benz e fnclqs - din-2-yl]-4-fluoro-
PCT/ EP2005/ 00789 7 %’Qs 3- Chlgl%él -4-fimoro

[ 5- (6-chl ?’Heries‘f‘l %%ies met hyl - phenyl ) -pyridin-2-yl]-2
-nmet hyl - benzenesul f onam de; 129.

No[ 511%- Gilhdoro-Np{ 3- [Zidﬂmrﬂap}rmﬁm-ﬂmﬁthﬁrgyﬁ)ﬁnpyyl]{H—ﬁiﬂﬂamln}ethyl—
-3-triflu nzenesul fonam de; 5 130.

N[ 5-(6- Cﬁ%&ro @Mrb 3- et hyl - phenyl) pyridin-2-yl]
-4-f1 uor o- benzenesul f onam de; 13

N- [ 511%- BhiSoPdiHoreehspyl) ﬁﬂveﬁbﬂ)pmdwe% 4= Bipro-dr triflposppmethyl-
- 3-trifl upgeRig nzenesul f onam de; 132.

N-[ 5- (5- Chl or 0- 2- net hyl - phenyl ) - 6- met hyl - pyri di n- 2-yl ]

-4-1 ﬁbo ' RT:-[5-(Z,S-Dichlormphenyl)—pyridi_n—-?,w‘]l] -3-flucro-4-methyl-benzenesulfonamide;
15 121. N-[5-(2,3-Dichloro-phenyl)-pyridin-2-yl]-3;5-dimethyl-benzenesulfonamide;

122. N-[5-(5-Fluoro-2-methyl-phenyl)-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide;

123. 4-Fluoro-N-[5-(5-fluoro-2-methyl-phenyl}-pyridin-2-yl}-benzenesulfonamide;

124. 3-Chloro-N-[5-(5-fluoro-2-methyl-phenyl)-pyridin-2-yl]-2-methyl-

20 benzenesulfonarmide;

125. N-[5-(5-Chloro-2-methyl-phenyl)-pyridin-2-yl]-3-trifluoromethyl-

benzenesulfonamide;
126. N-[5-(5-Chloro-2-methyl-phenyl)-pyridin-2-yl]-4-fluoro-benzenesulfonamide;

127. 3-Chloro-N-[5-(5-chloro-2-methyl-phenyl)-pyridin-2-yl]-2-methyl-
25 benzenesulfonamide;



10 benzenesul fonam de; 133. 3-Chl oro-N

[ 5- (5-chl oro-2- net hyl - phenyl ) - 6- et hyl - pyridin-2-yl]-2
-met hyl - benzenesul f onam de; 134.

Nvb 2006@1ds5id or o- 2- f | uor o- 3- net hyl - phenyl ) - 6- e - DV ]
din-2-yl]-3- trifluoronethyl-benzenesul f onam %I’g;wEP%mmSM
135. _

- N-[-5-(6-Cnhl oro-2-fl uoro- 3- net hyl -—%ﬁ_ényl ) - 6- net hyl - pyri

di n- 2g] ]3=(4h16fd415ﬁ[<5=(6Qﬁl&@@ef§iélr$-@f}ﬁéﬂqﬂeﬁiheﬁ§§- idin-2-y1]-2-methyl-
4- Chl or o- N (8. (41| baro- 2- methyl™- phenyl) YFTa N2yl ]

- benzenes NCFERE A% 37 3_ Chl or 0- N-

[ 5-(4-fluoro-2-nethyl-phenyl)-pyridin-2-yl]

- benZ@he Nl 3-h&hloge 2- flupB8 3-methyl-phenyl)-pyridin-2-yl}-3-triftuoromethyl-
2, 4- D chl @egzebed ol Aaihl. uor o- 2- net hyl - phenyl ) - pyri di n- 2

-yl ]1-6-methyl 20 benzeRresul f onani de; 139.

3- Chl or o- - 5-di chl or o- phenyl ) - 6- net hyl - pyri di n-2
-yP]-%8en $%%&ﬁm%m%¥°~3ﬂghyl-P¥wgyl)-pyﬁdiny% 14 fluoro-
N-[ 5- (2, 5behehtsalfonapdieny! ) - 6- met hyl - pyridi n-2-yl]-4-fl
uor o- benzenesul f onam de; 141.

"5 v SOPSRCR T JRECH et aB L Mofubedoct.
4- Fl uor o- RepBngssifgnagdes - 2- met hyl - phen) rl) - 6- met hyl - pyr
idin-2-yl]- benzenesul fonam de; WO 2006/ 010546

PCT/ BEBZ005{G(88ro-2- bt Bhenyl)-6- -pyridin-2-yl]-4- .
3- Chl or o- #%(S-fl uQr g%}g-%ﬁel%ytlw)y?- pﬁwﬂé’ﬁ)ﬂygldglﬂlt] ﬁly U-‘Oﬁglri

dith- 2- yI | bewysposulionamidsnani de; ~ 144.

N-[5- (2, 5-Di chl oro-phenyl) -6-net hyl -pyridin-2-y1]-3-tr

i f | udBanBtChidro-Nd b Bakiord-2-aiallgdenyd)-§4bethyl-pyridin-2-y1]-2-methyl-

N[ 5-(2- ng&regésﬁjﬁrla%g&eo- phenyl ) - 6- et hyl - pyri di n- 2-yl ]
met hyl -

-3-trifluoro enzenesul f onam de; 146.
N[ 5- %2- Cb] or 0- 4-f | uar o- phenyl )l 6- met hyl - pyridi n-2-yl ]
- 4- £ 11861 dt-DoénChlptstlpeneatrimethyl-phanyl)-6-methyl-pyridin-2-y1]-3-

3_— Ch!zor Io] ViflirddetBflliRhamdrdonahRephenyl ) - 6- net hyl - pyri
In-2-yl]-

15  135. N-[5-(6-Chloro-2-fluoro-3-methyl-phenyl)-6-methyl-pyridin-2-yl}-4-fluoro-
benzenesulfonamide;

136. 4-Chloro-N-{5-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-benzenesulfonamide;
137. 3-Chloro-N-[5-(4-flucro-2-methyl-phenyl)-pyridin-2-yl}-benzenesulfonamide;

138. 2,4-Dichloro-N-{5-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl}-6~methyl-
20 benzenesulfonamide;

139. 3-Chloro-N-[5-(2,5-dichloro-phenyl)-6-methyl-pyridin-2-yl]-benzenesulfonamide;
140. N-[5-(2,5-Dichloro-phenyl)-6-methyl-pyridin-2-yl]-4-fluoro-benzenesulfonamide;

141. N~[5—(S—Fluoro-z—methyl—phenyl)—6~methyl~py;idin—2-yl}-3-triﬂuoromethyl—
benzenesulfonamide;

- 25 142, 4-Fluoro-N-[5-(5-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yi]-
benzenesulfonamide;



10 benzenesul f onam de; 148.

N-[5-(2, 3-Di chl oro- phenyl ) -6-nethyl -pyridin-2-yl]-3-tr

i fl uoronet hyl - benzenesul fonam de; 149.

WO 2806(02086 Di chl or o- phenyl ) - 6- net hyl - pyri di n- 2eayl/gp2dosfobrses
uor o- benzenesul f onam de; 150. 3-Chloro-N- [

5-(2, 3-di chl or o- phenyl ) - 6-net hyl - pgci di n-2-yl ]

.- benzenesul fonam de; 15 151. 2,4-Dichloro-N

[ 5- ( 243- Fi(dhororN-[ E'N@ﬁ)lbl)oﬁﬁmmhﬁ-)pﬂlelml)ﬁ—djemylzp}yicﬂm-a -yiifet h

yl - benzeg&&g}l&g@@,ghﬂg: 152.
N-[5-(2,3-Dicbloro-p enyl) 6- net hyl - pyridin-2-yl]-3-ne

t hyl ene o i
2, 4 ﬁ?‘@ 5”:3(32% f)ﬁ@z ﬁw&h@-ﬂ%hwmjzcsél-mﬁ}qm@yﬁw
I n-2-yl ] - benvehdsylfonabedez enesul f onam de; 20 154.
N-[ 5-(2-Chl oro-4-fl uoro-phenyl)-6-nmethyl -pyridin-2-yl]
- y |
25! 45‘3 E oo R B S t AR R rding? Y o i Rppmmeth
pyridi n-2 %ZFD@UI#E&W & benzenesul f onani de; 156.
N-[5-(2,4-Bis-trifluoronethyl-phenyl) - pyrl di n-2-yl]- 3-
chl og bHD[ﬁe@e@MbﬁpMﬁb henfls Gléz&T din-2-yl]-4-fluoro-
N-[5-(2,4:Bis-triflugro hy phenyl )™- pyr|d|n2yl]
met hy| - beNFERRSHBmds 158,
N-[5 (2 4-Bis-trifl uoromethyl - phenyl ) - pyridin-2-yl]-4-
f | uoit4¥s b ihdore NH[ 5-(ralibrte4- B 2 Bl ID-EOL byl -pyridin-2-yl]-
RET/ EP20 -19 159.

- @g[Ts (2, g@ﬂ%@%ﬁ’gaﬁ’%&hyn 6- et hyl - pyri di n-2-yl]-4-fl
uor o- 3- trlfluoronethyl benzenesul f onani i de; 160.
3-Chi N3~(2,3-Dichloro-phenyl)-6-methyl-pyridin-2-yl] - 3»mﬂuoromethyl-

[5- (,2,3 disdtzekSulRhanyde) - 6- met hyl - pyri din-2-yl ]-4-fl uor
0- benzenesul fonam de; 5 161.

i beng%'] glng:S%@ﬁ% lé{ gié)yg-{aggfj'ﬂeg] X:le:)rh}'i5 p{r‘%ﬁ‘ )él ylfJX rﬂlugxl'orlbenzé/nellﬂfonannde,
4- Fl uor o- 2-f 1l uoro-phenyl)-6-net hyl -pyridin-2-yl]
- benk#h e%@ Q;ﬁ il 3+62,3-didd®rro-phenyl)-6-methyl-pyridin-2-yl}-benzenesulfonamide;
4-Fl uoro- N-[ 5- (2-fl uoro- phenyl ) -6-net hyl - pyri di n-2-yl ]

15 t 31| z;mambibm [50eBzanRsl fIRBANdRethi §4ridin-2 -yI] -6-methyl-
N-[5-(2,4-Bis-trifluoronethyl- phenyl) pyridin-2-yl]-3-
chl or o- 4- l?‘i“ﬁ%‘?eé‘ﬂfonam“{

152. N-{5-(2,3-Dichloro-phenyl)-6-methyl-pyridin-2-yl]-3-methyl-benzenesulfonamide;

153. 2,4-Dichloro-N-[5-(2,5-dichloro-phenyl)-6-methyl-pyridin-2-ylj-6-methyl-

benzenesulfonamide;

20 154. N-[5-(2-Chloro-4-fluoro-phenyl)-6-methyl-pyridin-2-yl]-3-methyl-

benzenesulfonamide;

155. 2,4-Dichloro-N-[5-(2-chloro-4-fluoro-phenyl)-6-methyl-pyridin-2-y}]-6-methyl-
benzenesulfonamide;

156. N-[5-(2,4-Bis-trifluoromethyl-phenyl)-pyridin-2-yl]-3-chloro-benzenesulfonamide;
25 157. N-[5-(2,4-Bis-trifluoromethyl-phenyl)-pyridin-2-y1}-3-methyl-benzenesulfonamide;

- 158. N-[5-(2,4-Bis-triftuoromethyl-phenyl)-pyridin-2-yl]-4-fluoro-benzenesulfonamide;



10 benzenesul f onam de; 165.
2,4-Dichloro-N-[5-(2-fl uoro-phenyl)-6-nethyl-pyridin-2
-yl ]-6-nethyl - benzenesul f onam de; 166.

Nvb Bo0681054g10r 0- phenyl ) - 6- met hyl - pyri di n-2-yl ]
oronet hyl - benzenesul f onani de; 15 167. pefebdobdiddrsos

N-[ 5- (2- Col or o- phenyl ) - 3, 4- di met hyh-pyridin-2-yl]-3-tr
i fl.uoronet hyl - benzenesul f onam de 168.

3- Chl Bdo- IN-[H(ES(Iﬁdﬂbio%Mﬂh@%é&yl%yﬂdﬂi 2511 by ha Ry 13l R romethyl-
2-yl]- benz11 gsul ftonamdde 16

N-[ 5- (2- Chl Or 0~ p H?/‘F‘ﬁes4d|rrethyl pyridin-2-yl]-4-fl

uor o- benzenesul f onam de; 170.

N- ( 2- 368t By Chipgn-3-[3( 28 dickloroyphebyly6)mahylr pyfldito 2 ol flinytb-

- benzenes yhanamifgamad 171

3- ChI oro- N-[ 5- ( 2- chl or o- phenyl ) - 4- net hyl - pyri di n- 2-yl ]

5-’(@-Ee %I#E'}Pg‘?&gﬁﬁﬁﬂrf}@&@*ﬁ’éwyr6—55¢Fhvbrp1¢icﬁn;a-gﬂ*hertzmeﬁmltpmrrﬁde;

oronet hyl - benzenesul f onam de; 173.
2, 4- []ﬁéhI%FEQN-NHS((Z—hbfceplnenp])wbthyﬂpﬁﬁﬁxh-)zL}&pb!d’ﬂzdieﬁxlﬁnamlde,
-yl ]-6-nethyl - benzenesul f onan de; 25

3- Chlggo V. )aiRe! _
't onanr e, 10 2008 G EEr e PG I%fa?%%& APSREED Gty
3- Chl or o- hﬁnﬁe!}?s fonamide;
(4-fluoro-2-nethyl -phenyl)-4-nethyl-pyridin-2-yl]-
benZQTWS N—[S}f@mBﬁﬁ@mﬂhaﬁ)memprhenyl) -pyridin-2-yl]-3- chloro-4—ﬂuoro-
BS (4-Fl uoro 2- él-phenyl) 4-met hyl -pyridi n-2-yl]
trifl u *Yehzenesul fonanide; and 5 177.
24 D|chloro N[ (4f|uoro 2- met hyl - phenyl ) - 4- et hyl -
pyri didh- 2 @D}&brﬁ'é{ 57 (2-flie npb engyiué-ootigdipy e dinE2ckiist methyl-
of parti c%ggehyu%g{lﬁgﬁed conmpounds of formula (1)
are: N [5-¢2-Chloro-phenyl)-pyridin-2- yI]
-5-fluor e benzenesul f onanj de;
3 o o Ny B BB bt p B SRy Ppy- b S35 qoromabphny |
- benzenes bkhzeaesifdimidg- Chl or o- N-
[5-(2, 4-di chl oro-phenyl)-pyridin-2-yl]
- 25 MakhY lN-Pﬁ&Z—éﬂﬁf‘g—&)ﬁéﬂ}ﬁ[g,ﬂﬁhnethyl-pyﬁdm-z—yl] -3-trifluoromethyl-

benzenesulfonamide;
168. 3-Chloro-N-[5-(2-chloro-phenyl)-3,4-dimethyl-pyridin-2-yl}-benzenesulfonamide;
169. N-[5-(2-Chloro-phenyl)-3,4-dimethyl-pyridin-2-yl}-4~fluoro-benzenesulfonamide;
170. N-(2-Methyl-[3,3'|bipyridinyl-6-yl)-3-triftuoromethyl-benzenesulfonamide;
20 171 3—Chloro-N—{5-(2—dﬂoro-phenyl)»4—methyl—pyridin—2-y1]-benzenesulfonami&e;

172. N—[5—(2-Chloro-pheny1)-4-meﬂ1y1-pyridin—2—y1]—3—triﬂu6romethy1~
benzenesulfonamide;

'173. 2,4-Dichloro-N-{5-(2-chloro-phenyl)-4-methyl-pyridin-2-yl}-6-methyl-
benzenesuifonamide;

25 174. 3-Chloro-N-(2-methyl-[3,3"]bipyridinyl-6-y1)-benzenesulfonamide;



3-Chl oro- N-[ 5- (2-chl or o- phenyl ) - 6- net hyl - pyri di n-2-yl ]

- 2- et hyl - benzenesul f onam de;

4,5-Di cbl oro-N-[ 5- (2-cbl or o- phenyl ) -pyridin-2-yl]-2-fl
worzeoggapAenesul f onam de;  3- Chl or o- N- PCT/EP2005/007894
[ 5- (2, 4-di chl oro- phenyl ) -pyridin-2-yl]

- 4- et hyl - benzenesul f onam de; 152Bi-peridi ne-1-sul fonic
acid [5-(2,4- dlcbloro pheny pyridin-2-yll-am de;

N-[ 5}7% 2 3 ifprehNolp gglﬁrnhemﬂmwe}thyllrpm@uf?esdbenz

enesulfoBaﬂkﬂgmﬁb§nghgoro N-
[ 5- (2-cbl oro- phenyl) 6-nethy|-pyridin-2-y|]

-4- h nes 1 de; e )

o iy SHE e ‘??%3’3'5‘8‘?99]‘f‘t‘%@%?m@!’ﬁyﬂ]'éﬂfﬁﬁ@fgmﬁhﬂ“
-benzenemeknﬂmhbmnnmgzpd-D chl oro- N
. [5-(2-chl or o- phenyl ) - 6-net hyl - pyri di n-2-y1] -6-nethyl

2 z
[% ?gf‘ QQQ%%L%?)% W‘wj Er:tlv{iv;l\!?rgyizr | gthl}lrl %henwi])—tl—meﬂwl—pyndm—}yi} -6-methyl-
- 4- fluoréﬂH@ﬁ @%ﬁmlénan1de
N-[5-(2, 4-Di chl oro- phenyl)-pyridin-2-yl}-2,4-difl uoro-
benzenesul f onami de;  3- Cbl oro- \-
[ 5-(4-fluoro-2-nethyl - phenyl) 6- nethyl pyridin-2-yl]

Eéﬁ;g%ﬁ@gg@%ﬁﬁ %19 p?e@:rred’ com a% f?o%'g:%es(l) are:
3-Chl or o- h%% (2, 3-di chi or o- phenyl) pyridin-2-y u}

t hy N[t SHloserbhinbipraisin 291kl prs: Manefhyl-benzencaulfonamide;
5-(4-fluoro-2-nmethyl -phenyl)-pyridin-2-yl]

104- BECHIylo-NefBz(@rdbotb fphaad)- ﬁﬁidm-z-yl] —Z-methyl -benzenesulfonamide;
N-[ 5- (4- Fl uor o- 2- nethyl phenyl) pyridin-2-yl]-3-triflu

or o e

[ 5- ?gélﬁgllﬂ ﬁﬁ?'z@g % A n @1 —.pa'r &Iiniz-}/r]]]—]Z—methyl~benzenesulfonaxmde,
-3-trifluoraonet benzenesulfonan1de :
N[ 8= Qlﬂow&d?‘pﬂ}é'&ﬁw}wmhéﬂgﬁhﬂwnﬂlar%ﬂkzynqthﬂ—hwwnﬂfonmde,
or onet hyl - benzenesul f onam de;

I\T ¥ zséﬁmamak@wfaatﬁaﬂbrb-mﬁy}gup@nzm H]-4=ldok®bendepRzksRtnide;
ul f onami de;

N- [ iy hen h yJ i n- I

uor g (génrzengég?’%ocﬁq}i&gg epﬁaegﬁ& p¥ndfr)1 7 ylﬁj 4-mé }ll Qenzénesﬁtlonanude,
£ 2 4- D chl or o- phenyl 546 met hyl -pyridin-2-yl]-2, 4-di

5u mc:fag,dé -dichloro-phenyl)-pyridin-2 —yl] -amide;

2, 4-Di cbloro N-[ 5- (2, 4-di chl oro- phenyl ) - pyridi n-2-yl }-

6- Bl [By{2; 1 Pivhivie pheiyd) gyHdie-2-#P4-fluoro-benzenesulfonamide;
2,4-Di chl oro- N-[ 5- (gﬂcﬁ?iro ﬁ%enyl) 6- met hyl - pyridin-2

| LRI BB gt b

-3 trifluoraonethyl- benzenesul fonam de;

3- CAI@higronY{[5-(2-#blorerphenyD-Grenetiyi-pptidingd-yli-benrendsylfonaymide;

di n- 2-yl } - benzenesul f onam de;
2,4-Dichloro-N-[5-(2-chloro-phenyl)-6-methyl-pyridin-2-yl}-6-methyl-

20 benzenesulfonamide;

N-[5-(2,4-Dichloro-phenyl)-pyridin-2-yl]-4-fluorc-benzenesulfonamide;
N-[5-(2,4-Dichloro-phenyl)-pyridin-2-y}-2,4-difluoro-benzenesulfonamide;

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



N-[ 5- (4- Fl uor o- 2- net hyl - phenyl ) - 6- et hyl - pyri di n- 2-yl }

- 3-net hyl - benzenesul f onam de; 15

N-[ 5- (5- Fl uor o- 2- net hyl - phenyl ) -pyridin-2-yl]-3-triflu
enzenesul f onam de;

Qﬁ?aa%gﬁ%ﬁforo 2- met hyl - phenyl ) - pyri di n- 2- lePgn@?mw?%w&m

. oronet hyl - benzenesul f onam de; 1.

. [5-(6-Chl oro-2-fl uoro- 3- nethyl phenyl) pyridin-2-yl]

- 4- f i gohenzenssuhiesp % d1n-2-yl]-4-methy1 benzenesulfonaxmde,
3-Chl oro- N-[ 5- (4- fluoro 2- et hyl - phényl ) - pyri di n-2-yl ]
-ben sm

cr 8#%({%?‘?‘?11?1’2 ¥ Fﬁg‘?’loP}fﬂp@'twﬂJ%gA)ﬁ-ljac%%l?e&iweﬁﬂfonamde,

I] 6 net hyl - 20 benzenesul f onam de; 4-Fl uoro- N

[ 5 (=16t okipor=rmethyl-phenglpilidie-2ri-Bytrifipgronuthyl-benzegesulfonamide;

- benzenesul f onam de;
N- [ SN([3= @H-DicBtofo h o] <30 ARbIbGhet B bkl eResafoamide;

-3-trifluoronethy benzenesul?onan1de 2006/010546

PCT/ ER2005L9075 .
5 R R do g‘senr'%%m?@mmﬂa%ﬂ%ﬁmﬂ%%%%bﬁw?salfmmde;
|n 2-yl1l]-6-nethyl - benzenesul fonam de; 2, 4-Di chl oro-N

[ 5- (H=[6HR el or-phenpl-oyyidiordyil)-4 Gluoet- hgdzelpﬁ}ulf@amld?a yl]-6

-nmet hyl - benzenesul fonam de; 5

N-[ 5n([3. (3= @Jﬂﬁr&ﬁheﬁ&w@frﬁ&ﬁﬁfb){rhd&h@?ﬂ@%&fﬂhbﬁ Pendenéhdifodamide;

chl or o- benzenesulfonan1 e;
- b%gﬁggy]“#)b E Elht%nyp))ndm geyii hﬁ/ 4- d%%’urolrg lenzenééuﬂfonaxmde,

N-[5-(2-Ch|orodghenyl) 4- met hyl - pyri di n- 2- Xﬁﬂ 3-triflu ]
or ondéichlprnNelfd 8t didierniplenyl)-pyridin-2-yl}-6- yl-benzenesulfonamide;

3-Chl oro-N-[ 5-(4-fluoro-2-nethyl -phenyl)-4-nethyl - pyri

Gilon im&hlgﬁﬁﬂe[@@ltﬁo%lﬁﬂén‘?ﬁ*G-methylnpyndm—z—yi]-benzenesulfonamlde,
(4 Fl uor o- 2- net hyl - phenyl ) - 4- net hyl - pyri di n- 2-yl ]

P 3 tg: @g@o&ﬁ; XIEthYﬂlg)hen}%? %enqgtﬁlil-gy?ﬂm”b% 3- g‘lniijuoromethyl-

[5 (Benzénesulfor@eamidg hy| - phenyl ) - 4- net hyl - pyri di n- 2-yl ]
-6-nmet hyl - benzenesul fonam de. Processes for the

manu; R N5 (£ ﬁmwﬂﬁ&g %géggwnﬁ#yp%mungg] B&hebulfonamide;

15 i1 nvention. The pr

EET IR T —

Syntheses of the invention are shown in
15 N-[5-(5-Fluoro-2-methyl-phenyl)-pyridin-2-yl]-3-trifluoromethyl-benzenesulfonamide;

N-{5-(5-Chloro-2-methyl-phenyl)-pyridin-2-yl] -3-trifluoromethyl-benzenesulfonamide;
N-[5-(6-Chloro-2-fluoro-3-methyl-phenyl)-pyridin-2-yl] -4-fluoro-benzenesulfonamide;
3-Chloro-N-[5-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl}-benzenesulfonamide;

2,4-Dichloro-N-[5-(4-fluoro-2-methyl-phenyl)-pyridin-2-y1}-6-methyl-
20 benzenesulfonamide;

4-Fluoro-N-{5-(5-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-benzenesulfonamide;

N-[5-(2-Chloro-4-fluoro-phenyl)-6-methyl-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonam_ide;



the follow ng Schenes. The skills required for

carrying out the reaction and purification of the
resulting products are known to those in the art. The
Sbpéesat s and i ndi ces used in 20 the fol | @@AG2005/007894
description of the processes have the significance

gi ven above unless indicated to 2he contrary.

Compounds of general formula | can be obtai ned

ac c od-Aipighlorp-Neibel@s - dickilprrphenphsonattig-pyfidine? -y éamethyl-

CONPhdbilulRhahBdd substituents and A E G
definitions according to the above description via a

cond tion reacti with aryl, heterqgaryl ,or 25

het eigéﬁ%fo-@ukaﬁr@ffﬁweﬁr&qr& enyly6-mpedhyhpaidndayihf-methyl-

bas ebazedesalfodanii@d; y| am ne or (4-

di netyl am no) - pyridine (DVAP) in a solvent such THF,

ethanols, (»Ne . g DVE: jor ., DVBO, ; OF 11 1o
o e BB ARG ofset S bR B B S HePremesmitgamides

a base_such as trietylamne or DVAP, at room .

t enpeaiareaNd-(rhloraiberal -4 eefut-nridie-ylkenggngalfonamide;
compounds of general formula I. Conpounds of formula I

wher K-{BS 2eQhlatcs pitdnkty4-gathylep e tin@ 209 e fibdirddihyl-benzenesulfonamide;
PCT/ EP2005/ 007894 -23 be prepared from conpounds of

f or Larg i ide;
o8 B S AR ALYbRLRD pbegpmcntonamide
as solvent, at roomtenperature or at elevated

t enpRiri&tGriduoros: methyl-phanyl) gpmetaybpridin-2-yHo3-tiffuopompethyl-

BoA DenPondhlfdRamidy; Bsd i C-"S RA O /p RL NNH-- RL N
NS,R4 (Il) RS Rs (1) 5 Alternatively, conmpound of

S PR AR AR PR e P e

subshbeartzedesafomagddd i on with an correspondi ng aryl

Processes for the manufacture of compounds of formula X are an object of the

15 invention.

The preparation of compounds of formula X of the present invention may be carried
out in sequential or convergent synthetic routes. Syntheses of the invention are shown in
the following Schemes. The skills required for carrying out the reaction and purification of
the resulting pro&ucts are known to those in the art. The substituents and indices used in

20 the following description of the processes have the significance given above unless
indicated to the contrary.

Compounds of general formula I can be obtained according to scheme 1 from
compounds of formula I comprising R' to R’ substituents and A, B, G definitions
according to the above description via a condensation reaction with aryl, heteroaryl or

25 heterocyclyl sulfonyl chlorides, in the presence of a base such as trietylamine or (4-
dimetylamino)-pyridine (DMAP) in a solvent such THF, ethanol, methylene chloride
DMEF or DMSO, or in pyridine as a solvent, with or without the addition of a base such as
trietylamine or DMAP, at room temperature or at elevated temperatures, to give

| compounds of general formula I. Compounds of formula I where R® equals alkyl can also



het eroaryl or heterocydyl sul phonam de, in the
presence of a base such as sodi um hydride, Na2CQO3 or
triethyl amne and in a solvent such as THF, DMF or

m tenperature or at elevated tenp res.
?ﬁgg?gggﬁ?gn can al so be carried out under théﬁﬁ%ﬁhwé&n&m
condition of an Ul man-type reactjson with, for exanple
Cu(l) diloride, or Cu(l) iodide in a solvent such as

di ox&a @r@ﬁre@%m tdin a@tﬁﬂfoﬁlﬁﬂ@l Wk RS HRE ¢ ViR 88l alMation reaction,
S. L. Buc l] 001 7727 . Schene

5> R7Y exaﬁ eNaHasa ﬁ_m};@ aés yenkat rogndemperature or at elevated
H N~8sBder@u@s. 1 Rs RL NN"S~R4 R NHal S RI1II (1)

A further alternative consists of reacting conmpounds
of general gfyquf @ 1V via a netal - 15 catal ysed (Pd or
Ni ) cross- coupl ing reaction with correspondi ng

or ganonet #i c reagent such as (hetero)arglboron,

V| zigkk or (hetero)aryltin reagemts gsing

Suzuki - 006/F€?10546 PCT/ EP2005/ 00759 4 SR?I | e-
or Negl ype cbupl,i:ng reactions (for Li Do s
Suzuki, CH&m “Re 95, 95, O2#75; StFPhe R
Chem |EE, 1986 508; NegléltufS\%Qc Chem Re Ou 8

1982, 15, 340y

5 Alternatively, compound of general formula I can be prepared according to scheme 2 from
compounds of general formula Il in a substitution reaction with an corresponding aryl
heteroaryl or heterocyclyl sulphonamide, in the presence of a base such as sodium hydride,
NayCO; or triethyl amine and in a solvent such as THF, DMF or DMSO at room
temperature or at elevated temperatures. The reaction can also be carried out under the

10 condition of an Ullman-type reaction with, for example Cu() chloride, or Cu(l) iodide in
a solvent such as dioxane or DMF, in analogy to a method described by S.L. Buchwald (J.
Am. Chem. Soc., 2001, 7727).

A further alternative consists of reacting compounds of general formula IV via a metal-
15  catalysed (Pd or Ni) cross-coupling reaction with corresponding organometallic reagent
such as (hetero)arylboron, (hetero)arylzink or (hetero)aryltin reagents using Suzuki-,



Ri 2 Hl GRB~-R6 | RRNNSRa~AMO 0 Rs -~ R
NN"'"S~-Ra Pd or Ni Rs (IV) (I) M B(CH) 2, SnR3 or

ZnBr Internediated Il, IIl and IV are either

wemees@bsds avail abl e, known in the |iteraturepSfrSifinoses
be prepared by applying a sequence of standard

reactions known in the art and o#4ined in 5 schene

4. Thus, i from apprapriate, 2-pyridones_ of

f or mu %v%%%ﬁggfgupﬁngﬁ%;um tﬁag‘ﬁ?é Spaukh ChemReve 1995, 95,
can 585 5illp drgew feleor. 4EF § 986 28, 4R Biegislpy weChune Res., 1982, 15, 340).
subseq%ent hal ogenation with POC 3, PCLl3 or POBr3

gi ves rC8B™ES the corresponding 2-chloro or 2- brono
pyridines of formula VI. The iodo derivatiyes can be

obt ai ned fromethe chloro or brono derivatjves i a

hal ogen exchghge with Nal (fom’general re [ of,

this t ; : Cor coran, Tetr gffedrony Letjt.

p6757). Su lse\q\ enig reaction thal kyl  afe or R®
anmmoni a,_, R‘ app‘%r’ed in %ce S, W thout solventilorg o
in equi Rol ar anDINTTS R a s ed’Msol vent suchlasz \\S//

et hanol , water, or THP, give® rise to coRpourilis df—>~gr*

formula VII. The™reaction chfiopNso be perforned in ah
aut ocl ave at efievated pressure in analogy to publi ége@

b1 17) W80y SHBERABELE pcTl Epro0S) 007804 2 25.
Schemre 4 RR R2 Hal R Hal \ R3 RDNORNHa | HV
O 13@deheMiated I, IIT and IV are either commercial available, known in the literature or can
be prepared by applying a sequence of standard reactions known in the art and outlined in
5 scheme 4. Thus, starting from appropriate 2-pyridones of formula V, which are either
known in the literature or can be prepared according to standard procedures, subsequent
halogenation with POCls, PCl; or POBr; gives rise to the corresponding 2-chloro or 2-
bromo pyridines of formula VI. The jodo derivatives can be obtained from the chloro or
bromo derivatives via halogen exchange with Nal (for general reaction of this type: R.C.
10 Corcoran, Tetrahedron Lett. 1990, p6757). Subsequent reaction with alkyl amines or
ammonia, either applied in access, without solvent, or in equimolar amounts, in a suited
solvent such as ethanol, water, DMF or THF, gives rise to compounds of formula VII. The
reaction can also be performed in an autoclave at elevated pressure in analogy to published
procedures (for an example: T. Haga, Heterocyles, 22, p117).

15



RASSSNHRS'~NHR2 151 2 RR R~Rz 3 Hal (\ 00OO
Hal \ R83 ~/ RR NNS -R4 C~S~-R4 R

NNH RS (IV)
HVII)RS R6 Pd orNi G- R ~AM RS R~ GRZR5 3 GR2
RoRbageaation | RB -r {I11) FFA\ RN O (VI]]
1)

R N
NH R5 Hal: C, Br or | (I11) M B(OH)2, SnRst‘)ﬂ’f’%?os"’“m“
Conpounds of formula Il can thendge be prepared from
VIl via a netal -catalysed (Pd or N) cross-coupling
react i ocheimidy cor r espondi ng organonetal i c reagent
such as (hetgro)arylboron, (hetero)arylzink or g?
(hetero)aryltin reagents using Suzuki-, Stjlle- jor 3
Negi shiHai ing reactions as desci be'de!
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Compounds of formula I can then be be prepared from VII via a metal-catalysed (Pd or
Ni) cross-coupling reaction with corresponding organometallic reagent such as
(hetero)arylboron, (hetero)arylzink or (hetero)aryltin reagents using Suzuki-, Stille- or
Negishi-type coupling reactions as descibed above. The amino group can optionally be

5 protected with standard protecting groups such as BOC or pivaloyl prior to performing
the cross-coupling reaction. Compounds of formula III are obtained from compounds of
formula VIII (prepared from V via metal-catalysed cross-coupling as for IT) by an
halogenation reaction (as for the preparation of VI). Compounds of formula IV can be
prepared from VI via a nucleophilic substitution reaction with a corresponding ary),

10 heteroayryl or heterocycylyl sutfonamide in a solvent such as DMSO or DMF in the



5 protected with standard protecting groups such as

BOC or pivaloyl prior to performng the

cross-coupling reaction. Conpounds of for rrul alll are

M BoE)@dsdsr om conpounds of formula VIIIT (pr efé‘flﬁﬂ% 57007894
fromV via netal -catal ysed cross-coupling as 3

by an hal ogenation reaction (as 6o+ the preparation

of VI) ounds of formula IV can be prepared from
VT vpraseacm@nglb@mch pesodlives hydrige] asmogme sampenatusior At eevated

COr I REReRdirB I sifonablidhalsed ﬁ&msxiD&gfe eli\:ﬁéxedo%&ﬁ&h‘i own in the

zglog ](}Jnam ge in.a é%%dﬁ%%d%égrd%sr% Wégﬁmm&h %{E )\é\pan also first
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step ar,e h CI al it
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cart. héthew@bwl&)hslahiqrrdsxasdawbedlm ed into their

sodi um or potassium and these salts can then be used

in the 5 reaction, a procedure which does not require
the addition of further base. Alternatively, IV can

be obtai mﬁﬁfe&feﬁfpréﬂebs fbt’&k%@é@ﬁtaﬁ@n\ﬂf% Borbpand of formulaI wherein R' to
Qr et er,oc
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bef ore conprises the reacti op of a conpound accordi ng
to formula R7 1Rs GR2 EARa RNNH RS O0-)
in the presence of a conp orrgzingtoforrrula 0
0
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in the presence of a compound according to formula

O\\ /zp

o SR

15 wherein R' to R’, A, E and G are defined as before. Particularly preferred is the above
process in the presence of a base such as trietylamine or (4-dimetylamino)-pyridine
(DMAP) in a solvent such THF, ethanol, methylene chloride DMF or DMSO, or in
pyridine as a solvent, with or without the addition of a base such as trietylamine or
DMARP, at room temperature or at elevated temperatures.

20 Preferred intermediates are:

5-(2-chloro-phenyl)-pyridin-2-ylamine;
5-(2,4~dichloro-phenyl)-pyridin-2-ylamine;
5-(2-chloro-phenyl)-6-methyl-pyridin-2-ylamine;



Cl-"SR4 15 wherein RL to R7, A, E and G are defi ned
as before. Particularly preferred is the above
process in the presence of a base such as trietylanne

%Mmﬁbﬁ%tw am no) - pyridine (DVAP) in a s sol y
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o gitin-Yylesite,

5-(2,3-difluoro-phenyl)-pyridin-2-ylamine;
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- 5-(2,4-bis-trifluoromethyl-phenyl)-pyridin-2-ylamine;
5-{4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-ylamine;

20  5-(2,4-chloro-phenyl)-6-methyl-pyridin-2-ylamine;
5-(5-fluoro-2-methyl-phenyl)-pyridin-2-ylamine;
5-(5-chloro-2-methyl-phenyl)-pyridin-2-ylamine;

- 5-(6-Chloro-2-fluoro-3-methyl-phenyl)-pyridin-2-ylamine;
5-(5-Chloro-2-methyl-phenyl)-6-methyl-pyridin-2-ylamine;

25  5-(6-Chloro-2-fluoro-3-methyl-phenyl)-6-methyl-pyridin-2-ylamine;
5-(2,5-Dichloro-phenyl)-6-methyl-pyridin-2-ylamine;
5-(5-Fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-ylamine;
5-(2-Chloro-4-fluoro-phenyl)-6-methyl-pyridin-2-ylamine;
5-{2,3-Dichloro-phenyl)-6-methyl-pyridin-2-ylamine;

30 5-(2-Fluoro-phenyl)-6-methyl-pyridin-2-ylamine;
5-(2-Chloro-phenyl)-3,4-dimethyl-pyridin-2-ylamine;
2-Methyl-[3,3'|bipyridinyl-6-ylamine;
5-(2-Chloro-phenyl)-4-methyl-pyridin-2-ylamine and
5-(4-Fluoro-2-methyl-phenyl)-4-methyl-pyridin-2-ylamine.

35



2, 3-di fl uoro- phenyl ) - pyri di n- 2-yl am ne;
2,4-bis-trifluoronethyl-phenyl)-pyridin-2-ylam ne;
4-fl uoro- 2- met hyl - phenyl ) - 6- net hyl - pyri di n-2-yl am n
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2, 4-cbl or o- phenyl ) - 6- net hyl - pyri di n- 2-yl am ne;
5-fluoro-2-net hyl - phenyl) - pyragli n- 2-yl am ne;

5- chl or o- 2- et hyl - phenyl ) - pyri di n- 2-yl am ne;
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Also an object of the invention is a method for the treatment and prophylaxis of
diabetes, obesity, eating disorders, dyslipidemiae and hypertension, which method
20 comprises administering an effective amount of a compound of formula I as described

above.

Particularly preferred is a method for the treatment and prophylaxis of diabetes Type
II, which method comprises administering an effective amount of a compound according

to formula I as described above.

25

Assay Procedures

‘Transient expression and partial Purification:



conmpound of the fornmula | as descri bed above and a
therapeutically inert carrier. A further preferred
enbodi ment of the present invention is the use of a

OG54 10 of the formula | as described a
the preparation of nedicanments for the treat%@%@m&gﬁ 7894

prophyl axi s of di abetes, obesity2geating disorders,
dysl i pi dem ae and hypertension. Particularly preferred
i s the da¥Admcedipg ipobmeamddbataiish ] tpoteinr wasl dodedaiato the expression

desqGr vV i . [ T
for ehar ProRAg Skl ?fé’%ql%ﬁx?% G BB A8 e e o T Bic
1. %ﬂh@%ﬁ»tﬂ?&r’%{ﬁswﬁo 876Has5i0k enused tarnsicptly exptess the protein
80 ah [FER293 EQB'IRQ‘@@CEL@:%&V(%RE?S ﬁSPcées&Wemd_@rahmtﬂ,sF.L., Smiley, J., Russell,
S ed, aboye, n manuf actured according to, any
ohe Wi Reltolke 28w Beekatmine & s gopelesion el were washed
| NV evideowith Ee;::toh%l_’]kﬂ) (PHs@phate Buffdr@psMBe) Taflgqolume of cell suspension in
pro XiS. 0 i abget.es, , obes,i at i di s .
Gyori AEhEad: o fRoBlTEs RERS sty TR wBFBamBh EBTR: r00mm macy
conprdre eddedd Fhnicelisewera dysad byfFeret-humogentzaiidin (40 sarokes). The resulting
co . S, X .
par (e eelte WAt Bichd P 1 UREIDBE (0RPOHRS 2 x0 05 gnd deared by a
Hhd low spesdi casirifugstion) (Wdp eP009g 6°C)i The misraspmalefrastion was collected by
CONMRrA;gle spead erthifilpRid G0aRintE iﬁﬁdob%)e TRORHindpelit was resuspended in
compound ~according  to forrmula | as described above. )
25 AlEags hﬂ%{:@&mﬁgg s By il ot B3y dQ% rrenehpngd dhe egfrifugation was
Pur irtpeatddi The rMBiROPleDIdHo4bink CHd FHRZQODAIPLCEOE was Zfin taken up into
The cDNA,.encodi t he human %Ibetﬁ:HS. . roteuﬁ was
ol oREPES G 7 Agprisediopt Geret gy hgpiepNjitpsen untl usc

(Stratagene). This construct (for details see Alex
Bdermatt et al.; J Biol Chem, 1999, Vol. 274, |ssue
40, 28762-28770) was used to transiently express the

Pr ot@RinBratibA oF FAO &N LS ScpfhdibEr THebIgsH1: CRL- 1573,
described in Gaham F.L., Smley, J., Russell, 5

WC,.,, Nairn (19 usi ng | ipofectamn 48 ter

tr angESERf S‘PPsg@F‘i ‘?e‘%@ EIF%HP“‘FW"&%E‘WHFH ?}'%?&'Eléﬁﬁi was also used to
PBS eftEblisbxielh tieedstitte exgalesSiagithe protein Brieflp| (HMBK203) @H$ vere transfected
SUSRAAS Ut SD1 construct using the lipofectamine reagent (Gibco BRL) according to
20 the manufacturer’s instruction. Two days after transfection, geneticin selection (0.8

mg/ml) was initiated and several stable clones were isolated. One clone was further used

for pharmacological characterization.

Microsome Assay

25 Microsomes isolated from HEK293 cells transiently expressing human 11beta-HSD1 (for
details see above) were incubated in assay buffer (100 mM NaCl; 1mM EDTA; ImM
EGTA; 1mM MgCl; 250 mM Sucrose; 20 mM Tris pH 7.4; Cortisone 50-200nM and
NADPH 1mM) together with different concentrations of test substances. After 60 min. of
incubation at 37°C the assay was stopped by heating to 80°C (5 min.) and by addition of

80 the inhibitor Carbenoxolone (1 uM). The amount of Cortisol produced in this assay was
determined using a commercially available, ELISA-based Cortisol-detection kit



PBS 2 volunes of ice-cold lysis buffer (50mM Tris;
pH7.5; 1mM EDTA; 100mM NaCl) were added. The cells
were |ysed by Potter-honogenization (20 strokes). The
Wasihdiibgs honpgenate was sonicated wit a ti
soni cator (10% output; 2 x 30 sec.) and cl ea?PCJ/%P2005/007894
10 | ow speed centrifugation (10md¥x 9000g; 40C). The
mcr i on_was coI ected by a high speed

f
cent ?ﬁgﬁﬁ’ﬂﬁdﬁ%@w Hesisse e I@b@@}yrs wm%clpaégqgmeﬁ@y there IC50 values,

pel | el. thasoncestaipant etlichihe 5bAERGE oPEHRL whL S rethub&l.
pH 7.5; 1 nM EDTA;, 10% d ycer oI) and the

cent e ul t,i

cont gﬂi‘ E]il&i% ggdt g{%f #ﬁgrcgs %Bﬁﬁ&f i ac ﬁé \I\g e glagg ﬁegéa %Hesubpdow 1000 nM;
i nt 0 ™M0%¢ BYe db‘QmPElmeridWal‘iﬁuehlss babove lMlean f¥logtemefemed compounds
| g0 UhgheMCE0 OSSR bHBllonyse. 15 Generation of stable

cell lines expressing 1l beta-HSD1: The sane construct
used for transient expression of human || beta-HSD1 was
al so used to establish cell lines stably expressing

the protein. Briefly, (HEK293) cells were transfected
wi t hCelilatAssaiSD1 construct using the |ipofectanine
reagent (G bco BRL) according to 20 the manufacturer's

| NSt Y Ghda@ilde th-ré’\éffeg@é(ﬁnﬁfbﬁtgfs ih A& tﬂg%gwsg@e@?ts‘aﬁly%(pressmg human

sel ectio initiate severa

st ablt¥Petr %&ﬁ% ?ﬁﬁé P Ve}sWF’%St‘éH“’a@ & 24 welbplakss it DMy First inhibitors and

use d60 i laph Tortoat agé Siled @ch ﬁfea;ensem&aéd Bk ?f:\ﬂu@nﬂﬁﬁgﬁﬁt 37°C in a 5%
ce S
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tr anéoé ﬁf PAEOE e TS Vﬁsaetlave ﬂeﬁr guversiqn frerg Cortisone to
s ee élbmsd) Wmn&sumduhﬁiﬁd commasddly aballabRrEII$AGinWistributed by Assay
%HVLETA 1mM EGTA; 1nM Mg ; 250 nmM Sucr ose;
'S PH 7.4; Cortisone 50- 200nM and  NADPH 1m\v)
toget her with different concentrations of test
substances. After 60 min. of incubation at 37C the
assay was stopped by heating to 80C (5 min.) and by
addi t i orRe&iilts36hthined il ihd !rxh@bsoﬁﬁar DEHFOXMOPPréstntative cdibifounds of the

clot oPption % et soBhiies e shys s R Blesa based
Cortisol -detection kit WO 2006/ 010546 :

PCT/ EP2005/ 007894 -30 (Distributed by Assay Design,
Inc.). Inhi bitors were characterized by there |1 C50

val ues, e[g. The Q%P@ﬂd'dll o gt W T A T E b eta-HSD 1
producti on of cortisol” was 50% r gduced. ©
ICsp (nM)
Example 2 3
Example 110 7 12

Compounds as described above have ICsp values below 1000 nM; preferred
20 compounds have ICs, values below 100 nM. More preferred compounds have ICs; values

below 10 oM. These results have been obtained by using the foregoing test.



In this test preferred conpounds as descri bed above
have |1 C50 val ues bel ow 1000 nM nore preferred
conmpounds have | C50 val ues bel ow 100 nM Mbst

wWeledsggsconpounds 5 have |1 C50 val ues bel o
Cel l ul ar Assay To neasure the effect of inhi ‘é‘?(?’f%%’bqswwsw

intact cells HEK293 cells stably-gxpressing human
| | beta-HSD1 (see above) were cultivated in 96 well
pl at es i hhBvEmouRily sftforomida bardothsir phatmat@tiedly aideptablt edlts and esters

Cortj r .min of ..
e b (Rl il sl By,
nmedi DhATwaseutisHpyeRaTations eandeadmixistsied inttmally, Goh e eraliye(e.g. in the

to fé@ihtdf%&HletH,\@&téﬂe’éﬁléfs,e&jrag@'k,'Egr@%ﬂ%%ggl%ﬂggm& solutions, emulsions

avai |l abl e ELI SA Ki D'ﬁtéé' ?ut ed by %cmé_ S| gn, .
| Ac. §T SMBEISH0TE) pas & Rdhe formyaiaasyl Praveipraedallydge. in the form of
tlﬁi nglplpeﬁtoeﬁe)ntriacgviw&,ﬂ@rm@m ﬂfatﬁfl cﬁlh%ﬂsol ﬁberaf@a&d %rlﬁﬁly, such as

e S (040) unas, are s wn i1n e .OWm n a e.
St s e A AR AR R )

Exanpl e 110 12 Conpounds as descri bed above have | C50
val ues bEreowmrogadyniforprudd bandalieip phaonpaticdly abapteble €8 and esters

val g taghousb it MR B RIS S oA BHON SO R Srants for the

| C50 val tes bel ow 10 nM _ These resu \
3Bt a?fﬁgactbly qf &abiss: coated @blsiotagfes and bardeslstompadmshstose, com

g CRORCPAANEIR] theeh, ARMGRITAGN BF iy Bt SRIHbEuded Fxammple, 2
elr rnace | S S S S
o b BRSO et FEoRE<S ope b EFAR FPSHE m of

phar maceuti cal preparations). The pharnaceuti cal
pr epar atSuitakle edjnviyds fd sofngeldtioraepsulast e, fal deympleveetatde oils, waxes,

oralgy -go%a%r?ggﬁce 319&2%1@{1?5@5’1'5»%@’ coated tablets,

dr agees, har soft g n‘capsul es, sol utions,
enmul sions,5 or suspensions), nasally (e.g._ in the form

4P nasalSuiipbls gdipvants fop thegrpductian gf sdlyfiong and gpyns gre, for example,

Supp@eséd, pbliyﬁﬁ,)sacchﬁk‘bﬁé!ﬁfverttsﬂ%r,égﬁmogﬂ, sicration can al so
be effected parentally, such as intranuscularly or

| [Sglt L f‘?’ g %%SELIX adifivits folir ok QLS O kS A e, water, alcohals, polyols,
glycerol, vegetable oils, etc.

Suitable adjuvants for suppositories are, for example, natural or hardened oils,

20 waxes, fats, semi-solid or liquid polyols, etc.

Moreover, the pharmaceutical preparations can contain preservatives, solubilizers,
viscosity-increasing substances, stabilizers, wetting agents, emulsifiers, sweeteners, |
colorants, flavorants, salts for varying the osmotic pressure, buffers, masking agents or
antoxidants. They can also contain still other therapeutically valuable substances.

25 In accordance with the invention the compounds of formula I and their
pharmaceutically acceptable salts can be used for the prophylaxis and treatment of
arthritis, cardiovascular diseases, diabetes, renal failure and particularly eating disorders
and obesity. The dosage can vary in wide limits and will, of course, be fitted to the
individual requirements in each particular case. In general, in the case of oral

80 administration a daily dosage of about 0.1 mg to 20 mg per kg body weight, preferably
about 0.5 mg to 4 mg per kg body weight (e.g. about 300 mg per person), divided into



The conpounds of fornula | and their pharmaceutically
acceptable salts and esters can be processed with
pharmaceutically inert, inorganic or organic adjuvants
0 20001810848 production of tablets, coated tablglSep s0s/067804
drages and hard gelatin capsules. Lactose, corn. i
starch or derivatives thereof, t+32€, stearic acid or

- its salts etc. can be used, for exa such

le, as
adj preferablyflo? indivisluel dosesgyhigh saraprasisfator exggipdy pHhe same amounts,

c ap%ﬂfﬁ%be%ﬂb@ﬁh@. RAIL KSRGS, e tesQhd Al Rk it given above can be
capsul e

, e, . for_examl e, vegetable oils, waxes,
faté?ﬁ%%ﬁ#gé%ﬂiﬁl HB@Tgﬁ%égdﬁﬂﬁiliquid pol yol's, etc.
15 Suitabl e adjuvants for the production of solutions
and syr uptheanventiérs illestaatpd ereinufadr &y Exqmoilgsoivhich have no limiting
sgcq@g;g&;, i nvert sugar, glucose, etc. Suitable
adj uvants for injection solutions are, for exanple,
wat er, al cohols, polyols, glycerol, vegetable oils,
etc. Suitable adjuvants for suppositories are, for
exanpl e, natural or hardened oils, 20 waxes, fats,
sem -solid or liquid polyols, etExaniseover, the
phar maceuti cal preparations can contain preservatives,
sol ubilizers, viscosity-increasing substances,
stabilizers, wetting agents, emulsifiers, sweeteners,
colorants, flavorants, salts for varying the osnotic
pressure, buffers, masking agents or anti oxidants.
They can al so contain still other therapeutically
val uabl e substances. 25 | n acEruoplate with the
i nvention the conpounds of formula | and their

pharaydcsslitionsf 0y £ 46 8pmebl of 53t qhlpre-phenyd)-prsidin-£ ofamping and 0.23 g of
Pr OPhGSLEnRAG-béndlciBohyl RhlorE (N1 iridl) in 1‘pyl_'iiiix:rle (10 ml) was stirred at

cardi ovascul ar "di seases, diahetes, renal failure_an ..
par tRc untdcpippichon pifefion Aerer ggﬂal’%@rgﬁw ?481%56%5%%@mmnm

can vaadicy/thle Resitlug @ad takénlup i@ BEOAL,Ithe sobftiot Mablsed withd N kduieeds HC,

b8 o G SO o RUBL ey SRt e e
adnipredipitae warcobecttdibly filtctioaged dfiedinotigvatuung to giv2 0.2ig (57%) of
per Jela] ]| AL ef ey ably gL £ . .
=l ALy S e o
di vivdate arystafingep DB ERFURET AER30DE (Mol ebalatedipr

pr efegLahtiNLo; il vi dual doses, which can consi st,
for exanple, of the sane anounts, should be
appropriate. It will, however, be clear that the upper
limt given above can be

Preparation of the starting material:

b) A suspension of 70 mg (0.06 mmol) of tetrakis(triphenylphosphine) palladium(0) in
benzene (4 ml) was treated at RT under an argon atmosphere successively with 0.35 g (2
mmo}) of 2-amino-5-bromo-pyridine, 2.2 ml (4.4 mmol) of 2 M aqueous Na;CO3

25 solution, 0.34 g (2.2 mmol) of 2-chlorophenylboronic acid in ethanol (1 ml) and heated to
reflux for 24 h. The reaction mixture was cooled and partitioned between EtOAc and
water. The layers were separated, the oi-ganic layer dried over sodiuum sulphate and
concentrated in vacuo. The residue was applied to a silica gel column with EtOAc as

eluent. Combination of the purified fractions and concentration in vacuo gave 0.4 g (98%)



exceeded when this is shown to be indicated. The
invention is illustrated hereinafter by Exanples,

whi ch have no limting 5 character. Exanples 10
weswéeodsca) A solution of 0.2 g (0.98 nmol)

5-(2-cbl oro-phenyl)-pyridin-2-ylam ne and O. TéEnggsmmsw
5-fl uoro-2-net hyl - benzenesul fonyi3&hl oride (1.1 mol)

in p?géi di.ne ﬁglo gﬁo was stirred at RT until

conpPEWE 8755¢ >H&sklorespherstlop xridier 2t dankipe G ventlcyystaling 4did. ISP mass
h) . éﬁdzﬁmmfnsmﬂmh%pealhﬂateaﬁﬁ@ql}tgbm!ﬁ)%'?.due was

taken up in Et OAc, the solution washed Wi thl N aqueous

HCl, 15 saturated brine then dried over sodium

sul phate and concentrated in vacuo. The precipitate

was collected by filtration and dried in a high vacuum,

to give 0.21 g (57% of Example 2

N[ 57 (2-¢£hl or o- phenyl ) - pyr.i di n-2-yl]-5-fl uoro-2- et hyl
e ety Pl od et vh5-Ghdtterohomilpmidaes > ylataine with 3-
?ol . dﬂoﬂo%ﬁ‘ﬁﬁbbﬁﬂaﬁkglﬁfﬁyl mlgrgdegz&ezvaé Jts&tainealfs&%@wﬂ[s-(z{mm-
or 14GLEN2 GRS eparati on e ..
st ar DRt PEPARP T Sune h b Enter bty St actid. 15N mass
ol pegfurpaniendAl <M1 cotrdatet dras; i, dlely,pad 30a)i un( 0) in
benzene (4 mM) was treated at RT under an argon
at nosphere successively with 0.35 g (2 mmol) of
2-am no-5-brono-pyridine, 2.2 mM (4.4 nol) of 2 M
dqueous Na2CO3 25 sol ution, O.B4mpl(®2. 2 nmol) of
2-chl or ophenyl boronic add in ethanol (1 m) and heated
t oOI 7}dn @n@g’y@m el 1, Binarexatian iof Mz,mmwr&p%&l)cﬁﬁlm}ylamine with
an t4. . wat er,.. .The .
P R e B Bl et RSk N, T i dickloro-

wer e separ at ed; organi’'c 1 ayer
sul ghsed)-aradin 2ok afluore-Bcmethylvenawesilfopamide aghreoffabite solid. ISN

app! i@ spedtramsinfe: 465 @)1 GRIHIT £ &) }E}L%‘(quzéﬁs: fhylent.

Combi nation of the purified fractions an
g¢pncentration in vacuo gave 0.4 g (98%9 WD 2006/ 010546

PCT/EP20Q5/ 00894 .- 33 of,  he desired
5-(21{;8?1alr%f°8-08gheer? BERPPEHRR- 2- yI ani ne as white

crystalline-solid. ISP mass spectrum me: 205.1 (M1l
cal dllmearsipgyde examploid)NG rea8n of 2-amino-5-bromo-pyridine with 2,4-

dichlorophenylboronic acid there was obtained: 5-(2,4~dichloro-phenyl)-pyridin-2-
ylamine as a white crystalline solid which was used without further purification in the
20 subsequent reaction step.

Example 4a
In analogy to example 1, on reaction of 5-(2,4-dichloro-phenyl)-pyridin-2-ylamine with 3-
chloro-2-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-N- [5-(2,4-

25  dichloro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide as an off-white solid. ISN
mass spectrum, m/e: 425 (M-1 calculated for C;5H)3ClsN,0,S: 425).

Example 4b



Exanple 2 5 I n analogy to exanple 1, on reaction of

5-(2-chl oro-phenyl)-pyridi n-2-ylam ne with 3-

cbl or o- 2- et hyl - benzenesul fonyl chl oride there was

ot Bbgraokss 3- chl or o- N-[ 5- (2- chl or o-

phenyl ) - pyri di n-2-yl |- 2- ret hyl - benzenesul f onarni da aa " o4

an off-white solid. SN mass sp&édt-rum nle: 391 (NLl

cal cylated for Cl8H14C12N202S: 391). 10 Exanp a)

I n atdragslophtastampled. an reﬁﬁwﬂ@ﬁ@t@'éﬂﬂ@f‘PheﬂYD 6 methy1~pyndm-2-

g g |2 1&nﬁie?ﬁﬂﬂ3@mﬁfﬁmﬂ&hypﬁ&fzf@h&ulfdn¥%]cﬁaIBr% tHEr%] Was obtained: 3-Chloro-
obt aﬂo[rég( 8- }%ﬁf ﬁf—g-lna %Bngmy -ylf 2—n(1)er yq%extzzegfr:sglﬁ\)l\gaﬁmde as a white
phensdlifd- ISP massnpeirybn, mie: B30 (M- Pealtilatey forli® nHOR SISO 0GE).

m de as an off-white solid. ISN mass spectrum me:

469 (M1 calculated for C18 H13C12FN202 S: 409). 15

Prep material: b) In analogy to
exan%{g&hgg?ggﬁk?ggﬁ%?%%&ﬂ? 2- am no- 5- br ono- pyridine
di chl or ophenyl boronic acid there
0 bt gbﬁ@&w@gﬂ( o W@P@ P% 08 IE5ReR PH5-Brprods- ﬁleéwl 9}'%4%1#@’13’“1“3 with 2-
?S adﬂbﬁobher@]!btﬁbﬂl: hdid) thefeObds @bl 8 B-(1Rh1 615 fheityl)-BOkkthyl-pyridin-2-
s ;’I ;L hlargi%u 5! Ihgt%t&}ggtglﬁlxlgf?gﬁggy '%{Paéss sgag 34 u & ¥ 7 122%4-!8 calculated for Cy2
neacthﬁ%aﬂHﬁ (2, 4-di chl or o- phenyl) - pyrldln 2-yl am ne
with 3- chl oro-2-nethyl -benzenesul fonyl chloride there
was obtained: 3-Chloro-N[5-(2,4 25
di chl or o- phenyl ) - p7ri di n-2-yl ]-2-met hyl - benzenesul f ona
m de as an off-white solid. | Shamphss spectrum nfe:
425 (M1 cal cul ated for ClsH13Cl3N202S: 425). Exanple
4b VID 2310§) 60l &4 pidiCon Elaaﬂﬁﬁdf@i@(z&ﬁbro-pﬂélyb)}s-hmﬂth}rﬂxgy-z-ylamine

50  SVRAPlBst CRUERAEhL B Bl ospes iy i 5.0
35¢ hehdero- pllenﬁlt)wmeubelﬂwie:swr]mﬂe @hmimed@am HEN gnagmspectrum, m/e:

O bt %ﬁ@ﬁM :i. cg?:'uﬁfeﬁ fO%bqulgcmzogs 433
5- (2-chl or o- phenyl) met hyl pyrldln 2-yl]-2-methyl-b

enzenesulfonan1de as a white solid. |ISN mass
spectrum nie: 405.1 (M1 calculated for C19
H16C12N202S: 405).

Example 6

a) In analogy to example 1, on reaction of 5-(2~chloro-4-fluoro-phenyl)-pyridin-2-
20 ylamine with 3-chloro-2-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-
| N-[5~(2-chloro-4-fluoro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide as an
amorphous white solid. ISN mass spectrum, m/e: 409 (M-1 calculated for Ciz His
CLFN;0,S: 409).

25 Preparation of the starting materiak:

b) In analogy to example 1b), on reaction of 5-bromo-pyridin-2-ylamine with 2-chloro-4-
fluoro-phenylboronic acid there was obtained: 5-(2-chloro-4-fluoro-phenyl)- pyridin-2-
ylamine as a white crystalline solid which was used without further purification in the next
reaction step.

30



5 Preparation of the starting material: b) In anal ogy

to exanple Ib), on reaction of

5- brono- 6- net hyl - pyridi n-2-ylam ne with 2-

G 96 | boroni c add there was obtai ned:

5-( 2-@@%%- phenyl ) -6-net hyl - pyridi n-2- ylam R ERI0%5/007894
white crystalline solid. ISP nmasgsspectrum nfe: 219.2
(Mt1l. cal culated for Cl2 10 H11CI N2:219). Exanple 5 In

anal ogy to exanpl e 1 on r eactimmph7

5-(2-chl or o-phenyl ) - 6-net hyl -pyridi n-2-ylamne wth

bi ph#iyanalogytofesamle &itingeiddion vhs( 2 Inero-pisnr)rnyddin-2-ylamine with 3-

Bi ph&ﬂ&ﬂowfqrﬁaﬁ{yi BEHzEn Rk fc'iilc(.r%iejtﬁere w]as o;:ortnm%%d 35 Sflh{lﬂoro-N{S -(3-fluoro-

chl or o- nyl) - 6- net hyl - pyrldln whi t
£ oanPhoEy Frde- %ps‘ge CrREHhyL ‘?ﬁnéenes%@sa@dem 3 crygipling whigepolid. ISN mass
far SRAGHNEBT (M3 2hlculked Y G418, GFNLO,SamBY 00y t o
exanple 1, on reaction of
- 5-(2-chloro-4-fluoro-phenyl)-pyridin-2 20 ylamne wth
3-ch | fonyl chloride there was
bt abx%ggraagﬁ%ﬁ&ta}?iﬁg AT e
N—[5 (2-ch] oro-4-fl uoro-phenyl)-pyridin-2-yl]-2-nethy
- benDRedaloghionimrle Ak, amreaghist ompHpYKiding Yiaalmtrw?: fluro-

rraS S TbloFd#0 acid tBére %QoﬁtMnld Q’)adSCﬁﬂo@& HerlyD) t f2idin Hldamine as a white

5 Pre star g .
ri‘Bt erV’ 1%30%3%1"1‘%&‘7&65?5 g }& H’%}eﬁcat&ﬁ? ?éﬁf‘c‘f%ﬁaﬁ‘m step.
5- brono- pyridin-2-ylam ne with 2-chl oro-4-
fl uor o- phenyl boronic acid there was obtai ned
5-(2-chl oro-4-fl uoro-phenyl) - Eyridin-Z- ylam ne-as a
white crystalline solid which d without further

urification in the next reac n step. 3 . . .

D067 R GG PR e GeRrlion of 505 ﬁaﬁia%w-e efl\gfgypmﬁlm-}ﬂmmmh
anal ®ghlot®2 axdlifbenzbnesafory el bidd there was obtained: 3-Chloro-N-[5-(2,4-

-l SRR Phitin o i oo APb B s e saaline whice sl

obt a]SbbﬂaSSSPdﬁtrhms Wd\ﬁ?%g (M Ifdalmfatad for CigH;sCIF:N,0,5: 392)

Preparation of the starting material:

b) In analogy to example 1b), on reaction of 5-bromo-pyridin-2-ylamine with 2,4-

20 difluoro-phenylboronic acid there was obtained: 5-(2,4-difluoro-phenyl)-pyridin-2-
ylamine as a white crystalline which was used without further purification in the next
reaction step.

Example 9
25 In analogy to example 1, on reaction of 5-(2,4-difluoro-phenyl)-pyridin-2-ylamine with 5-
fluoro-2-methyl-benzenesnlfonyl chloride there was obtained: N-[5-(2,4-Difluoro-
phenyl)-pyridin-2-yl]-5-fluoro-2-methyl-benzenesulfonamide as a crystalline white solid.
ISN mass spectrum, m/e: 377.1 (M-1 calculated for CigH)3F3N,0,S: 377).



phenyl ) -pyridin-2-yl]-2-nethyl -benzenesul fonam de as a
crystalline white solid. ISN mass 5 spectrum me:

375.2 (M1 calculated for C18H14C1FN2028 375).
Riochad@abdgn of the starting material: In

exanpl e 1b), on reaction of 5-brono- pyrldln %ﬁ?ﬁﬁQMEBQmM
with 3-fluro- phenyl boroni c add. gdere was obt ai ned:

5- (3-fluoro-phenyl)- pyridin-2-ylam ne as a white 10
crystalline solid which was u&eehphd iIthout furt her

purification in the next reaction step. Exanple 8
| n ahld ayglegy do esemny b o1 reagtion effc roethoty-phenyl -pyndm- ~ylamine with

5- (3. 4addbiz- Hﬁﬂﬁi-ﬁ&ﬁ@ﬂfés&]ﬂﬁﬁdhﬂkf&e%&é R dbexiNMdl £ Chloro-N-[5-(4-

3-chl or o- 2- net hyl zene fanyl chloride _there
obt anetheFy-ph ém} % TZS uq.hy@d))énzenesulfoﬁamde asa crys\tlﬁme white solid.

& - S hQrsPiRbivhh; By BER NME-1\chikul2ed s Ty JH, HEINZGSe387).f ona

mde as a crystalline white solid. |SN nmass spectrum
me: 392.9 (M1 calculated for C18HL3ClF2N202S: 392).

Preparatio f g material: b) In analogy to
exa Pamuoo)ﬂ&gﬁ reac |0%I1%T 5- brono- pyri di n-2-yl am ne

with 2,4- 20 difl uoro phenyl borgni ¢ add there was
obt &) feanalagy(to cxreple Thlotrceprionypf §-bpgmowrHdip:2-Yrmine ith 4-methoxy-

as gh M’y‘lﬁcﬁoﬁfcﬁé@iﬁ@h&é Wes dﬂﬂdjﬁé@l BAS- IRy Wh: fd!ﬁ-b.f}@d'mme asa
fu r Ié’gllgg pan 16“‘- é tﬁﬂ‘gflale V_)E;S 45 %g%l@(@ ?Lga}eggun catlcr)TlP in the nex% reaction

5- (gmﬁ;dlfluoro phen)l)-pyridin-2-ylam ne with 5-

fl uoro- 2- et hyl - benzenesul fonyl chloride there was
obtai ned: N[5-(2,4-Difluoro-

phenyl ) - pyridi n-2-yl]-5-fl uoro-2-net hyl -benzenesul f ona

m de as a crystalline white sgh%gge 11 SN mass spectrum
me: 377.1 (M1 calculated for F3N202S: 377). WO

2 0 0 @) L abidEy E@HAE&Z@Q 2600668 of 5»@6ﬂ1Eifa-lml=:1ﬂrl)lﬂyrﬁﬁn—l2¥ylamme with 3-

€
55 ( éﬁﬁ%ﬁz‘ ?ﬁgﬁrﬁgﬁ%‘ﬂehﬂ%ﬂﬂ&sﬁnﬁe %egarhv% é)bmeﬁ 3-Chloro-N-[5-(4-fluoro-
3- ¢ lphenyd)-BynidiniRyl}-Benahyldenichemnifonaphiloas ateystdilivesvhigsolid. ISN mass
obta I
nmet h &%‘E /9%79 23%% %ﬁc é,te(} T g mr?é‘i%%%gngg g)nesul f onam
i de as a crystalllne whi te SO|Id 5 ISN mass spectrum
me: 387.1 (M1 calculated for CI19H17C1N202S: 387).

Preparation of the starting material:

20 b) In analogy to example 1b), on reaction of 5-bromo-pyridin-2-ylamine with 4-fluoro-
phenyiboronic acid there was obtained: 5-(4-flucro-phenyl)-pyridin-2-ylamine as a brown
crystalline solid which was used without further purification in the hext reaction step.

Example 12

25 In analogy to example 1, on reaction of 5-(4-fluoro-phenyl)-pyridin-2-ylamine with 5-
fluoro-2-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(4-fluoro-
phenyl)-pyridin-2-yi]-2-methyl-benzenesulfonamide as a crystalline off-white solid. ISN
mass spectrum, m/e: 359 (M-1 calculated for C;H,4F,N20,8: 359).

30 Example 13




Preparation of the starting material: b) In analogy to
exanple ib), on reaction of 5-brono-pyridin-2-ylanline

wi t h 4- et hoxy- phenyl boronic acid there was obtai ned:

¥d duosbihexy-phenyl ) -pyridin-2-ylamne as a 1 i ge

crystgﬁ %lﬁe solid which was used w t hout furt'F?‘lzﬂgl'g‘gng05’007894
purification in the next reactiagy.step. Exanple 11 a)

In anal ogy to exanple 1, on reaction of

5- ( 4a)Thundegypb eyiple Dyoni réddioR of 5-dPinieehoryipherdyl)-ppridin-2-ylamine with
g Elt gﬁr’%ﬁéz ;o[%gx%mﬂdg%_rz]ﬁfegglﬁjnﬁ %{f%}—l&c}e&glerg %9 Sbt%fi‘:%&%-ﬂ%ém-zq-[s-(z-
phensethoyy phetiyh)-pRrisin} 2-71] fRetokthlyl- benezend fulafuideaviadeysaling white solid.

a7e BN elbraRey P SRR RECH o 10,

Pgeparation of the starting material: 20 b) In anal ogy

to exanple 1b on reaction of :

5- br%ﬂﬁwg%fé@%&m% Mth 4-fluoro- phenyl boronic

add there was obt ai ned:

5- (4bYIhuadlogythexantple Py} balraactonydfSibromoapyratii2efamine with 2-methoxy-
crys , i ! ed, i : t - .

oy Prianbiat il Wal oM SER Mg bt ARt 2 gamine o

| n ayelibw @i whishaveangsidavithoubfurthenpurifination in the next reaction step.

5-(4-fluoro-phen)Tl)-pyridin-2-ylamne with 5-

. fipuor o- 2- et hyl - benzenesul fonyl chloride there was

obt ai ned: 3-Chl oro-N-[5-(4-fl uoro-

phenyl ) -pyridin-2-yl]-2-methyk:] esul fonam de as a

crystalline off-white solid. @Qﬁ%s spectrum nle:

359 {)Yh Lnddkey { O 1B AE2NE RS o- BRRN)-p}Ridin-2-ylamine with 3-

Exanplo 13 sBifk 1 ¥t BCT] EP20057 00750 i3 nag U

anal %ﬁ“t%‘néﬂéﬁlﬂlﬁﬂ“@mﬁ? yi chigride thergjras obtained: 3-Chlord-N- fg-(z-ﬂuorm

g' § lzpﬁﬁﬁﬁrlmgﬁdiﬁ Yb ) mauyiibnfend ! sdlfoﬁ%n' RR 2k cRystalline white solid. ISN mass
-fluoro-2- et - zenesul f.o c ere was

Jhit civpugn e A1 VR fesisd RS OtrREOE b3

nmet hoxy- phenyl ) - pyri di n-2-yl ] -2-net hyl - benzenesul f onam

ide as a crystalline white solid. |SN nass spectrum

m e: PeFdration(dfithe statiogatesid: f or C19H1L7FN2CQ3S: 371). 5

Preparation of the starting material:

b) In analogy to example 1b), on reaction of 5-bromo-pyridin-2-ylamine with 2-fluorc-
phenylboronic acid there was obtained: 5-(2-fluoro-phenyl)-pyridin-2-ylamine as yellow
20 oil which was used without further purification in the next reaction step.

Example 15
In analogy to example 1, on reaction of 5-(2-fluoro-phenyl)-pyridin-2-ylamine with 5-
fluoro-2-methyl-benzenesulfonyl chloride there was obtained: 5-Fluoro-N-[5-(2-fluoro-
25  phenyl)-pyridin-2-yl}-2-methyl-benzenesulfonamide as amorphous white solid. ISN mass
' spectrum, m/e: 359 (M-1 calculated for C;gH;.F2N20,S: 359).

Example 16



b) In analogy to exanple Ib), on reaction of

5-brono- pyridi n-2-yl am ne with 2-nethoxy-

phenyl boronic acid there was obt ai ned:

S0 2000/0429) Ccy- phenyl ) - pyri di n- 2-yl am ne as yﬁ!ﬂm%%o%&ssm
whi ch was used without further purification in the

next reaction step. 10 Exanple -138a) In anal ogy to

exanple 1, on reaction of . o

5- ( In gaiagydo prassle 1-omyedctipmofs-(A-diemeephrnypgrdin-2-ylamine with 2,4-
gglt gfcﬁl‘eogo—%gth %gegaﬁﬁagﬁ% fcfﬁl&ﬁig? gl&}eos&ds%mmafm-mom-ms-(z-
pheRyPse- By rmtr@éw]vhzﬁ-wgwiﬁ@nsw%f?@w%ﬁaﬁ?la%ﬂ&aﬂscr&taﬂme
cr y sélal. I9P@asslapécerusn i/l 423 @M IrcakSlated So:SDIgHE 1 CHINIO,87 425).

375.2 (M1 cal culated for ClsH14C1FN202S: 375).

Rreparation of the starting material: b) In analogy to
exanple ib), on reaction of 5-brono-pyridin-2-ylam ne

with 2-fluoro- phenyl boroni czgﬁl_}r&l_et_ﬂzere was obt ai ned:
5-(2-fluoro-phenyl)-pyridin-Z-yl'amne as yellow 20

Oi | 1MVhiya Sxa15le 1 \Wnl resutibn bES-{h etilooristichi IR tidin-2-ylahine with 2,5-
gext i q%g% It:r?zgﬂgst nyl (I?ﬁiglrrlré)el tﬁer%?va.!.o tgirr]xgcﬁ:%Ys-tﬁcﬁér%%eﬁyl)-pyﬂdin—}
5- ( 31}, 3 difmophbaylepesplforiadiide o2 e whitatystalliine bolig- ISN mass spectrum, m/e:

1§ V9 00d- MBI e PEPESRETH Kool seg! or i de ther e was

phenyl ) - pyridi n-2-yl]-2-methyl - benzenesul f onam de as
anor phous white solid. |ISN mass spectrum mle: 359

(M1 calculated for CL8HL4F2N202S; 359). Exanple 16 WD
2006/ 010546 PCT/ EP2005/ 007894%—““—1’§§—1|%n anal ogy to

exa e l. onr ipn . idin-2-

(B bbygiog? B EREHY £ n Mgction ofy (amethanesyifonyl-pheny)-pyridin-2

di clylanrine GithBtddrofemetbyidwatnonmlibnyd ishloride therd s bigingd: 3-Chloro-
t H . - . [ - _ - _-. g Ee A [

O B e ™

" de amerphovis il Selks 1Y pats apacivpm, mées e (Yishoapabated for

Zgg;‘dlﬁgy@n\gbgszz , (M1 cal culated for CL8H13C13N202S:

Exanple 17 In anal ogy to exanple 1, on
reacti on of 5-(2-cbloro-phenyl)-pyridin-2-ylamne wth

2,5 “Preparation of the starting material:

90  b) In analogy to example 1b), on reaction of 5-bromo-pyridin-2-ylamine with 4-
methanesulfonyl-phenylboronic acid there was obtained: 5-(4-methanesulfonyl-phenyl)-
* pyridin-2-ylamine as a white crystalline solid which was used without further purification
in the next reaction step.

25 Example 19
a) In analogy to example 1, on reaction of 5-(4-fluoro-phenyl)-6-methyl-pyridin-2-
ylamine with 3-chloro-2-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-
N-[5-(4-fluoro-phenyl)-6-methyl-pyridin-2-yl]-2-methyl-benzenesulfonamide as a yellow
foam. ISN mass spectrum, m/e: 389 (M-1 calculated for CyoH,;sCIFN,0,S: 389).



di fl uoro- benzenesul fonyl chloride there was obtai ned:
N-[ 5- (2- chl or o- phenyl ) - pyri di n- 2-
yl']-2,5-di fluoro-benzenesul fonam de as a white

WwbYadsthdsupe solid. 1SN mass spectrum nie: 7
o st ed for CL7HLICLEONDORS: 370)  ERGREFENYY™s

a) In analogy to exanple 1, on_rggaction of
5- (4- nmet hanesul f onyl - phenyl ) - pyridi n-2- ylanune with
3-chl oro- 2- nethyl benzenesul fonyl chloride there was

obt ned 3
}?ﬁpﬁm ane%ﬁ%?ganaﬁ%enyl) pyridin-2-yl]-2-nethy

-benzenesulfonan1de as an amorphous white solid. ISN =
mas8) Bywelogyity expgiple 1B on reactipn ofifabronicat-eepthidpyridin-2-ylamine with 4-

Cl9hﬁ&£lﬂ%9§§%mﬁ%éh thd?E FRAGHRLhER 5£(f1-tiut1§‘o §L@JX1)L@91ethy1-pyndm -2-

mat eri al In anal o t o, exanpl e reaction
%w@ chiwapused w1thout further purification in the

nethaﬂeauh&anﬁj phenylboronlc acid there was obtai ned:
5- (4- met hanesul f onyl - phenyl ) - pyridin-2-ylamne as a

white crystalline solid whic ed w thout further
purification in the next reg%ﬁgg%igtep 25 Exanple 19

a) @tgé.‘cafh quxaﬁ%@tléln of@ﬂﬂﬁﬁ% lpREhyRf 6-meﬂ1yl-pyr1dm—2~ylannne
5- (4 flg?rqwg en nmet h ridin-2- amne wWth

3- cHitgSflupr I K@éﬁé@éﬁ@?ﬂﬁ S%Fd%ﬁle’@r‘?%é’b%’&démm‘m 5-(4-
Wbt gie@d5hesyl pyridin-2-yl}-2-methyl-benzenesulfonamide as a light-yellow

bt AR e SR i 1 £ e S8 BY,

spectrum me: 389 (M1 calculated for CL9HL6CLFN202S:
389). WD 2006/ 010546 PCT/ EP2005/ 007894 - 39-
Preparation of the starting naterjal: b) In analogy to
exanple 1b), on reaction of Example2l

71 BB BRER PESTRRF b St R o & (RSt methyl pyidin 2

= ( aﬁahnmﬂrasﬂﬂww nﬁﬂtybbbrwenqsy]fanjvl thl&ide t}ﬂeﬂma@ ebtained: 3-Chloro-

furﬁogr&pu"?%?lpg Avron |nq’} \Qﬁf?eagﬁd enz eglﬂfonanndeasayenow

Ex afgpine I20mhss spevtrog /e 68%>T<CM1:JJ celcnlatedrforr@aHhaCéFNzﬁfzS 389).
5- (4-fluoro-phenyl) -6-nethyl-pyridin-2-ylamne

Preparation of the starting material:

20 b} In analogy to example 1b), on reaction of 5-bromo-6-methyl-pyridin-2-ylamine with 3-
fluoro-phenylboronic acid there was obtained: 5-(3-fluoro-phenyl)-6-methyl-pyridin-2-
ylamine as a white crystalline solid which was used without further purification in the next

reaction step.

25 Example 22
In analogy to example 1, on reaction of 5-(3-fluoro-phenyl)-6-methyl-pyridin-2-ylamine
with 5-fluore-2-methyl-benzenesulfonyl chloride there was obtained: 5-Fluoro-N-{5-(3-
fluoro-phenyl)-6-methyl-pyridin-2-yl}-2-methyl-benzenesulfonamide as a light-yellow
foam. ISN mass spectrum, m/e: 373.1(M-1 calculated for CyoH;sF2N20,S: 373).
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wi th 5-fluoro-2-nethyl-benzenesul fonyl chloride there
was obtai ned: 5-Fluoro-N[5-(4- 10
fl uor o- phenyl ) - 6- net hyl - pyri di n-2-yl]-2-nmet hyl - benzene

o0 Hhoamdsge as a Ilght yell ow foam |SN nas

spectrum mnmle: 373.1 (M1 calculated for PCTER2005 007554
Cl9H16F2N202S: 373). Exam | ~e21 .ap .l n analogy to

exanple 1, on reaction of

"5-(3-fluoro-phenyl)-6-net hyl - @ p_lg 32 15 ylamine with

3-chl oro- 2- net hyl - benzenesul f on chloride there was

obt dinrradlogBtoGivrmpls-1, on reaction of 5- éé:—diclﬂoro-phenyl)-pyﬂdin 2-ylamine with

N-[ 554 Métﬁg&ﬁa%ﬂ%éhﬁfoﬁg@gpmh t&yerwg Ioﬂfa?nexl N ‘[g'(ﬁr?tﬂl&ﬂloro—

- benZenesul I e as foam 1SN nma
speck hegyhy-Pirridin- 14 mng_eﬂ@:mydq;p@ fp@qa:mde asa hght-yellow foam. ISN

ChIHLBG AP AR m/S88Y 1 (MEY QRATA f&mlﬁtﬁlﬁcnﬁz@sam) .ng
material® 20 b) In analogy to exanple Ib), on reaction
of 5-brono-6-nethyl-pyridin-2-ylamne with 3-

fl uor o- phenyl boronic acid there was obt ai ned:

5-(3-fluoro-phenyl)-6-nethyl-pyridin-2- ylamne as a
white crystalline solid whi chmd wi t hout further

pur Ia{“%?%g]tﬁ I OF g gg)fga%?}l ¢ @?ﬁn@ﬁﬂglgy henyl%mn&n%—}%mne with
5 ( 33 Mdi,bhlc(re-ﬁi'eﬁmpké)diﬁnﬂﬁhhmﬂe fhpre vatis 0b@ingll:2pd-Péchload (M [5-(2,4-

%heﬁg'ﬁ Iaﬁ-%gfﬁ q@%engmﬂon:ﬁﬂildg kd &ecr}smﬁ{% WER solid. ISN
fl u omassph@nyaln) gerido AYM- b?ﬂﬂﬂﬂ*‘ﬁi for Gl FLELaRORy B4Denzene

sul fonam de as a |light-yellow foam |SN nass
spectrum nle: 373.1(M1 calculated for. CL9H1I6F2N202S:
373). 30 WO 2006/ 010546 PCT/ EP2005/ 007894 -40 Exanple

23 In analogy to exanple 1, orExampletson of
5- (2, 4-di cbl or o- phenyl ) - pyrldln 2-ylamne with

3, 4- )i Intankiygmy»dmngleﬂewuteﬁmwﬂ of 5H{R.Srdickdorpipherylivpgridin-2-ylamine with

ta - - -
O.l% %E) py o %@nﬂe%es%]lﬁﬁng ng??r%ltere g\)r(a; o%tgﬁl;.g r?és% I(2 3= rc}lg:%loro phenyl)
as_apyridynt bm&d«ﬂwaﬁmemuﬁomlé 351‘7 mass spectrum,
437. s (Ml CéMlcaled fépcgﬁil&:ll#?\gb%@@@ﬂs 437)

Exanple 24 I n anal ogy to exanp on reaction of
- 5-(2,4-di chl oro-phenyl)-pyridin-2-ylamne with

Preparation of the starting material:

20 b) In analogy to example 1b), on reaction of 5-bromo -pyridin-2-ylamine with 2,3-
dichloro-phenylboronic acid there was obtained; 5-(2,3-dichloro-phenyl)-pyridin-2-
ylamine as an of-white crystalline solid. EI mass spectrum, m/e: 239.1 (M calculated for
Cu_HsC]zNzt 239).

25 Example 26
In analogy to example 1, on reaction of 5-(2,3-dichloro-phenyl)-pyridin-2-ylamine with 3-
chloro-2-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(2,3-
dichloro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide as a white solid. ISN mass
spectrum, m/e: 427 (M-1 calculated for C;gH)3ClsN,0,S: 427).
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3, 4-di chl oro- benzenesul fonyl chloride there was
obtai ned: 3,4-Dichloro-N[5-(2,4 10
di chl or o- phenyl ) - pyri di n-2-yl ] - benzenesul f onam de as
line white solid. SN mass spectruy me:
?ﬁ)e@g&%%% cal cul ated for Cl7HLoCl4N2CRS: 447‘5%.T’EP2"“5""’7"5‘4
Exanple 25 a) In analogy to exadple 1, on reaction of
5- (2, 3-di chl oro-phenyl)-pyridin-2-ylamne with 15
2, 5-di fl uor o- benzenesulfonylﬁﬁnmiﬁﬂbe there was
obt ai ned: N-[5-(2, 3-di chl oro-ph
py rincinalogy {0 xampls 1¢pw reagHon b ér(%éhlésqn:hq@ﬁ%mmélna%whme with 3,4~

| i gintn16RAb&RE S foh PNHITREIS tsReRis b tilinedid @-dlcﬂﬁeﬁomA[sJ.(z chloro-

e Lyt AL B oo,

Bb) m/@n1Y @&thhlﬁﬁiaﬁﬂ for- QRO N8 din- 2- yl ami ne with
2, 3- dichbl oro-phenyl boronic add there was obtai ned:

5- (2, 3-di chl oro-phenyl)-pyridin-2- ylamne as an
of-white crystalline solid. El mass spectrum nie:
239.1 (Mcalculated for Cl1HsCL2N2: 239). 25 Exanple
26 In anal ogy to exanple 1, @gamiegdion of

5-(2, 3-di chl oro-phenyl ) -pyridin-2-ylamne with 3-

C i B Sl Aok 823t Qphl§) et ¥R umine wi
d.bE; a%g?@) it ﬁﬁgﬁ%ﬂ% qlﬂewmhﬁwedo%é%%%h%ﬁlamﬂ)

dgyratn-2-yih3 tduﬁahb 1)-benfesiifofamilp &C4 whike crlji#tdhnéébﬁd. ISN mass

é%%ﬁ%%&é%%%ﬁ%%?ﬁé@%ﬁwQﬁ%lﬁé%%% 27 1n

anal ogy to exanple 1, on reaction of

5-(2-chl oro-phenyl)-pyridin-2-ylamne wth 3, 4-

di chl or o- benzenesul fonyl chloride there was obtai ned:

3, 4-di chl oro- N-[ 5- (2- cbl or 0- Example 29

phenyl ) - pyridi n-2-yl]-benzenesul fonam de as a white

cr ybt atdlagydo sxahple 1) SN reastion @ﬁ &d2rchloro-Bhenyd-puriin-2ifianine with 3-

152l ?ﬂ&:@tfﬂie&ﬁf b&&ZA‘&éﬁ&ﬁ e tﬁénl.)v%as obte@ 8-GfodoMN-[5-(2-chloro-

anal O to exa reaction
5- ( pheai) oy mmdllgr?gpﬂ%4)m V u}ﬂoa:‘tﬁnﬁg agf White crystalline solid. ISN mass

spectrum, m/e; 391 (M+1 calculated for CygH;4CIN,0,48: 391).

20 Example 30
a) In analogy to example 1, on reaction of 5-(4-fluoro-2-methyl-phenyl)-pyridin-2-
ylamine with 5-fluoro~2-methyl-benzenesulfonyl chloride there was obtained: 5-Fluoro-
N-[5-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl}-2-methyl-benzenesulfonamide as a light~
yellow solid. ISN mass specirum, m/e: 373 (M-1 calculated for CioHsF2N20,8: 373).

25
Preparation of the starting material:
b} In analogy to example 1b), on reaction of 5-bromo -pyridin-2-ylamine with 4-fluoro-2-
methyl-phenylboronic acid there was obtained: 5-(4-fluoro-2-methyl-phenyl)-pyridin-2-




3, 4di net hoxy- benzenesul fonyl chloride there was
obt ai ned: N-[5-(2-Chl oro-phenyl)- 10
pyridin-2-yl]-3, 4-di net hoxy- benzenesul f onani de as a

Wi fo8s/@h348t al | i ne solid. I SN nass spectrum
403.2 (M1 calculated for ClOHL7CIN204S: 403)'181%?2“05’“"7894

29 In anal ogy to exarrpl e 1l, on rdaetion of

5- (2-chl oro- phenyl| ridin-2-ylamne with 3- 15

chl glanine s White Sﬁbﬁigﬁwﬁ.ﬂ spextinpim. a0 d éMiifl enleulotad for CiH i FN:
obt apmed: 3-Chl oro-N-[5-(2-chl oro-

phenyl) - pyri di n-2-yl ] -4-net hyl - benzenesul f onam de as a
white crystalline solid. 1SN mass spectrum me: 391

(Mt1l cal cul ated for ClsH14C12N204S. 391). 20 Exanpl e

a) In analogy to exanple 1, oBxamgsiesli on of
5- (4-fl uoro-2-net hyl - phenyl) pyridin-2- ylamne with

55 f IIu @nfdom’ tmaqwle bermzemior of bigfluotn-Bmetlgl-phenyd - pyaidin-2-ylamine

obt gj; - -
N [ 5 4 f flore: OM%Z- enesulfo?xyl clflgncéel erew $ o 'ﬁamfd 3- Cl-ﬁloﬁo N-[5-(4
- berﬂi‘@’iﬂé 2vmetiayinhepd) -agmhwgsﬁ Vi W%Fﬁﬂé onangfle apedight-yellow
Spegblidl 1SN Has spadterh,Vh/k: $83l1¢M- ﬁ&ﬁ&lz&&ffo?@%ﬁl&fﬂﬁ@i@ :389).

n

373). 25 Preparation of the starting materi al
anal ogy to exanple Ib), on reaction of 5-brono
-pyridin-2-ylamne with 4-fl uoro-2-

g@et hyl - phenyl bor oni ¢ aci d t hegg 3pbt ai ned:

(4-fl uoro-2-nethyl - phenyl) - Wrr#@‘n‘ 2 WD 2006/ 010546
PCTHERRAOSH0 B9 1; oqﬁeyanamm@meraapﬁ&@n%m.z 48R iine with 3-
S Shahs oo B by s Hesich B sbyuing &ibgpa- -

1, ( QBI]COE@pEMyDFp)@fén—Z yl]—4—methoxy—benzenesulfom?unde as a white Sﬁh(l ISP mass
5-(4 uor a Wi t

3- cﬁ?m%tqﬁg%?%iﬂfgﬁgé{?ﬁf%y@F ’éﬁ*z t aéelqgﬂere was

obt ai ned: 3-Chl oro-N-[5-(4-

1% uor o- 2- et hyl - phenyl ) - pyri di n- 2-yl ] - 2- et hyl - benzene
sul fonam de as a light-yellow solid. |ISN nmass

spectrum nfe: 389.1(M1 calcylated_ for
CLOHL6CIFN2CRS: 389). 10 Exangﬁ«?lé%ﬂn n anal ogy to
exa _ -
C{Eﬁk@r glﬁl[ﬂ’?@? ; 8‘;}?’9 n 055 ﬁ chloro-pheriyﬂ %rndm -2-ylamine with 4,5
d1ch10ro—2~ﬂuoro benzenesulfonyl c:hlonde there was obtained: 4,5-Dichloro-N-[5-(2-
chloro-phenyl)-pyridin-2-yl}-2-fluoro-benzenesuifonamide as a white solid. ISP mass

20  spectrum, m/e: 431.2 (M+1 calculated for C;7HioClsFIN2O5S: 431).

Example 34
In analogy to example 1, on reaction of 5-(2,4-dichloro-phenyl)-pyridin-2-ylamine with 3-
chloro-4-methoxy-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(2,4~
25  dichloro-phenyl)-pyridin-2-yl)-4-methoxy-benzenesulfonamide as an crystalline white
solid. ISP mass spectrum, m/e: 443.1(M+1 calculated for CisHsClsN205S: 443).

Example 35



chl or o- 4- net hoxy- benzenesul fonyl chloride there was

obt ai ned: 3-Chl oro-N-[5-(2-

chl or o- phenyl ) - pyri di n- 2-yl ] - 4- met hoxy- benzenesul f onam

' ite solid. ISP mass spectrum nie; 409, 2
%‘@’E’lf@%‘g?sé‘ﬁfat ed for CL3HLACI2N2QBS: 409). 15%5353%6?"3’007894

33 In anal ogy to exanple 1, on-ggaction of

5- (2-chl or o- phenyl ) -pyridin-2-ylamne with 4, 5- ]

di chi RaRe? td dxampl-henzaakaul tqnygtdididrorrbeeyl}-ppidindagamine with 3-

obt giined, 4 .5:Di chl or.o- = {2~ s ade 3 N-[5~(2,4-
oh SPESEr BT ShTP I e T e bpined: 3 Chlgro N[04
de dishlaroxbhdngl)goridh-2-yi5R-methyl-1R0zenpwifonamide ay an cysallive white
(M+do1:53spih AL &qctﬁ‘% ﬂ?%@ﬁ%ﬁﬁed?%lgHméﬁﬁg@JS%ﬁi

In @nal’'ogy to exanple 1, on reactlon of

% (2, 4-dichloro-phenyl)-pyridin-2-ylanmne with 3-

cbl or o- 4- met hoxy- benzenesul fonyl chl oride there was
obt ai ned. 3-Chloro-N[5-(2, 425
dichloro-phenyl)-pyridin-2-y%ggg%%%hoxy-benzenesulfon

apm' ﬂ%oﬁﬁoﬁﬁf@ Qy%e%gg?{%ﬁ@%%% hﬁﬂb-ia)ﬂe%frl)sgyrm-%ylamine and 0.2 g (1.1

spectrum : culated f

C1 5insdll ofgipaidin onghailerdr remraiony Bk Sesi@himeFrs 1936, p2143) in

PCT. D80 F9heateft S }e‘ﬂuﬁﬁﬁﬁlQQMFIeﬂoﬁ SededtR_n hecddding to HPLC
react| on of 2, 4- di cbl,or o- phen -

o i di n: 2-yl and .
e v e e LB S 0 2 TR e
was wadiheh wegied ﬁzitﬁllll\wqggd\ks g—fﬁ{ﬁmﬂated ?rliqnel, dried over sodium sulphate and
di chl - ph | ) - i.n-2- -4- ¥l -
m dEoREm e pyapie f P v Pei = Hic AT GRS ABAcrolene
spe (¥ wl/1)dseluedR Cobirkian ofthe phudfissdractions and concentration in vacuo
gl? ?&v%ﬁo}%%gz(g% ofthd desired FHATRLE 1 IS [5- Q- 8fch@rZBhenyl)-
B ( pyddidiZeyil-omiseph e hydwn qrystalliniersolid. J$M masssPaFERm, /e384 (M-1

(1. Liaxe @A9G.bd sesl - sul fonyl chloride
(pré%arat#gﬁgﬂéﬁflS%%%&Ch?n1Fr.;1936, p2143) in

pyridine (10 m) was heated to reflux until conpletion
of reaction according to HPLC 10 analysis (20 h).
After concentration in vacuo the residue was taken up
in EtOAc, which was then washgd,wsyh I N aqueous HCl,
saturated brine, dried over sodrum sul phate and -

In analogy to example 1, on reaction of 5-(2,3-dichloro-phenyl)-pyridin-2-ylamine with 2-

90 trifluoromethyl-benzenesulfonyl chloride there was obtained: N-[5-(2,3-Dichloro-
phenyl)-pyridin-2-yl]-2-trifluoromethyl-benzenesulfonamide as a light-red solid. ISN
mass spectrum, m/e: 445 (M-1 calculated for CigHCLFsN,0;2S: 445),

25 Example 38
In analogy to example 1, on reaction of 5-(2,3-dichloro-phenyl)-pyridin-2-ylamine with 4-
fluoro-benzenesulfonyl chloride there was obtained: N-[5-(2,3-Dichloro-phenyl)-pyridin-
2-y1]-4-fluoro-benzenesulfonamide as a white solid. ISN mass spectrum, m/e: 395 (M-1
calculated for ClyHnClgFNzOzS: 395).
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concentrated in vacuo. The residue was applied to a

silica gel colum with EtOQAc/toluene (9/1 to 1/1) as

el uent Conbi nation of the purified fractions and

GOMERBbTo8dsl ON i n vacuo gave 0.26 g (679 of lté’ﬁEpzoosmmsM

desi red piperidine-i-sulfonic acid

[5-(2, 4-di chl oro-phenyl) 15 pyri.disn-2-yl]-am de as a

brown crystalline solid. | SN nass spectrum nie: 384

(M1 calculated for Cl6HL7CH Z2MaQg%:39384). Exanple 37

In anal ogy to exanple 1, on reaction of . L
5- ( 2a3n@relegbios=anala on paetion of 5225t dichlere-phiery])-pyridin-2-ylamine with

trif h,@%ﬂiﬁﬁb%ﬁzeﬁ@d%ﬁﬁuﬂﬁ%}iﬂoﬁaaﬂer&@s QblafiRd:N\$5-€2, ¥ASichloro-phenyl)-
- C or o-

obt ai ned: N-J5-( phenyl ) -pyridin-2-yl ] )

O CPra SOsBrhABF TP BHERF e Lkt EE%PUWQI@%P“S solid. 1SN
SQ i ehasslsPbtruiff $i5/eSHI8 EM-URAlculdied fod €51 JdLEa,8:11a). ed

for ClsHL1C12F3N202S:. 445). 25 Exanple 38 |In anal ogy

to exanple 1, on reaction of

5- (2p3-.di - - Jdin-2-ylamne with 4-

fl ﬁo?gepgggﬁglgﬁ%tgﬁ%%&%gﬁx%ri de thgre was obt ai ned: N

[ 5- (2, 3-Di chloro-phenyl)-pyridin- . . )

>-yI b} lnanplogy - ampledbbonngickinn 965-hrome iidis-Zyemipe with 2,3-

| SN mﬂar&%&mnim&d th38wdsMbined 8- L3 8- aicBlbr§-Phenyl)-pyridin-2-
C17Hé1C12F g: 39?&. ﬂlgg MOG/ 010546 i calculated f
PET/ BESISSF 8oyt axstaline FBass SPeF R < 3P M ated Yot
exanph&diNere3peact i on of

5- (2, 5-di chl oro-phenyl ) -pyridin-2-ylam ne with

2,5-di fl uoro-benzenesul fonyl chloride there was

obt ai ned: N-[5-(2,5-D chl oro-phenyl) -
pyridin-2-yl]-2,5-difluoro-be gUbhf onam de as a

i ght yell ow anorphous solid. TSN 5 nmass spectrum

m e: I4igaldyd ecahplel | Adredadtion of3-{ 23 QEhRIra-NRBRE) -pidn-2-ylamine with

P ti f t ' terjal: b),l I t

bl SR AR ERERE e vy bl DO YRt Btiore

Wi t hpRengD)-pridhn-2vH-5 Heorpt borethyl-bermeiagul fanemidamsgn off-white solid. ISN
bt ai = di ) o .

1 anthE peti? pel OO ThR CABNER ko chtt cliefeges: o,

spectrum me: 239.1 (Mcalculated for CL1IHSCL2N2:

239).

Example 41
20 In analogy to example 1, on reaction of 5-(2,5-dichloro-phenyl)-pyridin-2-ylamine with
3-chloro-2-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(2,5-
dichloro-phenyl)-pyridin-2-yl}-2-methyl-benzenesulfonamide as a white solid. ISN mass
spectrum, m/e: 427.1 (M-1 calculated for CigH;3ClN,0,5: 427).

25 Example 42
2) In analogy to example 1, on reaction of 5-(2-fluoro-5-trifluoromethyl ~phenyl)-pyridin-
2-ylamine with 5-fluoro-2-methyl-benzenesulfonyl chloride there was obtained: 5-Fluoro-
N-[5-(2-fluoro-5-trifluoromethyl-pbenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide as
a white solid solid. ISN mass spectrim, m/e:427.2 {M-1 calculated for C;oH,3FsN;O,S:

30 427).



Exanple 40 In analogy to exanple 1, on reaction of
5-(2,5-dichloro-phenyl) -pyridin-2-ylamne with 15

5- quoro 2-met hyl - benzenesul fonyl chloride there was
%ﬁb N-[5 (2, 5-Dichl oro-

pheny pyrldln 2-yl]-5-fl uoro- 2- net hyl - benz rfdSHP8951%78%4
m de as an off-white solid. | SN4spraSss spectrum nie:

409 (M1 calculated for ClsH13Cl12FN202S: 409). Exanple
41 20 In analogy to exanple 1, on reaction of

IFHE ridin-2-ylamne with
EF% g@hﬂ#ﬁ gﬁ%ﬁﬁ%%ulfonyl chloride there was
obtalned 3- Cbloro N-

[ 5-
di chl by@aﬁgg%ﬂqumg&;aﬁpb,qqxggym] of 5-bromo -pyridin-2-ylamine with 2-fluoro-5-
- 2- gt oyd maBYIZR eV LARAAIEr @FasdbYiit il €5-$ 2 ubro-4-Bifluoromethyl -

Gl E&%ﬁ%@%@v&ye A Igggg%fg‘ﬁ}%a%g%p%}tﬁg%%?%w (V5 H calculated

exafqalcq,}ls&mma‘?eact i on of
5-(2-fluoro-5-trifluoronethyl -phenyl)-pyridin-
2-ylam ne with 5-fluoro-2-nethyl-benzenesul f onyl
chloride there was obtained: 5-Fl uoro-

N-[5-(2-fluoro-5-trifluoronetgyhplplen)!)-pyridin-2-yl]
- 2-met hyl - benzenesul fonam de as  a white solid solid.
| SNIrntJ pesdhaiphs 1, 0h eeadflon & 5(@Hbhotab-atifl@adrethetigt -phenyl)-pyridin-2-

13E5N2 30 42 2006401
LT NN
mat ok ]5a(2- ﬂlim):o-ﬁftrlﬂnatoaquhyﬂ-phmyhrmhéml-byu Zemeﬁ-qbbengws@fonanude as
t . gme IR IQ'n'i]asﬁ é}éh?%ﬂgr}ﬁ/e%'@ (BL- ikzﬁ&ﬁ&eéfor CigHuCIEN,O;S: 443).

Iuoronet roni ¢ acid there was obtaine
5-(2-fluoro-5- trlfluoronethyl 5
phenyl)-pyridin-2-ylam ne as a white solid. ISP nass

spectrum mnfe: 257 (M+H cal cy ated,, for CL2HB8F4ANZ2:
257) . Exanple 43 1 n anal ogy #%ﬂgéﬁﬁ%le 1, on reaction

if
B SRR LA Aol e

chl m]am withet-ehlpeos 2-spathil heagene ide there was obtained: 3-Chloro-2-
N- | qheﬁﬁl N oﬁfﬂubfdlfléthﬁfpﬁ%‘l)%dﬁp Mlﬁehﬁéﬁeblﬂfoﬁaﬁldﬂali an orange

- 2- et nzenesulfonan1 € as I
mas &0k IF‘E‘%%\SPW‘@““ B 435 ?ﬁ@p fealegpe %ft ﬂG&T‘dN &S 125).
C19H13C1F4N202S: 443).

20 Preparation of the starting material:

b) In analogy to example 1b), on reaction of 5-bromo -pyridin-2-ylamine with 2-
trifluoromethyl-phenylboronic acid there was obtained: 5-(2-trifluoromethyl-phenyl)-
pyridin-2-ylamine as a white solid. ISP mass spectrum, m/e: 239.2 (M+H calculated for
C,2HF3Ny: 239). '

25

Example 45
In analogy to example 1, on reaction of 5-(2-triffuoromethyl -phenyl)-pyridin-2-ylamine
with 3-chloro-4-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-4-methyl-
N-[5-(2-trifluoromethyl-phenyl)-pyridin-2-yl]-benzenesulfonamide as a light-grey solid
30 solid. ISP mass spectrum, m/e; 425 (M-1 calculated for CyoH4CIFsN,O,S: 425).



Exanple 44 15 a) In analogy to exanple 1, on reaction
of 5-(2-trifluoronethyl -phenyl)-pyridin-2- ylam ne
wi th 3-cbl oro- 2- et hyl - benzenesul fonyl chloride there
wasepbRsped: 3- Chl oro- 2-

met hyl - N-[5- (2-trif| uor onet hyl - phenyl ) - pyri di ne 2511 2
enzenesul fonam de as an orange sokgd. | SN nass

spectrum nie: 425 (M | calcul ated for

C19H14C1F3N202S: 425). 20 Preparation of the starting
material: b) In analogy to exanple Ib) on reaction of
5-brono -pyridin-2-ylam ne V\/IthE]?a_m

trifluoromethyl - phenyl boronic a ere was obt ai ned:

5- ( 2- i arfdlogyrto aeidpid 1, bh@éa(:hbm oP54(2, Alidih Ry Héﬂlé;llgapﬂ&rﬁz—ylamme with 5-

whi te SS S u 239.
cal cu Fﬂ? leddgf[% ﬂ%)% §31°ﬂj% gle %é- J-phloro-N-[5-(2,4-
and OQM'@hMFW@n-@M]FZ}MW behzenesulfonamide as a crystalline white

5 (2 o |05 e, MO L 2 RS D)

obtained: 3-Chloro-4-nethyl- N as a light-grey solid
30 solid. ISP nass spectrum nfe: 425 (M1 cal cul ated
for Cl9HL4ClF3N2Q2S: 425). WO 2006/ 010546

PCT/ EP2005/ 007894 -46 Exanpl e nal ogy to

exarrp P©
iAfnea(Y]‘al l%? 0- Ieelnylgsl PJacuon ot 9@%%05 :Phgry)-pyridin-2-ylamine with 4-

o r ¢yl %ﬂﬁéﬁﬁ)@eﬁzmwﬂmﬂyﬂo@w theredeas ohiredwsls 2-Chloro-4-[5-
obt ai dicBloehbRéERE
di'ch ‘3@‘* R PR i § Sisfiatyont)phenyl-sgetamide as o ysllne brown
ani de ch’ F%q"%‘/' %(Msb?ai%latqd Grald mClsN305S: 468).
spectrum me: 443.1 (Ml cal cul ated for
C13H13C13N203S: 443). Exanple 47 In analogy to
exanple 1, on reaction of

5- (2, 4-di cbl oro- phenyl ) -pyridin-2-ylamne with 4- 10
acet yl ani no 3- chl or o- benzenesulBsample 48h| ori de t here

(35, T ERPEF t Sy it - e blaoghepy gy lamine with o

ceta nﬂrﬁlaoameah}d-lbyﬁﬁeﬁéslﬂfml blslevitle thef wad obta2di WS- (2,4-Dichloro-
Zggc t [;Hémd) grﬁdlnéﬁﬁ] Q%ugr%lnge%]ﬁ tbegzege%[ﬂf%a%ﬂg[g gslascrl\?s%:}lme white solid.
ISN mass spectrum, m/e: 445 (M-1 calcnlated for CigH13CLFsN20,S: 445)

20 Example 49

In analogy to example 1, on reaction of 5-(2,4-dichloro-phenyl)-pyridin-2-ylamine with 4-
methylsulfonyl-benzenesulfonyl chloride there was obtained: N-[5-(2,4-Dichloro-phenyl)-
pyridin-2-yl]-4-methysulfonyl-benzenesulfonamide as a crystalline light-brown solid. ISN

mass spectrum, m/e: 455.1 (M-1 calculated for CsH14ClN,0,4S5: 455).

25
Example 50

a) In analogy to example 1, on reaction of 5-(2,3-difluoro-phenyl)-pyridin-2-ylamine with
3-chloro-4-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(2,3-




Exanple 48 15 I n anal ogy to exanple 1, on reaction of
5-(2, 4-di chl or o- phenyl ) -pyridin-2-ylamne with 4-
trifIuoronethyl-benzenesulfonyl chl oride there was

? sN-[5-(2,4-Dichl oro-

eny Eﬁpyrldin 2-yl}-4-trifluoronethyl - benzeHe¥EYPYL784
mde as a crystalline white sol|d,7 I SN mass spectrum
me: 445 (M1 calculated for CI18HL1C12F3N202S: 445) 20

ExanHiﬂ%oﬁQﬁh& tﬁ&ﬂﬁiﬁziyﬂ @Eﬁﬁﬁi Ser&cnegﬂfohﬁﬁﬁte'aémwﬁfte solid. ISN mass
5-(2,4-dic Ioro |)-p

y W
et hOREPFORS: SR S AT EoF TSRS vas
obtai ned: N-[5-(2, 4-Di chl oro-phenyl)- pyridin-2-yl]

- 4- met hysul f onyl - benzenesul f onam de as a crystalline

| i ghPrdpacation ebthedtarfiggMnateedigs spectrum me: 455.1 (M1
cal cul ated for Cl8H14C12N2O4S2: 455). 25 Exanple 50 a)

5r]5( gﬂgingzg%é]lo%g }&;é%@ee}ti' %@??%ﬁﬁggb gsz&f I%ndm -2-ylamine with 2,3~
3- chrieﬂu@rczrphm yHpronie ac ﬂmw@hgﬂmeérﬁ @3- é@ut)wmeéhm&enyl) -pyridin-

obt ab ind addHvRIt Osol¥d [ 19P (s sp ekl Qe DD 2400+ H calculated for CryHgFoNa:
PCT/ OO 5/007894 -47 dlfluoro phenyl) -pyridin-2-yl]

- 4- mé - benzenesul fonam de as a white solid. |ISN
mass spectrun] me: 392.9 (M1 calculated for
C18H13ClF2N202S: 393). Preparation of the starting
material: 5 b) In analogy to exanple 1b), on reaction
0¥ 5-bronmo - pyridi n-2-yl am ne

di f | uor o- phenylboronlc aci d t er.e was obt

5-(2, Imanpleay ie ?1};|0n§ﬁ9éiﬂgpy .ng orozplggnﬁgqpﬁgdagsz glamine with 3-
whi t ﬂu&ﬁ)LJ!»&letli e a&ulfpeyg thilorde thitre waQ&?calaec( M‘=[—$—(2 3-Difluoro-

gﬁlafg’ §)1Y %ﬁ%ﬂi‘#lﬁ%&% 7 éléegp?) Bﬁnzsl?els%ﬁmanude 4 a\White solid. ISN mass
5- ( 2 sfcthivhd, wde:a3h2 (i) cafoylatedifor ikt B, Q5: 7 Dh  3-

fl uoro-2-net hyl - benzenesul fonyl chloride there was
obt ai ned: N-[5-(2,3-Difluoro-
phenyl ) -pyridin-2-yl]-5-fluoro-2-nethyl -benzenesul f ona
mde as a white solid. | SN nmasEanffeeset rum nie: x377.2
(M1 cal culated for C15H13F3N202S. 377).
a) In analogy to example 1, on reaction of 5-(2, 4—b1s-tnﬂuoromethyl—phenyl)~pyndm-2-

ylamine with 3-chloro-2-methyl-benzenesulfonyl chloride there was obtained: N-[5-(2,4-
Bis-trifluoromethyl-pbenyl}-pyridin-2-yl}-3-chloro-2-methyl-benzenesulfonamide as a
20 white solid. ISN mass spectrum, m/e: 493 (M-1 calculated for CapH,;3CIEgN,C,S: 493).

Preparation of the starting material:

b) It analogy to example 1b), on reaction of 5-bromo -pyridin-2-ylamine with 2,4-bis-
trifluoromethyl-phenylboronic acid there was obtained: 5-(2,4-bis-trifluoromethyl-

25 phenyl)-pyridin-2-ylamine as a white solid. ISP mass spectrum, m/e: 307.2 (M+1
calculated for CysHpFeNs: 307).

Example 53



15 Exanple 52 a) In analogy to exanple 1, on reaction
of 5-(2,4-bis-trifluoronethyl-phenyl)-pyridin-2-

yl ami ne with 3-chl oro-2-net hyl - benzenesul f onyl
o PhddiesdEhere was obtai ned: N[5-(2, 4-

Bi s-trifluoronethyl-phenyl)-pyridin-2-yl]-3- ch
et hyl - benzenesul f onam de as a 204ghite solid. ISN nass
spectrum nie: 493 (M1 calculated for

C20H) 3 infid? @@&m@&sﬁ), on rﬁ&ﬁ&ﬁéﬁ(%b@-&rﬂﬁt&oﬁaﬁt&ﬂ—pﬁ@yl}—pyndm-?.—

FSTB E) ?%%}%Jﬂ Hﬁ%?’ %}'hgen%)é? Bjﬂ){’?dg ﬁlege%acsto'b\?ameﬁrN-[S (2,4-
t r ' fBIWmmWhﬂﬂﬂmﬂ} bm@ﬁ*kylhﬂd:hloh@ﬂenmhﬂ b@bteapw@,fgnamlde asa

YRIGIN R PR ds 93 Ol ety r Ol RO 49

phen e as a
ectrum rﬂe 307 2 (Mtl cal cul ated for CL3HBF6EN2:
3 Exanpl e 53 WD 2006/ 010546 PCT/ EP2005/ 007894 -48

a) In anal ogy to exanple 1, op reactjon of
5 (2 4- bi s- trlfluoronethyl gﬁ?@gg%grldln 2- ylamne

h f e with 3-
Was h%-‘batngp oy to. ]{;ie § %1 r&g’c%%ﬁ%?g ShA R A %ﬂL{ﬂﬂ)‘ ﬁ&lcﬁﬁ] 8l y#amine with 3

Bi s- ¢lﬂmrb+21mptbﬁélmy¢ne§1ﬂ®nyﬂ¢km¢pMmW@0}DFa]m@- 36hlnre-Nrl3r(2,3-
et hy% Q Z]ﬁl )u )trf @ﬁﬁz %et@yl—b%eh@suﬁ&hdn@de AsNVIBSSlid. ISN mass

spectrum cal cul ated {

@20 H.PS@![‘%I\@’@?@? (M@ yalwéaté(@ﬁ&s@lﬂl‘zﬂaoaﬁq & dgy to
exanple 1, on reaction of
5-(2,3-dif|uoro-phenyl)-pyridin-2-y|an1ne wi t h3-
cbl or o- 2- net hyl - benzenesul fonyl chl oride there was
obt ai ned: 3-Chl oro- N-[5-(2, 3- E&@zgkiL

di f 1 uor o- phenyl) - pyridi n-2-yl]-2-nmethyl - benze esul N
m delreanalogyiei eﬁ@@é&?{df’n raRfionefS- -4t ’fq'aliﬁ“ C{E%’ﬂamme with
( M 1312931&&4 ?kﬁ%n@p&u&i&ﬂé%m&a& P&&aﬁme EsafopicacET 5-(2,3-

0 0 reac n
5'15( 2 Jlamfyph% yi} ;ﬁi( AB%Tq BPRR 0%' @th% I%\I s spectrum, m/e:
pi pesmmpca!laﬁtadffeﬂgzjﬁﬂmmsogmmer e was obt ai ned.
Pi peridine-I-sulfonic acid [5-(2,3 15

di chl or o- phenyl ) -pyridin-2-yl]-am de as an off-white
solid. ISN mass spectrum me:

Example 56
In analogy to example 1, on reaction of 5-(4-fluoro-phenyl)-6-methyl-pyridin-2-ylamine
20 with 5-chloro-2-methoxy-benzenesulfonyl chloride there was obtained: 5-Chloro-N-[5-(4-
fluoro-phenyl)-6-methyl-pyridin-2-yl] -2-methoxy-benzenesulfonamide asa c ine
white solid. ISN mass spectrum, m/e: 405.2 (M-1 calculated for C1oH6CIFN055: 405).

TIEPZ(}O /007894

Example 57
95 Inanalogy to example 1, on reaction of 5-(4-fluoro-phenyl)-6-methyl-pyridin-2-ylamine
with 4-acetylamino3-chloro-benzenesulfonyl chloride there was obtained: N-{2-Chloro-4-
{5-(4-fluoro-phenyl)-6-methyl-pyridin-2-ylsulfamoyl] -phenyl}-acetamide as a light-
brown solid. ISN mass spectrum, m/e: 432.2 (M-1 calculated for CyoH17CIFN3058: 432).

30



384(M 1 cal cul ated for C16H17C12N302S: 384). Exanple
56 In anal ogy to exanple 1, on reaction of
5- (4-fluoro-phenyl)-6-nmethyl-pyridin-2-ylamne 20

| or o- 2- met hoxy- benzenesul fonyl chlorjide there
mwéiggé?lggned 5-Chl oro- N-[ 5- (4- PCI/EF2005/007894
fluoro-phenyl)-6-net hyl - pyridin-2-.yl]-2-nmethoxy-benzen
esul fonamide as a crytalline white solid. |SN nass

spectrum nmle: 405.2 (Mi cal for

C19H16CLFN203S: 405). Exanpl e%ﬁé@ggn anal ogy to

exangl fatbay Rk ERR1, g8 rak f5 4-Aloro-pheny])-6-metbyl-pyridin-2-ylamine

5 (AT S Panpe g resion of 5 ( gﬁi’ E%}n e :il\gn&eﬂ i

4- ac‘é@#éﬁﬂ%ﬂ@?@ﬁl RIS E5E ‘2‘% hPRSpingr N hraigtluoro-
Skl e ehet - {:f-htﬁi?-b P4 -4rifluoromethyl-benzenesulfonamide as a brown foam.

T e R

spectrum me: 432.2 (M1 calculated for

C20H17Cl FN303S: 432). 30 WO 2006/ 010546

PCT/ EP2005/ 007894 -49 Exanple 58 ]l n _anal ogy to

exanple 1, on reaction of E-—Z‘—a-l—‘iﬂl—f—’ﬁ

5- (4-fluoro-phenyl)-6-nmethyl-pyridin-2-ylanine wth

4- 1 rinf dneilogpred mhuptneln 28 nestid:f afity(4-thivropbawl)tfrerctyppidin-2-ylamine

obt 4-Flnoro-
hentl mhﬁf‘f “%ﬁ&eaj;;r‘ R
r?résuPlf%‘ﬁlleﬁ ’a’é‘ﬂ%( Pﬁﬂ P angs éﬂVl g%‘g] ¥ as a brown
m e: viéldts 6ANINamdse sfeatred, et 4 0UHL 454NRER foir C4HR)EN204S5: 419).
Exanple 59 In analogy to exanple 1, on reaction of

5- (4-fluoro-phenyl)-6-nmethyl-pyridin-2-ylamne wth

4- et hanesul f onyl - benzenesul fonyl chloride there was

obt ai ned: N-[5-(4-Fluoro- 10 Example60

phen met hyl - pyri di n y I es |.-.benze . .
P UlT STASHT TR PR D IoF SRR Yridin 2. Flamine with
4&?8;:(4 blﬂbroﬂﬁ]lﬁmylé- EenbM)lacetad £l Abthol ckbrer thedOrdl ehiRBASA: [5-(2,3-
e xa on_reac
of SN R A BT e ool P b a e
( 4- chllidr B3 nhsrytcphe noals Adel datculateddonSiHyClebOdk 465).
there was obtained: {4-[5-(2, 3-
di chl or o- phenyl ) - pyri di n- 2-yl sul f anoyl j - phenoxy} - acet i
c add nethyl ester as a white

Example 61

20 In analogy to example 1, on reaction of 5-(4-fluoro-phenyl)-6-methyl-pyridin-2-ylamine
with 4-trifluoromethoxy-benzenesulfonyl chloride there was obtained: N-[5-(4~
Fluorophenyl)-6-methyl-pyridin-2-yl]-4-trifftuoromethoxy-benzenesulfonamide as a light-
brown foam. ISP mass spectrum, m/e; 427.3 (M+1 calculated for C;oH4FalN2038: 427).

25 Example 62

In analogy to example 1, on reaction of 5-(4-fluoro-phenyl)-6-methyl-pyridin-2-ylamine
with 3-chloro-4-methoxy-benzenesulfonyl chioride there was obtained: 3-Chloro-N-{5-(4-
fluoro-phenyl)-6-methyl-pyridin-2-yl]}-4-methoxy-benzenesulfonamide as a light-brown
foam. ISN mass spectrum, m/e: 405.1 (M-1 calculated for CyoHsCIFN;O58: 405).



solid. I SN mass spectrum me: 465 (M1 calculated for
C20H16C12N205S: 465). Exanple 61 20 In anal ogy to
exanple 1, on reaction of

Svct Zhofb10960- phenyl ) - 6- et hyl - pyri di n- 2-yl am T/EWZ(SO'%IOO?B%
4-trifluoronmet hoxy-benzenesul fonyl chloride there
obt ai ned: N-[5-(4- -50 -

FI uor ophenyl ) - 6- et hyl - pyri di n-2-yl]-4-tiifluoronethox
y- benzenesul fonam de as a |ight- brown foam |SP nass

spectrum nmle: 427.3 (M1 cal cul ated for

Cl9H14F4AN203S: 427). 25 Exanp anal ogy to
exanple 1, on reaction of hﬁnﬁ e 8

5-(4-flu hen 6- neth W th,. .
S AR PR RO Py Rc iy - PRy P yplin-2-lamine
obt airitbé: ChEIGEﬁlSedlmetNy][-&n(zdeMfonyl chloride there was obtained: 4-Chloro-N-[5-
flzuo L@w&egﬂeﬁﬂﬁs m%my Fy&aaalzdm F% MHefhéI - BRLARMIRGREE Ys a light-

esul J ona

spec FUFROTH AN s Slie FHF‘l“I:’%I’*@%r ) AfAehicalated for ConklusCIFN;O3S: 403).
C19H16CIFN2G3S: 405). WO 2006/ 010546 PCT/ EP2005/ 007894

-50 Exanple 63 In analogy to exanple 1, on reaction of

5- (4-fluoro-phenyl)-6-nethyl-pyridin-2-ylamne wth

4-chl oro- 2, 5-di net hyl - benzenegy&ﬁﬂgg chloride there

was obtalned 4-Chloro-N-[5- 5

(4 1 AUSRLPOPAY Ll @ e TRAN Le Ry 41 Byl dsedty SR M sttamort-

benzenesul T onami
sifle cPRanexYIngcetic a&dsnerh RAter, E’éﬂdéﬁﬂ o exanlep0, in THE/EtOH (each 5 ml) was

C20 F&Sﬁéﬂ@l@zﬁng @Bﬁnmol)ﬁimmzﬁc&‘ﬂedﬂo 8ot dhd hin 08 mkAQ ni@ol) of

2.6
( o?guoxg aofhmlndre geﬁ%addecf 5)0 f_lﬁ(ﬂ&l r;l’hf mlfcture \Fas st:lrrleﬁl for f& h'at RT,
phenpm}rrd avéewﬂwa@cmﬂlﬁﬁl Héﬂtomiﬂé@aémcttﬁcteémﬁpfb@ﬁt The
60, laerd tele Eépg’itéd?ﬂﬁ Rrdanid l%?re&‘vﬂﬁed S ARt bl Hatéanlﬁmcentrated in

gl NG aggflﬁpgﬁg@ 8 g0kl BN (1)t

The GFxCUMQIRE5ED) as de@tf@trmllmaﬁmmf tRpurifisd lﬁraet@pns @angd concentration

'w.Cte/h WitaBho ga% ) ufgl(% Vit e é’esﬁéa“ﬁl[sl(g 3m1cmoﬁ339h@1mrp?ﬁueﬁz-y1] 4-(2-

e e organi
oy o PR e B AT S A SO B SR 4572 (M1
15 vendudatedToeCrBsClNeOas37app! i ed to a silica ge
colum with Et OAc/ heptan (1/1) then CH2C 2/ MeCH
(£5/5) as eluent. Conmbination of the purified
fractions and concentration in vacuo gave 0.1 g (93%
of the desired
N-[5-(2, 3-Di chl oro- phenyl) - py#%%%%“g"yll 4-( 2-
In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-6-methyl-pyridin-2-ylamine
with 4-fluoro-benzenesulfonyl chloride there was obtained: N-[5-(2-Chloro-phenyl)-6-
methyl-pyridin-2-yl]-4-fluoro-benzenesulfonamide as a white foam. ISN mass spectrum,

25 m/e: 375.2 (M-1 calculated for CipH14CIEN,O,S: 375).

Example 66 .
In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-6-methyl-pyridin-2-ylamine
with 3-chloro-4-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-N-{5-(2-



hydr o) cy- et hoxy) - benzenesul f onanm de as white foam | SN

mass spectrum nfe: 437.2 (M1 calculated for
Cl9H16C12N2OAS: 437). 20 Examlp a 65 In analogy to
KX@FIE/B10d46 ON reaction of

5-(2-chl or o- phenyl ) - 6- et hyl - pyri di n-2-yl am nIéCTIEvﬁZ?%mmS%
4-fl uoro- benzenesul fonyl chloridesthere was obtai ned:

N-[ 5- (2- Chl or o- phenyl ) - 6-

met hyhlegpy pheatiyl)-2mygthiyl-gyridini@ rd}- bemtiehdsudehoniforacéders aarbite foam.

whi t oam . L SN . ~ s 1R (9.

cal cOrLfas PR AR e BrE IR Onb et
anal ogy to exanple 1, on reaction of

5-(2-chl oro-phenyl)-6-nethyl -pyridin-2-ylamne wth
3-chl oro- 4- net hyl - benzenesul f | chloride there was
obt ai ned: 3-Chloro-N-[5-(2 WO 546

o oPb SR b easto §f 3 G cbipyo-pheny)-6-metbyl-pyridin-2-ylamine
- 4- nmﬁthﬂ—clﬂmzmmd%nﬂicglm@e therawagnbtainedpdrflore-Bik[5-(2-chloro-
mass L. 1-0ridi ORI beMedesnBbizthial £% wHfe foam., ISN mass spectrum,
019Hfg%§’?NgzoﬁEsth:ﬂEg%). Zifbeededily 1 anal ogy 10 P
exanmpre 391 (Mnl pakaatedfr GistuClNZO,S: 391).

5-(2-chl oro-phenyl)-6-nmethyl -pyridin-2-ylamne wth

4- chl oro- benzenesul fonyl chloride there was obtai ned:

4- Chl oro- N-[ 5- (2-chl oro-

pteenyl ) - 6- met hyl - pyri di n- 2-y| | Bdsmptesfesul f onami de as a

white foam | SN mass spectru me: 391 (M1 - .
cal cin anaepyite cxaos-i AnTeagtion g} 5-§2r gylororphepylafppethggpypidin-2-ylamine

-anal Qgy 4 Q. dRKRARL SndhylYins @@l foRf] cBloride there was obtained: 2,4-Dichloro-N-

5-(2-chl ofo- phen - 6- hyl -.pyridin-2-yl.am ne ..wth .
3 b G- CheBPe BB B R B Shr b B e as a white
Was @EinRiISN GiasPspdctbinti/ e 469NM-1 calculated for CroHsClaN20,5: 439).

[ 5- (2-chl or o- phenyl )-6- et hyl - pyri di n-2-yl]-6-nethyl-b
emzenesul fonam de as a white foam |SN nmass spectrum

.me: 439 (M1 calculated for C19HLI5CI3N2Q2S: 439). 15

Exanple 69 In analogy to exarrpj;glggwg)n reacti on of
5- (2-chl or o- phenyl ) - 6- et hyl - pyri di n-2-yl am ne .
In analogy to example 36, on reaction of 5-(2-chloro-phenyl)-6-methyl-pyridin-2-ylamine

with 4 piperidine-1-sulfonyl chloride there was obtained: Piperidine-1-sulfonic acid [5-(2-
chloro-phenyl)-6-methyl-pyridin-2-yl]-amide as a white foam. ISN mass spectrum, m/e:
20 364 (M—]. calculated for Cl7H20C1N3OQS: 364).

Example 70
In analogy to example 1, on reaction of 5-(2,4-dichloro-phenyl)-pyridin-2-ylamine with 4-
fluoro-benzenesulfonyl chloride there was obtained: N-[5-(2,4-Dichloro-phenyl)-pyridin-
25  2-yl]-4-fiuoro-benzenesulfonamide as a crystalline white solid. ISN mass spectrur, m/e:
394.9 (M-1 calculated for Ci7Hy CLFN20,S: 395).

Bxample 71



with 4 piperidine-l-sulfonyl chloride there was
obt ai ned: Piperidine-I-sulfonic acid [5-(2-
chl or o- phenyl ) -6-nmet hyl -pyridin-2-yl]-am de as a white
WQamo/0108k¢ nass spectrum me: 20 364 (M1 catTmbabee’sss
for Cl7H20C1IN302S: 364). Exanple 70 In analogy to
exanple 1, on reaction of -59 -
5- (2, 4-di chl oro- phenyl ) -pyridin-2-ylamne with 4-
fl ubr mahrgymmmplla‘]o ny keactidroofisd@, 4t dicklerongtenghppiidie c-ylamine with 4-
N' [ ??&%)’ ? F rboen%ﬂg i{o%q(r)l%ﬁlrohgé fhereimas obtained: -Chloro-N-{5-(2,4-
uor o-

enzenesu nam de as a Ccryst talline

V\hl ﬂ@hl@mwaenyl)mwg et dimathylprrzenesgianamidess pn amorphous white

cal a Vi3
S oo IR mk ek bl 4 4590 2‘%"1.%%&?5"’?&?”35’31&?%’3 )

exanple 1, on reaction of
@-(2,4-dichloro-phenyl)-pyridin-2-y|anine with 4-
cbl oro- 2, 5-di net hyl - benzenesul fonyl chloride there was

obtai ned: 4-Chloro-N-[5-(2,4 le 7

di chl or o- phenyl ) - pyri di n- 2- yg%gggg“%inethyl benzenesu
fonﬁ{%&fo 3.0 , Bh easstibse( 2,5 @ikchidro- b1yl idin-2-ylamine with
spec r

2504 Seerigiesn ?SZ‘KE’WI 3@%‘5'&%%3%3? a 5 AR pheny)-

r ea@jrrlzdiﬁ -5¥1]-3 4(cﬂﬂuﬂofrd4behieﬁémlfmﬁmﬁb a&apg*ysltaﬂmmﬂu;el selid. BN mass

S %/f Ié%a%bl GGJCH{A&% szpll\pbugglg)here was

pyrldln 2. yI] 2, 4-difl uoro- benzenesulfonan1de as a
crystal l'ine mhite solid. ISN nmass 10 spectrum nie:
413.1 (M1 calculated for CL7HLOC12F2N202S: 413).

Exanple 73 In analogy to exagﬁle ﬂgﬁon reaction of

5-(2, 4- dlcbloro phenyl ) - pyri amne wth

2, 45di I

VA Oilil)l% e:élﬂ{fﬁet g}g ﬁ‘%%ﬁ&? ? 4 %@Mlord: Bh ) 45riaes §lamine with
( 2, amwpm@rq@ﬁyhiamzewuﬁw rdethere wis pRtRinpd ARk pro-N-[5-
s pe Jrincli?&lcﬁé gﬁ @@Qﬁﬁ RS P18 ifthyB BhibneshBMhai86 a5 2 amorphous white

W+ 1 calcula
Cl5pelpic] MMW @ifrﬁﬂtq on sl 02S: 459).

exanple 1, on reaction of
5-(2, 3-di chl oro-phenyl)-pyridin-2-ylamne with 3-

Example 74
 In analogy to example 1, on reaction of 5~(2,3-dichloro-phenyl)-pyridin-2-ylamine with 3-
20 trifiuoromethyl-benzenesulfonyl chloride there was obtained: N-[5-(2,3-Dichioro-
phenyl)-pyridin-2-yl}-3-trifluoromethyl-benzenesulfonamide as an off-white solid. ISN
mass spectrum, m/e: 445 (M-1 calculated for CygHClFsNL0,8: 445).

Example 75
25 -a) In analogy to example 1, on reaction of 5-(4-fluoro-2-methyl-phenyl)-6-methyl-
pyridin-2-ylamine with 4-fluoro-benzenesulfonyl chloride there was obtained: 4-Fluoro-
N-[5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl] -benzenesulfonamide as a white
foam. ISN mass spectrum, m/e: 373.1 (M-1 calculated for CyoH;6FaN20,S: 373).



20 trifluoronethyl-benzenesul fonyl chloride there was
obt ai ned: N-[5-(2,3-Dichloro-

phenyl ) -pyridin-2-yl]-3-trifluoronethyl -benzenesul fona
wolenogsioads of f-white solid. 1SN nmass spectru :

445 (M1 cal cul ated for CL8HL1C12F3N2025: 445 .T“Egﬁ"s’"m”
Exanple 75 25 a) In analogy to .exqnple 1, on reaction

of 5-(4-fluoro-2-nethyl-phenyl)-6-nethyl -

Py PebpRratioy lofitHeneartihg Matéridll uor o- benzenesulfonyl

- chloride there was obtai ned: 4-Fl uoro-

[ 5- bYkf driabupy +@ exastghey 1b) phesdtipn 6f Fibrimo qaymeﬂuﬂ pyidlinypyylagnine with
e NZg! rfg@g&-?gtgmld@leﬁilb o\ﬁ’n:' thér@% oﬂt§h’e&r§$@—ﬁ®$§ Qfdd{/&\gl-phenyl)

ate or C19HI6F2N2Q2S:
2006f1@4bﬂ4@r4ﬂ@r12 srrebion solidsypichprag yaad sinegly ip thepy reaction
g;ag&bng material: b) In analogy to exanple ib), on
reaction of 5-brono -6-nethyl-pyridin-2-ylanune with
4-f | uoro- 2- met hyl - phenyl boroni c acid there was
obt ai ned: 5-(4-Fl uoro-2-nethyl - phenyl) -
6- net hyl - pyridin-2-ylamne as a yel |l ow sol i dwhi ch was
used directly in the next reaction 5 step. Exanple 76

In anal ogy to exanple 1, on rg@&&ﬂéﬁg(ﬁ
5- (4-fluoro-2-nethyl -phenyl)-6-methyl -pyridin- 10

2- y IR BkAlSy'ib 16 h) ®r eactioief Hyd-floemnzeareiil-bhenyl)-6-methyl-pyridin-

e 5B s i oy gy e
: 2 m@tmm-ﬂmaamw bhaftqﬁ}&émet}ql}andatHZt-ﬁ]—ﬂamﬂnYHb@NemS“H‘mm‘le
SR A S S M G PR s

exadfdle 1, on reaction of
5-(4-f|uoro-2-nethy|-phenyl)-6-nethy|-pyridin-
2-ylam ne with 5-fluoro-2-nethyl-benzenesul f onyl
chloride there was obtained: 5-Fluoro- N

15- (4- fIuoro-2-nethy|-phenyl)Eﬁgmggmyl-pyridin-2-y|]-2
-met hyl - benzenesul fonam de as a white solid. 1SN ma
s pedt rustpgyrtb exargpl? 1 lon mwectiop f 51i4-dinerp-2-seethyl-phenyl)-6- meth)d -pyridin-

C20R1AEANe WAk 5-A8drb-2-méfy @Rl Rfof§i chloride there was obtained: 5-Fluoro-
N-[5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl}-2-methyl-benzenesulfonamide
as a white solid. ISN mass spectrum, m/e: 387.1 (M-1 calculated for CpHysF2N20,S: 387).

20

Example 78
In analogy to example 1, on reaction of 5-(2,3-dichloro-phenyl)-pyridin-2-ylamine with 3-
chloro-4-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-N-{5-(2,3-
25 dichloro-phenyl)-pyridin-2-yl]-4-methyl-benzenesulfonamide as awhite solid. ISN mass
spectrum, m/e: 425 (M-1 calculated for C;gH;3ClaN20,S: 425).

Example 79



In anal ogy to exanple 1, on reaction of

5- (2, 3-di chl or o- phenyl ) - pyridin-2-ylam newith 3-

chl or o- 4- et hyl - benzenesul fonyl chloride there was
»iot2adanaot46 3- Chl oro-N-[5-(2,3 25 PCEEP2005/007894

di chl or o- phenyl ) - pyri di n- 2-yl ] - 4- met hyl - benzenesul f ona

m de as awhite solid. | SN mass.sgpectrum nfe: 425

(M1 calculated for C18HL3C13N202S: 425). Exanple 79

WO 20616 &6k, DR20064 06 B8QB- dictidro-pheapitppgyint2oylamine with 4-
example 1 eact | f . Y (7 2T .

5. ( SryoapRp PO bRAmenop T slords these was ohtaiped; ilpy (3-Dickloro

t r i pherytopmtdigR-letmifroserhétbylyHenzehbsyprianitdhesaavhigegolid. 1SN mass

obt @l &, Brk-2248 (=P S: 445),
phe%ﬁaﬁgﬁ’/ﬁ%?ﬁ% g(%— -ﬂaﬁdﬁ ru%lrs%lrlrg%ﬁsy z%enze)nesul fona
rgde as a white solid. ISN mass spectrum mnmle: 444.9
(M1 calculated for C18HL1C12F3N202S: 445). 5 Exanple
80 a) In analogy to exanple ony reacti on of
5- (4-f 1 uor o- 2- met hyl - phenyl )-li"fr“y‘r‘—‘?l&'rg-ﬁ-z-_ yl ami ne with
3 CO) B Braftglff BkapRANES REMI R3Y4 B iR IYRERTMBiidin-2-
obt ai ned: 3- org- . .
N- [ Blaguing vith Bebiprordrpsthy arepesplipnsi cpridethmeyway oaingd: 3-Chloro-
- benz enesghéQnAmHAS1- 88 -2-J1P 4S0kthfl-behSiNeslfSamide as a white
%gect ?ﬁ@ﬁ ni e: Séagﬁ(%%f?%gli}%ul a c%lg' fgrr g%ﬁﬂ:ﬁﬁ%'\?%ﬁ

gyol ags specizm, mfe: 33 (Mo calylaged a1 et 23 387)-
reaction of 5-(4-fluoro-2-nethyl-phenyl)-pyridin-2-
ylam ne with 3-trifluoronethyl -benzenesul f onyl
chloride there was obtained: N[5-(4 15
Fl uor o- 2- met hyl - phenyl ) - pyri dixBmgte\i]
-3-trifluoronethyl-benzenesul fonam de as a white )
sol iajflin draNgpas axaspicl, bt Paactidnesf 54@9luoké-2-ethdiphend i pfuadin-2-
L ARl 2l G bme BT PIR SreRfiroit chibrfi BN ad Sbtained: N-[5-(4-

exa , ONh reac

% ( Flufdre:groetbykphonyl)-ppiidingg-jil-pytrifteiromethybberzenrisplfongpride as a white
4 Ulshitd @F%Jﬁ\(lé‘lmﬂﬁ@ﬁ/@%i} il P44 (BF TR NS5 S1088).

obt al ned:
FI uor o- 2- net hyl - phenyl ) - pyri di n-2-yl)
-4-trifluoronethyl-benzenesul fonam de as a white

solid. I SN mass spectrum me; 4 M1 cal cul ated for
Cl9H14F4N202S: 409). Exanpl ee%%—nl%ﬁ(;

a) In analogy to example 1, on reaction of 5-(4-fluoro-2-methyl-phenyl)-pyridin-2-

20 ylamine with 4-triflnoromethyl-benzenesulfonyl chioride there was obtained: N-[5-(4-
Fluoro-2-methyl-phenyl)-pyridin-2-yl]-4-trifluoromethyl-benzenesulfonamide as a white
solid. iSN mass spectrum, m/e: 409 (M-1 calculated for Ciol14F4N2025: 409).

Example 83

25 In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-pyridin-2-ylamine with 3-
trifluromethyl-benzenesulfonyl chloride there was obtained: N-{5-(2-Chloro-phenyl)-
-pyﬁdjmz—yl] -3-trifluoromethyl-benzenesulfonamide as a white solid. ISN mass spectrum,
m/e: 411 (M-1 calculated for C;gH2ClFsN;05S: 411). '



25 In analogy to exanple 1, on reaction of

5-(2-chl oro-phenyl)-pyridi n-2-ylam ne with 3-
trifluronethyl-benzenesul fonyl chloride there was

o 20088 ths4d\- [ 5- (2- Cbl or o- phenyl ) - PCT/EP2005/007894
pyridin-2-yl)-3-trifluoronethyl-benzenesul fonam de as

a white solid. 1SN nass spectrumss.me: 411 (M1

cal cul ated for CL8H12C1F3N203S: 411). WD 2006/ 010546

PCT/ EP2005/ 007894 -55 Exanpl &x8#plergd4anal ogy to

exanple 1, on reaction of o o
5- ( zﬁcaml@gbtmewyle)lo pYy rdagtion of 5y(2aghlere-phiep)-pyridin-2-ylamine with 4-

th ) 2
ﬁ : gétr(l %ﬁal@éghr@%ﬂ'ﬂoﬁgnﬂiworﬁg )\:/Hrélféd?%_ébﬁ‘ﬁﬁe% WS- QLERb G henyl)-pyridin-2-y1] -

4-eth Yb sgavhils sah@ﬁ?l% BagPPdrun), oNeaty (M-1
spec&a[dumtedﬂ)ecmﬂZmzcgzmsmﬁ cal cul ated for

C19H17C1LN202S: 371). Exanple 85 In anal ogy to exanple

1, on reaction of

5-(2-chl oro-phenyl)-pyridin-2-ylamne with 3-

chl or o- benzenesul fonyl chloride there was obt ai ned:
3-Chl or 6-N- [ 5-(2-chl or o- phengodmpk@s

pyridi n-2-yl]-benzenesul fonam de as white crystals.

| SN Iasslogpecixample ibereadioh df 5((¢dhiorogdbenylpppitih Qrylamine with 3-
Cl?H%?oro 'é!ﬁge%éulf$7§?1)c}ﬂon l ev\raélgs(soblt::unc-zacf1 g l(%%/rotﬁ ? @%Lr%—phenyl)»

1, on reac

30 ( 2pyaidifi-ghylldrenzgieswlfonpmislerais aihite 2epytialarfiSNenass sfec@um,lib/e: 377.1 (M-1
chl g J&U%fédlﬂ%éﬁfl?zﬁ@???w)onyl chloride there was ‘

obt al ne

di chl or o- phenyl ) - pyri di n-2-yl]-4-fl uoro-benzenesul fona
m de as a crystalline white solid. |SN mass spectrum
me: 429.1 (M1 calculated for C17HLOCL3FN202S: 429).

Exam |~ a 87 20 In analogy to kg 1, on reaction
of 5- (2, 4-dichloro-phenyl)- py@%ﬁ%ﬁg-yl amne with 4-
et Ny ahaag)%%% ,mylm I-‘éa&il{ﬂ & (fzhﬁﬁﬁhl\&?cﬁpﬂéﬁyﬁlﬂ}ﬁdm 2-ylamine with 3~

N- [ 5- enyl ) - pyri
Ay Qroérﬂwt?éﬁée@ﬁ%%fewl&hﬁwﬁuﬂma%w Qbajngds f1Ghipo-N-[5-(24-
whi tcﬁclﬂaﬂoalsh 5:S2-§PRAClid#BIbeteBesulB@omille M ﬂgstaﬂme white solid.

o e PS5,

5 (2,4 di chl or o- phenyl) pyridin-2-ylamne with

=
-

Example 87
20 Inanalogy to example 1, on reaction of 5-(2,4-dichloro-phenyl)-pyridin-2-ylamine with 4-
ethyl-benzenesulfonyl chloride there was obtained: N-[5-(2,4-Dichloro-phenyl)-pyridin-
2-yl]-4-ethyl-benzenesulfonamide as a crystalline white solid. ISN mass spectrum, m/e:
405.1 (M-]. calculated for CmeC].zNzOzS: 405).

25 Example 88
a) In analogy to exarple 1, on reaction of 5-(2,4-dichloro-phenyl)-pyridin-2-ylamine with
3-trifluoromethyl-benzenesulfonyl chloride there was obtained: N-[5-(2,4-Dichloro-



3-trifluoromethyl -benzenesul fonyl chloride there was
obt ai ned: N-[5-(2,4-Di cbloro WO 2006/ 010546

PCT/ EP2005/ 007894 -56

pHe e8pb/pL0S4sr | di n- 2-y1] - 3-tri fl uoronet hyl - benzepestdhiexiarsos

m de as an white foam |SP mass spectrum mnfe: 444.9

(M1 calculated for C18 H11C12F3M302 S: 445). Exanple

89 5 In analogy to exanple 1, on reaction of

5-( 2phéﬂyb)r-pyr'nlﬁ&ﬂﬁﬂ]}3-ﬁiﬂ®t&t§td&th}r]-)brehxkhésuﬂemhﬁdﬂ as@n wihite foam. ISP mass

3 SHREOUBLIN o A7 SRSANLSIY, R0t sl 28 0 e

obt aif
phenyl) 6- nmet hyl - pyridin-2-yl]-3-trifluoromethyl -benze
nesul fonam de as a white foam | SN mass spectrum

me: 425 (M1 cal culated for i%g E% §JF3N2028: 425) .
10 Exanple 90 In analogy to e , on reaction of
25 chI t ' Lt s .
TR TR R B ey Bl i
obt amn’éd} -triflujogorg )d}l'blemesulfonyl chlonde there was obtained: N-{5-(2-Chloro-
phen ga:h%n(ﬁf g?ﬂ&h o8 ﬁ] ?Miﬂlllorémte {1 h05RERLRAXMe RENFhite foam,

enes oam s _spectru
n e: I&Mpafs WWGM Mgl faéqulqtﬂigfox—ﬁuéﬂfféﬁagb Qss: 4 %%11) .
15. Exanpl e 91 In analogy to exanple 1, on reaction of
5-(2-chl oro-phenyl)-pyridin-2-ylamne with 4-
fl uoro-benzenesul fonyl chloride there was obtained:
N 5- ( 2- Chl or o- phenyl ) - pyri di rExample 90
y1] - 4-f 1 uor o- benzenesul fonam de as a white solid, | SN .
mass In pedegyinexantiie 1,98 reachipn off( L ghilergtnbern)- ?*&}ethvl-wndm -2-ylamine
Cl7HLAM fH&Q%&m&ﬁéﬁpbe%ersnﬁ 2hlbAdShedeQaY obtained:aips-¢2-Chloro-

1, on re

5- ( 2 phep ot Ingqﬁgﬁ mdlﬁﬁ, it I{Ilﬁ“‘gfpglﬂhﬁ@' Wx}zppe?ﬂ)jpnamlde as a white foam.

di f | ysNendespeanasubfconmll (dhi edideaed foe Co H@GIFaHa$:AdL).
N-[ 5- (2- Chl or o- phenyl ) - pyri di n-2- 25

yig - 2, 4-di f | uor o- benzenesul f onam de as a white solid.
| SN mass spectrum me: 379 (M1 calculated for
Cl7HI1CIF2N2C2S: 379). Exanpl eg@aipli912006/ 010546

PCT/ EP2005/ 007894 -

In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-pyridin-2-ylamine with 4-
fuoro-benzenesulfonyl chioride there was obtained; N-[5-(2-Chloro-phenyl)-pyridin-2-
yl]-4-fluoro-benzenesulfonamide as a white solid. ISN mass spectrum, m/e: 361 (M-1

20 calculated for C;yH;2CIFN2O,S: 361).

Example 92
In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-pyridin-2-ylamine with 2,4-
diffuoro-benzenesulfonyl chloride there was obtained: N-[5-(2-Chloro-phenyl)-pyridin-2-
25 yl]-2,4-difluoro-benzenesulfonamide as a white solid. ISN mass spectrum, m/e: 379 {(M-1
calculated for Cp7H;;CIFaN50,S: 379).

Example 93



-57 In analogy to exanple 1, on reaction of

5-(2-chl oro-phenyl)-pyridi n-2-ylam ne with 4-

chl oro- 2, 5-di met hyl - benzenesul fonyl chloride there was

chl or o- phenyl ) - pyridi n-2-yl]-2,5-di met hyl - benzenesulto *
nam de as a white solid I SN mass -&pectrum me: 405.1
(Mln];‘al cul ated for C19HI6CI2N202S: 405). 5 Exanple

In a aé‘@tfj’gi’ b Sxanls|leon reaghipn effe - dprofphenyl)-pyridin-2-ylamine with 4-
5- (2- éiidrorzs-ahed beRze AR hyIRUIoHAL fierewis BTa0Rd: Mchfiro-N-[5-(2-
4-chl gro-2,,5- cl rr%;;bcﬂyl ti nzen}ésulof onye C ﬁsgﬁaglgdt%g%%m N-I5-(2
was o‘%{l‘gf)f{g{f?}’ i[P Bitor 2{55d1meﬂ1yl-benzenesulfonamide as a white solid. ISN mass
(2- chipoctozphrefey4Q5-16 MR tehiy i) Fo:AT, D 2EYN]0O,8: fos§li met hy| -
benzenesul fonanlide as an off 10 white solid. |SN nmass
spéctrum nfe: 419 (M1 calculated for C2o0

H18C12N202S: 419). Exanple 95 In anal ogy to exanple

1, on reaction of 5-(2-chloro- @%ﬁgm

-6-nethyl-pyridin-2-ylamine w

gb:léidmfahélomgimgge QSdﬂr %e?&tﬁigndfh'-(_Qfdhﬂ)@o-bﬁﬁ{yﬁ-mmyl‘pyridin-z-ylmnine
6- net‘ﬁg‘fj‘%‘ﬁyr"%"a?’%‘-d?" ?“f"%ﬂ%‘ﬂf@‘ﬁ%@ﬁ sherewen ghisagh: 4<Chloro-N-[5-
as ar2ehlor VdPhth’I)S@hied’lyl—pﬁﬁHjﬁHBﬂ]-mﬂwmbeﬂieﬂéslﬁaﬁmﬂide as an off-
(Al vﬁlﬁie%HfirﬁtIﬁ@ nIaQJ spgh%ﬂgglféWi ?algﬁa%ga for EﬁoaﬁﬁhﬁN?&s 419).

I n anal ogy to exanp , onfte

5- (2-chl oro- phenyl ) -6-net hyl - pyridin-2-ylam ne 20

wi th 3, 5-di chl oro-benzenesul fonyl chloride there was

obt ai ned: 3,5-Di chl oro- N[ 5-(2-

chl or o- phenyl ) - 6- met hyl - pyr i di Bxataplé §5 benzenesul f onani

de as an off-white solid. 1SN nmass spectrum me: 425

( M 1 e andegyde exrninde 1,0ngeddtiva b8 5B 2hlor o fidnyl) Bxmiyb pfAidin-2-ylamine
25 a)with'>,£QFBHY i '  N-[5-(2- ]

5- é 2,4- EFSI or o- ph%éngfﬁgﬁigﬁi?g%&ﬁrg%% @%ﬁ%rﬁ |L5e (:\ZMCH’? ro-phenyl)-
315 r OrpeiiYioneidiyE-yHeid-diflnome-bensghesuMoraniideasanafwhissolid. ISN mass

obt aispetundNul/& 3829 vi+1 calculated for Cy HisClEN,0,S: 393).

Di chl or o- phenyl ) - 6- et hyl - pyri di n- 2-yl ]?N§2t rifluoromnet
hyl - benzenesul f onani de as an col ourl ess waxy solid.

| SN mass spectrum me: 459 (M1 calculated for C19

H13C12F3N202S: 459). 30 Example 96

In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-6-methyl-pyridin-2-ylamine

20 with 3,5-dichloro-benzenesulfonyl chloride there was obtained: 3,5-Dichioro-N-[5-(2-
chloro-phenyl)-6-methyl-pyridin-2-yl}-benzenesulfonamide as an off-white solid. ISN
mass spectrum, m/e; 425 (M-1 calculated for C;3 Hy3ClaN,O,S: 425),

Example 97
25  a) In analogy to example 1, on reaction of 5-(2,4-chloro-phenyl)-6-methyl-pyridin-2-
ylamine with 3-triflaoromethyl-benzenesulfonyl chloride there was obtained: N- [5-(2,4-
Dichloro-phenyl)-6-methyl-pyridin-2-yl] -3-trifluoromethyl-benzenesulfonamide as an
colourless waxy solid. ISN mass spectrum, m/e: 459 (M-1 calculated for Cyg
H1aCLFEsN2O,S: 459).

30



WO 2006/ 010546 PCT/ EP2005/ 007894 -58- Preparation of
the starting material: b) In analogy to exanple Lb),

on reaction of 5-brono -6-nmethyl-pyridin-2-ylamne

Wi 2006/@p346 di chl or o- phenyl boroni ¢ aci d there WaSygpaogsoo7ses
obt ai ned: of 5-(2, 4-chl oro-phenyl)-6-nethyl -
pyridin-2-ylamne as a brown crysgalline solid. |ISP

mass spectrum nfe: 253 (Mtl 5 cal cul ated for

Cl2 Hre@ration ofbg)tartiEgampdrl:98 I n anal ogy to exanple 1,

on reaction of ' ’
5- ( )4n eplggwtosremple Lbh opseastitn efifrbrome--g-mephdpyridingg-Yitmine with
_ﬁL f I[m&hhﬁ( galk B3He ﬁﬁ%ﬁﬁﬂh&%ﬂ:@%&%ﬁ%ﬁ 8f 30854 A06BLMRRY1)-6-methyl-
phe i r)@cwﬁ ambliowmtaymr splid. ISR mgssEBerHERe BYF foHAH1
Wbdecaﬁﬁla@dﬁlfﬁﬁbgﬂlﬁ}lmm solid. 1Sn mass spectrum

nme: 409 (M1 calculated for C18 H13Cl 2FN2Q2S: 409).

Exanple In analogy to exanple 1, on reaction of

5-(2, 4-chl oro- phenyl ) -6-net hyl - pyridin-2- 15 yl am ne

Wi th 2,4-dif|uoro-benzenesulfqg&&BEngride there was

obtained: N[5-(2,4

Di c Mn%@}:ogh B ekbinpl- 1784 Mhudit’dﬂSCmJ’tl—éZﬂdthphEnﬂ} hntdthydperidin-2-

enzenesul de s ac rl.e
S pé G q,rﬂllrilh g&r?%fn%qgfsiﬁfgaﬂ @?ygfle’eﬁxelfeayas thameg. N-[5-(2,4-Dichloro-
@as8 Fﬂh&ﬁijﬂZ—B&iﬁMﬁby}:@? 2-yi]-Efacqoleenid@sulonimida asdrogloriess waxy solid.

= By sRERRRY POBha et o B OO 0% ¢,

4 chloro 2, 5- dlnethyl benzenesul f onyl chlorlde t here
was obt ai ned: 4-

Chl oro- N-[ 5- (2, 4-di chl or o- phenyl ) - 6- et hyl - pyri di n- 2-y

I']-2,5-di nethyl - benzenesulfoggﬁﬁﬁﬁggg a white powder.

| SN me: 453 1..( : )
SRR RE AL s (g gip#%‘langr&@ pyrdin-2

aﬁ amhxemt mthrﬁ,%—édb!pmaheménesulfonyl chloride there was obtained: N-[5-(2,4~

2]81‘&:% & Phé}{g@ W%’gﬁz b2 1 ng %g%@}ng%lfona&lge as a colorless

s sgecgugh e d2x Bg,f_ -1 cal ated for CigH2CLEN,0,8: 427).

(2,4 dlchloro phenyl ) - pyr|d|n 2-yl]-6-nethyl -benzenesu
| fonam de as a white foam | SN

Example 100
20 Inanalogy to example 1, on reaction of 5-(2,4-chloro-phenyl)-6-methyl-pyridin-2-
ylamine with 4-chloro-2,5-dimethyl-benzenesulfonyl chloride there was obtained: 4-
Chloro-N-[5-(2,4-dichloro-phenyl)-6-methyl-pyridin-2-yl]-2,5-dimethyl-
benzenesulfonamide as a white powder. ISN mass spectrum, m/e: 453.1 (M-1 calculated
for CypH17ClaN20,S: 453).

2b

Example 101
a) In analogy to example 1, on reaction of 5-(2,4-dichloro-phenyl)-pyridin-2-ylamine with
2,4-dichloro-6-methyl-benzenesulfonyl chioride there was obtained: 2,4-Dichloro-N-[5-
(2,4-dichloro-phenyl)-pyridin-2-yl]-6-methyl-benzenesulfonamide as a white foam. ISN
30 mass spectrum, m/e; 458.9 (M-1 calculated for C;gH;5CliN,O,5: 458).



30 mass spectrum nfe: 458.9 (M1 cal culated for
C18H12CLN2Q2S: 458). WD 2006/ 010546 PCT/ EP2005/ 007894

-59 Exanple 102 a) In analogy to exanple 1, on

reagddsosef S5- (2, 4-di chl oro-phenyl) - pyri di n- 21)&‘/%?1095007394
wi th 3-chl oro-benzenesul fonyl chloride there wa '
obt ai ned: 3-Chloro-N-[5-(2, 4-dickhoro 5

phenyl ) - pyridi n-2-yl]-benzenesul fonam de as an

off-white foam 1SN mass spectrum me: 411 (M1

calcul ated for Cl7H11C13N202S: 411). Exanple 103 a) In

anal ogy to exanple 1, on reagii

5- (2, 4-di chl or o- phenyl ) - pyri%@%%m ne with 10

4 cfa maﬁ»@i efIOBM lreaemrp&ﬂ:ﬁ@zl BRIRr¢VpBerh) L FkidRM2-ylamine with
Shery %brﬁui aﬁn%m%fog)ﬁfﬁlﬁ&ﬁ%&%@s‘fﬂsw&mdd% - CplorgN-5-(2,4-dichloro-

of T -pMahii B phdifa2-J Bherzaissul fananiidd H¥lan ffewhiteAdarg KN mass spectrum, m/e:

el S ), S e o T

5-(2-chl oro-phenyl)-6-nethyl -pyridin-2-ylamne wth
3-fl uoro-benzenesul fonyl chloride there was obtai ned:

N-[ 5- (2- Chl or o- phenyl ) -6- nethyl -pyridin-2-yl]
- 3-fl uoro- benzenesul fonarri de%ééﬂéﬁ—llgé ht -yel | ow f oam
| SN mass ct rum me: 375.
4 Lt S P el B gelain=h Jlamine vith
es( amacﬂéorb-be@mnleeﬁonylohlouﬂe there was obtained: 4-Chloro N-[5-(2,4-dichloro-
| -

% g?%?ggrnze%y L%?ng ﬂzﬁh %I or |erciﬂls qbﬁeﬂf‘gm\k/\eggl%%ts g}ﬁ%até%l) © > mfe:
3 C:HHIMM— Neqlaated fonCoHaClsN20,S: 411).
phenyl ) -6-net hyl - pyridi n-2-yl) benzenesul fonam de as a

light-yellow foam |SN mass spectrum nmfe: 391 (M1
cal cul ated for C18 H14Cl2N202S: 391). 25 Exanple 106

In anal ogy to exanple 1, on r of
5- (2-chl or o- phenyl ) - 6- met hyl - %%iq%é ylamne wth
THlafil1b8Y B-ehs @i‘%%%ic%ﬂb 5103 OhloAS phAB1)66-WREhyl-pyridin-2-ylamine
g%talﬂnedgf rIﬁl;loro‘:hl[ ftc ogﬂi?gfs yhpyridin2-
pg/vgﬂgﬁjggp@dmgmesulfonyi onde there was obtained: N-[5-(2-Chloro-phenyl)-6-
methyl-pyridin-2-yl] -3-fluoro-benzenesulfonamide as an light-yellow foam. ISN mass
spectrum, m/e: 375.2 (M-1 calculated for Cyg HysCIFN;0,8S: 375).

20 Example 105
In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-6-methyl-pyridin-2-ylamine
with 3-chloro-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(2-chloro-
phenyl)-6-methyl-pyridin-2-yl]-benzenesulfonamide as a light-yellow foam. ISN mass
spectrum, m/e: 391 (M-1 calculated for Cyg H;4CLN20;S: 391).

25

Example 106
In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-6-methyl-pyridin-2-ylamine
with 2,4-dichloro-benzenesulfony! chloride there was obtained: 2,4-Dichloro-N-[5-(2-



- 60

chl or o- phenyl ) - 6- net hyl - pyri di n- 2-yl ] - benzenesul f onam

de as a light-yellow foam |ISN nmass spectrum nie:

4@@2906((“”516 cal cul ated for C18 H13C13N202S:; 425):T/EP2005/007894
Exanple 107 5 I n anal ogy to exanple 1, on reaction of

5-(2-chl oro-phenyl)-6-nethyl -pyridigg2-ylamne wth

2, 4-di chl oro- 5- ret hyl - benzenesul fonyl chloride there

was obf P%Hberq!)zﬁ-‘meﬂﬁl“pﬁﬁiw-}ﬂ] -benzenesulfonamide as a light—re]low foam. ISN
[ 5- ( 2- shbapectafieie 480 @EAYhERYE B b 37 Y % EeLhy T - b
enzenesul?gﬁam de {35423 %%E%Lk@éﬁ%#g’\fv@%%%\&lﬂmg

spectrum nie: 439 (M1 calculated for C19

H15C13N202S: 439). 10 Exanple 108 In analogy to

exanple 1, on reaction of

5-(4-fluoro-2-nethyl - phenyl ) - 6- Bedoiipté tquyri di n-

2-y arq'&lne ith 3-trifluomethyl-benzenesul f onyl

chi Bridé "f‘ﬁ@}’ ko Faepkh ap Fragtiomefj55(2¢dbloro-phenyl)-6-methyl-pyridin-2-ylamine
Fl uor owizh ﬂﬂtdlwloﬂ@h'ﬁﬁiémﬂ—ﬁEﬁ&ﬁ@bﬂkon?y{hil@ié%tﬂ%% #%soo%taft’%elgﬁﬂ—Dichloro-N-

uor o | nbenzenesul fonami de as’a

| SN ﬁ?gﬁé%’g%rf’ “rPE’FrFﬁﬁ“Ff’%‘?tﬁﬁlﬁﬂéwo&ﬂ&érleethﬁt@azmgwonmae as a light-
C20H1 GFlep €RS:. ISN madBpotriing ane] 891001 bdleda] 8O, E0.CI,N,0,5: 439).
exanple 1, on reaction of

5- (4-fluoro-2-net hyl - phenyl) - 6-net hyl - pyri di n-
2-ylam ne with 2, 4-dichl oro-6-net hyl - benzenesul f onyl

chitori de there was obtained: 2,1
Di chl gro-al}l-[S-(4-fI uor o- 2- met hylﬁ(ip'l’ﬂﬁgﬁl%)-&rret hyl - pyri
di n- 2.1y khalGgyioekyhplb &roreresich bOHUTAHSr oS nfdthyl- phenyl)-6-methyl-pyridin-
l'i ght »V, zllchﬁ%%é’ pam .4 SN spect.ru e; 1353 M_T hits
cal cha?? e ﬁ&%&%%ww ‘hgl'%ﬂlqu%w?é tapmged: N-[5-(4-
|5 n ( Zn ﬂwzt@'e@wﬁ@hﬁ) ‘f?mﬁFYIFPQMﬂt-D“?}] W-trifluoromethyl-benzenesulfonamide
- - él = - - r‘r‘e i - | -
BTN SE Rk LN R ety (o bt rpratibovoss:

\?\dél gg%é}'r ned: 3-Chloro-N[5-(4-

fluoro- 2- net hyl - phenyl ) - 6- et hyl - pyri din-2-yl]- benzene
sul fonam de as a |light-yellow foam |SN nass
spectrum nie: 389 (M1 calculated for CL9H16CI FN2Q2S:
389). WD 2006/ 010546 PCT/ EP2008x£46p18%8k -61 Exanple
111
- In analogy to example 1, on reaction of 5-(4-ﬂuoro—2-methyl-phenyl)-6—methy1—py1-idin-

2-ylamine with 2,4-dichloro-6-methyl-benzenesulfonyl chloride there was obtained: 2,4~

20 Dichloro-N—[5-(4-ﬂuoro—2—methy1—phen}d)-6-methy1—pyridin‘-2-yl]—G-methyl-
benzenesulfonamide as a light-yellow foam. ISN mass spectrum, m/e: 437.2 (M-1
calculated for CpH;,CLEN,O,S: 437 ).

Example 110
In analogy to example 1, on reaction of 5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-
2-~ylamine with 3-ch10ro-—be_nzenesulfonyi chloride there was obtained: 3-Chloro-N-[5-(4-
ﬂuoro-Z-meﬂlprhenyl)—6-methyl—pyridin—2-yl] ~benzenesulfonamide as a light-yellow
foam. ISN mass spectrum, m/e: 389 {(M-1 calculated for C9H;sCIFN,0,S: 389).

25



In anal ogy to exanple 1, on reaction of

5- (4-fl uoro-2-net hyl - phenyl) - 6-net hyl - pyri di n-

2-ylam ne with 4-chl oro-benzenesul fonyl chloride there
ViSO 200st0adsmed:  4- Chl or o- N-[ 5- (4-

fl uor o- 2- net hyl - phenyl ) - 6- net hyl - pyri di n- 2-yl fcglgﬁ%005/007894
sul fonam de as a |light-yellow 5 f@gam | SN nmass

spectrum nie: 389.1 (M1 calculated for

Cl9HLI6CIFN2Q2S: 389). Exanpl &xddhglellit anal ogy to

exanple 1, on reaction of
5- ( 41REDYPEL 2 chwRNg L-opireastipy of5-fd fingrb-Zogethyfi-phenyl)-6-methyl-pyridin-

2-y| aiRQinvih ﬁcﬂéﬁ@%@%ﬁf@ﬂoh%@ﬁ@%&‘ bb@Meh: 4-Chloro-N-{5-(4-
chl orjde ther

{ al
Fl uorBeR gt 1‘1’-51’ @ﬁ@’iﬁw e&vfrem@lp =205iH-benzenesulfoamids gsjadight-yellow
U5 OrfeA SN Meb ZREeEh! hRNEBY 1081-2 Saleulbed o G?JPHWFNngS 389).
viscous oil. ISN nass spectrum nfe: 439.1 (M
cal cul ated for C20H16F4N203S: 439). Exanple 113 15 In
anal ogy to exanple 1, on reaction of

5- (4-fl uoro-2-net hyl - phenyl ) - @xﬁ?ﬁ#lgﬂz pyridin-

2-ylam ne with 3-nmethyl -benzenesulftonyl chloride there
was CIhfaﬁalBgfio eﬁn[lﬁe 1 4:nEEd¢ﬁélQOQ5—(4—ﬂuom—2 -me tg'-phenyl) -6- methyl pyridin-

Tl 1 Rt S nsifks el PR there as ebmimed: N-[5-(4-
S peC - mﬂaﬁﬁnﬂm lnﬁthﬂ{pyhaineﬂy]ﬂ a;trmaoﬂdazgﬁm@zs

369) beﬁ?ﬁﬂ%ﬁm&ﬁd&gﬁ ﬂgﬂt~ rno%;n otoif mass spéctrum, m/e: 439.1 (M-1

react

5- ( 4-chiculoted for-Gratl bR N:QuSe432).) - 6- net hyl - pyri di n-
2-ylam ne with
2-chloro-5-trifluoronethyl - benzenesul fonyl chloride
there was obtained: 2-Chloro-N

[ 5-(4-fl uoro-2-nethyl - phenyl) 6- tl'll -pyridin-2-yl]
- b- trifluoronethyl benzenesu ' as a

A I AR S A e L A

Exam% anpiEs wWith %wenhﬂdaﬁnme@s@nﬂcblopde there wasebtaipedyN-[5-(4-Fluoro-2-
5 (4-chétAL eyl B ntbylyl-BReaN [ 217103 HRLIM e Rehb Sl Baamide as alight-yellow

2-yl am ne v‘\ft e — y’F’l%é‘??z@ﬁ‘é §61F]F16W9|for§?p%wmé)28. 369).

4-f | JEFOs
there was obtai ned: W 2006/ 010546 PCT/ EP2005/ 007594
-62 2-Chl oro- N

[ 5- (4-fluoro-2-nethyl-phenyl)-6-nmethyl-pyridin-2-yl]-5
-bg i fluoronet hyl - benzenesul f Lhdeias a light-brown
viscous oil. | SN nass spectrum €. 441.1 (M1

In analogy to example 1, on reaction of 5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-

2-ylamine with 2-chloro-5-trifluoromethyl-benzenesulfonyl chloride there was obtained:

2-Chloro-N-[5-(4-flucro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-5-trifluoromethyl-

benzenesulfonamide as a light-yellow viscous oil. ISN mass spectrum, m/e: 457.1 (M-1
25 calculated for CyH sCIFN,O5S: 457).

Example 115
In analogy to example 1, on reaction of 5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-
2-ylamine with 4-fluoro-3-trifinoromethyl-benzenesulfonyl chloride there was obtained:



cal cul ated for C2cH15F5N202S: 441). 5 Exanple 116 In

anal ogy to exanple 1, on reaction of

5- (2-chl or o- phenyl )-6-nmethyl -pyridin-2-ylamne wth
F20p105s49enzenesul fonyl chloride there was obBtBireekoo7ses
N-[ 5- (2- Cbl or o- phenyl ) - 6- nethyl - pyridin-2-yl]

- 3- et hyl - benzenesul fonani de as @4 i ght-yel | ow vi scous

. | SN t m 371.2 (M1 |
D o - CHBTPIY Lo o5 Ty po e By iR 2 SPopegRethrl-

ex aB@izéllelulfdiﬁnﬁ@@fsta t-Bfown wscous_ o(le_ ISNZmasls spectrum, m/e: #1.1 (M-1
chl o -pyridin-2-ylamine wit
%ﬁ%@@r%aﬂb& %Sg%g ‘ul fonyl chloride there was

obtalned. 3-Cbl oro- N-(2-

chl or o- phenyl ) - 6- et hyl - pyri di n-2-yl]-4-fl uoro-benzene
sul fonam de as a |ight-yellow 15 viscous oil. |ISN nass

spectrum nie: 409.3 (M1 calcul at for Cs

ﬁ23C12FN2028 409) . Exanpleﬁﬁ%gﬁﬁii%nalogy to exanpl e
%nﬁﬁ actcl o oy"f} reacPﬂn ?f 5- g;z ¢ roqﬁlen}'l?iG-methyl \By}'lﬁn—z—ylamme

3 cWitb ﬁanahrlrbeﬁﬁm\dfmv}moﬂde ﬂzegerm&?mbtmrgﬂli Nel5t(@rGhiero-phenyi)-6-

N efg‘%@%ﬁ?ﬁﬁ E eﬁﬁ%‘{ﬁesg/lffgléagmde asa zght-yellow wscousl odl ISN mass
or OfRSEIYIR, 1 38 @#ﬂ}ﬁt@éoh@w 7@1}{9%(3 a) | oW

viscous oil. I SN nass spectrum nfe: 459.2 (M1
¥al cul ated for C19H13C12F3N202S: 459). Exanple 119 25
In anal ogy to exanple 1, on reaction of

5-(2-cbl or o- phenyl) - 6- met hyl E%rl;hgw,z ylamne wth

4-fluoro-3-trifluoromnethyl - fonyl chloride

t hefr?aﬂ%ﬁ%y 1, orbaztibrof 5-(2- chloro—phen 1)-6-meth: pyrldm~ -ylamine
e o%a‘“’éi"i“g;%ﬁ@x%a e s T -

Vi SEldb-phenyl)d yrEIeCtyl ] flubdochenddhtsififonbdnide as a light-yellow

Cal cul at e’g/l ‘f%g%,gPHl?,ClFArz%'gﬁ%% q\%é?%ﬁ ul\é\g g%(grO@/ ?%Q:‘ﬁ@zozs 409).

exanple 1, on reaction of
5- (2, 3-di chl oro-phenyl ) -pyridin-2-ylamne with 3-

Example 118
In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-6-methyi-pyridin-2-ylamine
with 3-chloro-5-triftuoromethyl-benzenesulfonyl chloride there was obtained: 2-Chloro-
20 N-[5-(2-chloro-phenyl)-6-methyl-pyridin-2-yl]-5-trifluoromethyl-benzenesulfonamide as
 alight-yellow viscous oil. ISN mass spectrum, m/e: 459.2 (M-1 calculated for
CioH13CLFaN20,8: 459).

Example 119
25 In analogy to example 1, on reaction of 5-(2-chloro-phenyl)-6-methyl-pyridin-2-ylamine
with 4-fluoro-3-trifluoromethyl-benzenesulfonyl chloride there was obtained: N-[5-(2-
Chloro-phenyl)-6-methyl-pyridin-2-yl}-4-fluoro-3-trifluoromethyl-benzenesulfonamide
as a light-brown viscous oil. ISN mass spectrum, m/e: 442.9 (M-1 calculated for
C1sH;13CIEN20,8: 443).




fl uor o- 4- et hyl - benzenesul fonyl chloride there was
obtained: N[5-(2,3-Dichloro 5

phenyl ) - pyridi n-2-yl]-3-fluoro-4-nethyl -benzenesul f ona
rwdeomEd1mBacol orl ess solid. SN mass spectru

409.1 (M1 cal cul ated for ClsHI3CI2N202S: 409 ceBs0nsiaursos
Exanpl e |n analogy to exanple 1, g@n reaction of

5- (2, 3-di chl oro-phenyl)-pyridin-2-ylamne with 10

3, 5-di et hyl - benzenesul fonyl chloride there was

obt ai ned: N-[5-(2, 3-Di chl oro- phenyl)

pyridin-2-y|]-3,5-dinethyl-bengﬁﬁﬁgyt%onan1de as a

white solid. | SN nass spectrum 405.1 (M1
cal culmeinalbgf oy exah@HIO&G PARRADE sﬂ(Qé)dmLEeﬁ@rsﬂehﬁ) b$12dih2-ylamine with 3-

5 ( 5 PR CAe o ARGyt o e B v ob{aingdk NelSof@hDickloro-
3-6ri phmwamyadhﬂﬁlbémm&mﬁyﬁen@dﬂeﬁﬂﬂodﬁnﬂb Q¢ £colBdess solid, ISN

glbfJ g:r o@% ﬁg‘n{g% Qx?fﬁ A3 {Ms) salcylated for CroHieCQlaeO 40006t hy |

-benzenesulfonan1de as a white solid. |ISN nmass
spectrum nie: 409.1 (M1 calculated for
C19H14FAN2Q2S: 409). Preparatjon of the starting
naterial' 20 b) In anal ogy to iﬁ%ﬂéﬁl§~lb) on reaction

e AR S oA i it
F.ipﬁt?"ﬁm y:! bﬁetqny&ulfpmdnwoyldpghmedms oBtainet 2% [ fe2 AsDiahloro-phenyl)-
co e PARL VP B AAAL  Bi s gi ern
anal 1i(-¢ salpnted for CohlisE@EQ081405)

5-(5- quoro 2- nethyl phenyl)-pyridin-2- ylamne with

4-f| uoro-benzenesul fonyl chloride there was obtai ned:

4- Fl uoro- N-[ 5-( 5-

fl uoro- 2- met hyl - phenyl ) - pyri diBxa@pld P2 benzenesul f onam

de as a white solid. ISN nmass spectrum me: 359 (M1
cafc® 5@ arplosyito ewgmio pRoeEton gEB{5-fagovioreGybphaybapyridin-2-

PCT/ ERA8HRA B8 uoroRIFX BEeResiithyP i RAREEIDY obGined: N-[5-(5-

exa ction of
5- (5- 11‘?58?26 atrﬁpyl? Mﬁlﬂ'% y%?rmgpﬂmgaethyl—benzenesulfonanude as a white
solid. ISN mass spectrum, m/e: 409.1 (M-1 calculated for CioH . FiN20,S: 409).

Preparation of the starting material:

20 b) In analogy to example 1b), on reaction of 5-bromo -pyridin-2-ylamine with 5-fluoro-2-
‘methyl-phenylboronic acid there was obtained: 5-(5-fluoro-2-methyl-phenyl)-pyridin-2-
- ylamine as a light yellmn-r oil. ISP mass spectrum, m/e: 203.1 (M+1 calculated for
Ci2Hi FN,: 203).

25 Example 123
2) In analogy to example 1, on reaction of 5-(5-fluoro-2-methyl-phenyl)-pyridin-2-
ylamine with 4-fluoro-benzenesulfonyl chloride there was obtained: 4-Fluoro-N-[5-(5-
fluoro-2-methyl-phenyl)-pyridin-2-ylj-benzenesulfonamide as a white solid. ISN mass
spectrum, m/e: 359 (M-1 calculated for CiH, 4FoN,0,8: 359).

30



ylam ne with 3-chl oro-2-nethyl - benzenesul f onyl

chl oride there was obtained: 3-Chloro-

N-[ 5- (5-fl uoro-2- net hyl - phenyl ) - pyri di n- 2-yl J- 2- net hyl
-WRRAWEAES4 f onani de as a white 5 solid. | SN p@&BP2005/007894
spectrum nmle: 389.1 (M1 calculated for

C19H16C1IFN2Q2S: 389). Examlp a t#4-a) In analogy to
exanple 1, on reaction of

5- ( 5- chl or o- 2- nethyl phenyl ) - ph%erel24. y| anine with

3-trifl nzenesul.f on | oride there
obt a: f{%ég Qﬁ% tB Of , o1 re:iJcLon oy g-(&ﬁuoml}me 1-phen%—pyndm 9.

Chl ordarpinga y?’I‘ Tgym)?ﬂlﬁﬂybdndérrﬁESﬂﬁmiyLl:thridé tHekd s @Rk 3-Chloro-
ls bb g mi@%'qslﬂut)@%%eﬁg’l'?ﬁﬂ%ﬂ C@II{: -2 af-fno &xyi genz e'.‘}IuJH}?ng%ide as a white
I é%’%mwe m/eFﬂse?riaGV&tlwdnulmd fon €1 :sCIFN5@S: 389).

naterlal In analogy to exanple ib), on reaction of
5-brono - pyrldln 2-ylamne with 5-chloro-2- 15

met hyl - phenyl boroni ¢ add t here was obt ai ned:
5-(5-ch|oro-2-nethy|-phenyl)-&% ' Eq- - ylamne as a
white solid. El mass spectrum 8.1 (M

cal cu) Bi #ldgpto &iﬁ;ﬁﬂeh%&?—eac@o}ﬁafs (s@ﬁé@%laﬂyﬁplfe%ﬁ) bPridin-2-

o 5 T S SR Pt sy caphebinrigedheeevess obtigd: N-[5-(5

AI\,I%QE Isﬂ?dﬁale-@emz’éwelﬂiehﬁ@@yhdﬁm Al-BaeifhHVhRHYRB e RUREd mide as an off-

phenyl )~ pyri m E&e &Hml’ PYS 482 b S eralestatad dam G He GRaND:S: 425).

l'ight- ye||OM/SO|Id. | SN mass spectrum nfe: 375.2
(M1 calculated for CI15HI4C1IFN2Q2S:. 375). 25 ExamlIp e

127 Pféﬁmﬁb@af'thteaa RiE ML, on reaction of
5-(5-c met hyl - phen/l’) -pyridin-2-ylamne wth

3- chbbrmmogﬁtcfﬁthmﬁﬁflb}%ﬁﬁswcﬁ&mﬁs-ﬁ nf | ¥ AP EHEnRSvith 5-chloro-2-

P ERObE R adhhete was biained: 5-(5-chloro-2-methyk phenyl)-pyridin-2-
chl oyleminerne & white piiengil thass ypecttini; 2ve 18, Romiibytheel %}@?ﬂﬁlcmz 218).

sul fonam de asa white solid. |SN nmass spectrum
405.1 (M1 calculated for CL9H16C12N202S: 405). Exam
le 128 5 a) In analogy to exanple 1, on reaction of
5- (6-Chl oro- 2-f | uor o- 3- net hyl - phenyl ) -
pyridin-2-ylamne with

3-chl oro- 2- met hyl - benzenesul fonyl chl ori de there was
obt ai ned:

20 Example 126

In analogy to example 1, on reaction of 5-(5-chloro-2-methyl-phenyl)-pyridin-2-ylamine
with 4-fluoro-benzenesulfonyl chloride there was obtained: N- {5-(5-Chloro-2-methyl-
phenyl)-pyridin-2-yl]-4-fluoro-benzenesulfonamide as a light-yellow solid. ISN mass
spectrum, m/e: 375.2 (M-1 calculated for CisH1.CIFN0,8: 375).

25

Example 127
In analogy to example 1, on reaction of 5-(5-chloro-2-methyl-phenyl)-pyridin-2-ylamine
with 3-chloro-2-methyl-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(5~



3-Chloro-N- [ 5-(6-

chl or o- 2- Huor o- 3- net hyl - phenyl ) - pyri di n- 2-yl ]
-2-nmet hyl - benzenesul fonam de as a white solid. |Sn
"seWwspesid um me: 422.9 (M1 calculated for
ClOHI5CI12FN202S: 423). 10 Preparati on of the STarting s
material: b) In analogy to exanplg on reaction of
5-brono -pyridin-2-ylamne with 6- Ioro-

2-f | ugto - ﬂi@ih'}ﬂaheﬂ?? %%gtriﬁ{};l 9. rﬁ %b‘éﬂ%ﬁ&uﬁ@fﬁmde as a white solid.

- obtained: 5
pyri d® N@asﬁlslffﬂ’ﬁ@ B 45T - 1§61¢P]Gted r%ﬁﬁﬁ@bﬁb@ r4GRd.

me: 237.1 (Mcalculated for 15 CL12H1oClFN2: 237). Exam
I p a 129 In analogy to exanple 1, on reaction of
5- (6-Chl oro- 2-f | uoro- 3- net hyl - phenyl ) - pyri di n-

2-ylamne with 3-trifluoronethyl-benzenesul f onyl

chl oride there was obt ai ned: Né@gmkﬁzﬁzo

ChlorqQ-.2-fl uoro- t hyl - phenyl ridin- rif]
LoPorfBiRg ghalegnis sﬂﬁa@ﬁq b oRaracier oea%&aya wpmﬂ-ﬂy@or%wethvl-phenﬂ)-

sol i doyrki&D2/yResnswRle $4childto-Dinfethyib3nzén éstélndeﬂ&hHs?th&@ was obtained:

o e?%&%ﬁ@%o%ige%%%ms%%—p L3 B 23R bk

5- ( 6-lehkaesiPnihide aoa Ghitedwlig ISp hamsbictopt, nolé:#22.9 (M-1 calculated for

2- yI jlor o- benzenesul fonyl chloride there
g(gllfﬁ %@Q%%E(G Chl or o- 2-

Hq@ro 3- net hyl - phenyl ) - pyri di n-2-yl]-4-fl uoro-benzenes
ul fonam de as a light-yellow solid. |ISN nmass

S peCtPreRratitngof tRGuriind Mhtbrigial cul ated for
ClsH13ClF2N202S: 393). WD 2006/ 010546

PCT/ B}20 abd] 64y 18 S¥ampl&th ) rorarepdtion b8 3-bagmé pysaidal-Dglantite with 6-Chloro-
gi(?5_ ~ ?%Pbﬁglﬁ{%g?%%nﬁgﬁ%%ﬁ E)C{dé:b%%vm/?htamed 5-(5-chloro-2-methyl-phenyl)-
py ri diyridin-3Hylmiimeaswivhite solid. EI mass spectrum, m/e: 237.1 (M calculated for

grlé|%%€ﬁ@EQﬂyj benzenesulfonyl chl oride there was .
obt ai ne

[ 5- (5-Chl oro- 2- methyl phenyl ) - 6- methyl pyridin- 2- yI] 3
- -trifluoronethyl 5 benzenesul fonam de as an orange

oil. 1SN mass spectrum nle: %ggmi&ﬁigcalculated for

C20H16C1F3N202S: 439).
In analogy to example 1, on reaction of 5-(6-Chloro~2-fluoro-3-methyl-phenyl)-pyridin-
2-ylamine with 3-trifluoromethyl-benzenesulfony! chloride there was obtained: N-{5-(6-
20  Chloro-2-fluoro-3-methyl-phenyl)-pyridin-2-yl] -3-trifluoromethyl-benzenesulfonamide
as a light-yellow solid. ISN mass spectrum, m/e: 443.2 (M-1 calculated for
CioH,;5CIE;N20,5: 443).

Example 130
25  In analogy to example 1, on reaction of 5-(6-Chloro-2-fluoro-3-methyl-phenyl)-pyridin-
2-ylamine with 4-fluoro-benzenesulfonyl chloride there was obtained: N-[5-(6-Chloro-2-
fluoro-3-methyl-phenyl)-pyridin-2-yl]-4-fluoro-benzenesulfonamide as a light-yellow
solid. ISN mass spectrum, m/e: 393.1 (M-1 calculated for CygH;5CIF,N0,5: 393).



Preparation of the starting material: b) In analogy to
exanple |Ib), on reaction of

5- brono- 6- net hyl - pyridin-2-ylam ne with 5- 10

viol 20661 @46ret hyl - phenyl boroni c acid there was gii@hRRMe7s04
5- (5-Chl or o- 2- met hyl - phenyl ) -

6- et hyl - pyridin-2-ylamne as a-6fite solid. | SP nass
spectrum nfe: 233 (Mtl calculated for CL3H13CLNZ2:

233). Exanple 132 15 a) In a&ﬁ@mﬁ&iﬁb exanmple 1, on
reactj on of 5-(5-Cbloro-2-neth henyl

pyr AHnranslogy Pl ﬁnaeaFP%? ﬁ&le%iwtﬁyﬂhenw 6-methyl-
C hl gflhtﬂﬁ—z-ﬁﬁﬁﬁxe\ﬁﬂﬂl Dbiidoredeth ﬁl’g:’izdn'ésulfonyl chloride there was obtained: N-

o- bg% %eﬁg'ge - E dﬂ%tﬁlr(}a@gegﬁl)' TR lf—-a' ]%*é@%%{getﬂr uor

spe btnzangsulidremid8s: dn\ringealilcIiNamed sfeotru@] i1t 659 MMAGRBuIated for
389 ) 33 a) In analogy to exanple 1, on
reag%#§%1§?3§€%§§é | or 0- 2- net hyl - phenyl ) - 6- et hyl -
pyridin-2-ylamne with

3-chl or o- 2- net hyl - benzenesul fonyl chl oride there was

obt @idpehtion of the starting material: _
3- Chl oro- N-[ 5- (5-chl or o- 2- et hyl - phenyl ) - 6- net hyl - pyri

di nbPIydnalogy feeddayiple DY aeRRecioniod Elam'yrd&- Ga&eﬁywsljrridan -2-ylamine with 5-

55 e hs TPt el s vsopelhes: SRR SE el phem

ex aﬁﬁh&ﬂlﬁkpyndnr 2abimioanaof white solid. ISP mass spectrum, m.’e 233 (M+1

A

3 trlfluoronethyl benzenesul fonyl chloride there was
30 obt ai ned:

N-[ 5-(6- ChIortoIuoroSrret#;l gggg yl)-6-nmet hyl - pyri
di n-2-yl]-3 WD 2006/ 010546 P /007894 -67
i fgtﬁoa{ngﬁ%w&xaag{yf Bﬁ%ﬁcﬁn?xi‘@f@—gs‘?gﬂgr oL bR YR P ety

f or fingroyb enw v cékmsiﬁ these wag eftaingry N-(5-(5-

nat @M&b-z-”?m&h ylphedpnl @Hﬂé B1- 4Bk orOBerz8RG 6 Amide as a white
of 5-brono - 6 net hyl -

5. CRplish BN Ompss gBFe4umy et ' d' %éﬁ%ﬂﬁ%ﬁgﬁa @ ;A%P‘JFNEQ%SQW

- mas obt ai ned: 5-(5-ch|oro 2-

nmet hyl - phenyl ) - 6- net hyl - pyri di n-2-yl am ne as whi ch was
used wi t hout further

20 Example 133

a) In analogy to example 1, on reaction of 5-(5-Chloro-2-methyl-phenyl)-6-methyl-
pyridin-2-ylamine with 3-chloro-2-methyl-benzenesulfony! chloride there was obtained:.
3-Chloro-N-[5-(5-chloro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-2-methyl-
. benzenesulfonamide as a white solid. ISN mass spectrum, m/e: 419 (M-1 calculated for
25  CyHsCl2N,0,8: 419).

Example 134
a) In analogy to example 1, on reaction of 5-(6-Chloro-2-fluoro-3-methyl-phenyl)-6-
methyl-pyridin-2-ylamine with 3-trifluoromethyl-benzenesuifonyl chloride there was
80 obtained: N-[5-(6-Chloro-2-fluoro-3-methyl-phenyl)-6-methyl-pyridin-2-yl]-3-



purificatiron in the next reaction step. 10 Exanple 135
In anal ogy to exanple 1, on reaction of

5- (6- Chl or o- 2-f | uor o- 3- net hyl - phenyl ) - 6- net hyl -

W0 @sniosd- yl ani ne with 4-fl uoro-benzenesul fo

chl oride there was obtained: N [5-(6- 9¥+mmﬂmwmnmm
Chl or o- 2- f | uor o- 3- net hyl - phenyl ) - g met hyl - pyri di n-2-yl

] -4-fluoro-benzenesul fonami de as'an off-white solid.

| SN o t c e
CloHio FI%IZB?I?{ el Ofﬁ%dg“(a%gh 1’%%1"%%%3?&0%‘?7{5 flpctrum, m/

x PN S dated fosi-abos I ADsS: 457,

5- (4-f 1l uoro-2-net hyl - phenyl ) -pyridin-2- ylanine with

4- chl or o- benzenesul fonyl chloride there was obtai ned:

4- ChiReemrdtidnoef(fle dtartiog erakkrial? 0

nmet hyl - phenyl ) - pyri di n-2-yl ] - benzenesul f onam de as a

whé t &) do hnalogyl tSkixarepls 1b)p en teactinn of fibeom3 B mthyMpridin-2-ylamine with

calc 1 Y
ek - E%oﬁllr% ’é%‘tﬁ%n }Jﬂ%r ,Qﬁb%eac rofié Q&g fore Wt BB Rirfed s (5-Liloro-2

anal ogy to _exa

5- (4m¢tbﬁrnimzylhétm ethylipyesidir-3 —ybymnems iwhithyag riedavithpirt fyrther
3- chlREBi-ReMEE MESkxt RAMionGhpOr | de there was obt ai ned:
3-Chl'oro-N-[ 5-(4-fluoro-2-

met hyl - phenyl ) - pyri di n-2-yl ] - benzenesul f onam de as a
mhite solid. ISN mass spectrum me: 375.2 (M1

cul ated for CL8HL4CI FN2QRS: Ex%gpel;.yo 2006/ 010546

P / EP2005/:007894 -68 Exanp In anal ogy to

exanf ndlogydB ek i1 Odh R:factlon of 5- (6-Chloro-2 ﬂuoro 3-methyl-pheny1) 6-methyl-
5-(4-fl yoro-2-net yl-p enyl] ) -pyrid

2, 4- AVEANGTSEBIRRYI A= FPz‘é‘ﬁ‘é%P‘fl@ﬁi/’llcmé’ﬁF‘%Fhea%WiSr?@FaéMd N-[5-(6-
was @Hiérorefuord, #nfethyl-phenyl)-6-methy 1— yridin-2-y}}-4-fluoro-benzenesulfonamide

AT N T

nu5549ﬁbctrun1 me: 422.9 (M1 calculated for
C19H15C12FN202S: 423). Exam|lp a 139 10 a) In anal ogy
to exanple 1, on reaction of

5-(2,5-D chl or o- phenyl ) - 6- net hyl - pyri di n-2- yl am ne
with 3-chl oro- benzenesulfonyl1§£b@kug@ t here was
obt ai ned: 3-Chloro-N[5-(2, 5-

In analogy to example 1, on reaction of 5-(4-fluoro-2-methyl-phenyl)-pyridin-2-ylamine
with 4-chloro-benzenesulfonyi chloride there was obtained: 4-Chloro-N-{5-(4-fluoro-2-

20 methyl-phenyl)-pyridin-2-yl}-benzenesulfonamide as a white solid. ISN mass spectrum,
m/e: 375.2 (M-1 calculated for C;gH;,CIFN,O,S: 375).

25 Example 137
In analogy to example 1, on reaction of 5—(4—ﬂuoro;2-methyl-phenyl) -pyridin-2-ylamine
with 3-chloro-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(4-fluoro-2-
methyl-phenyl)-pyridin-2-yl]-benzenesulfonamide as a white solid. ISN mass spectrum,
m/e: 375.2 (M-1 calculated for C;gH;,CIEN,0,S: 375).



di chl or o- phenyl ) - 6- et hyl - pyri di n- 2-yl ]

-benzenesul fonam de as a |light-yellow solid. ISN nmass
spectrum nie: 425 (M1 calculated for ClsH, 3C13N202S:
WOBYH06/0154@r epar ati on of the starting materi alperikohgoorses
anal ogy to exanmple Ib), on reaction of 5-brono

-6- et hyl - pyri di n-2-yl ami ne w t+68 -

2, 5-di chl or o- phenyl boroni ¢ acid there was obtai ned:
5-(2,5-Di chl oro-phenyl)-6-nmethyl - pyridin-2-ylamne as

white solid. El mass spectrum me: 252.1 (M

cal cul ated for ClZHlOClZNZ E%g{%%lel §) Exarrpl e 140 a)

In analogy to exanple 1,

5 ( 2) 13; Hib ﬂf@mﬂ bR1Yb lrefﬁct'ilﬁtémL ﬁ‘4pﬁ’1{dé@25h1gthyi}ﬂh@ﬂ}1ﬁﬁyndm-2-
o bt mﬁ{ ? dgag)f ok u - nzenesglir:oln}dechion%ia %here was obtained: 2,4-
rﬂwemdhlorﬁ-msmuﬂuwmmz Yiérdyl Ppyfirl dis. G1]be Biediyb betzE@8d fonamide

(v B SRl R g éfgfyﬂ@@%@éﬂ%%ﬂ aRrbedaos:

a) #2B)anal ogy to exanple 1, on reaction of
5- (5- Fl uor o- 2- net hyl - phenyl ) - 6- net hyl -
pyridin-2-ylamne with 3-trifluoro-benzenesul f onyl
chl oride there was obtained: N-[5-(5 WO 2006/ 010546
PCT/ EP2005/ 007894 -69 Example 139
- Fl uor o- 2- net hyl - phenyl ) -6-nmet hyl -pyridin-2-yl]-3-trifl
'ubr @mtahyllogjbmrezmnplsal éwreactiodef 56(9 Sabichlcte- phértyla G okeihgll-pyridin-2-

r

I\qu EEIH%%%HZ&? ‘éﬁ}%zar ati o r%ﬁ %F %F‘lh %ﬁec{ ? Chloro—N—[S (2,5-
mat dmhlaro-Pb@)ﬂYDrﬁ-mﬂwbg}yndlrﬂeﬂhhpizenﬁblfqnmderfeadlghfoyﬁllgw solid. ISN
5- broen ec@nﬂi?txﬂf)él £28YM-eflentindd RTCHET Q’M:I%1 L0,5: 425).
5- fluorg 2- met hyl - phenyl boroni ¢ aci d theré was
obt ai ned: 5-(5-Fl uoro-2-nethyl - phenyl) -
6-met hyl -pyridin-2-ylamne a light-yellow oil. El mass
Hp ePidpuatiombthe 2Afing nhdvbrisdkl cul ated for CL3HL3FN2:
216). 10 Exanple 142

b) In analogy to example 1b), on reaction of 5-bromo -6-methyl-pyridin-2-ylamine with

2,5-dichloro-phenylboronic acid there was obtained: 5-(2,5-Dichloro-phenyl)-6-methyl-
pyridin-2-ylamine as white solid. EI mass spectrum, m/e; 252.1 (M calculated for
C12H;oCLNy: 252). '

20

Example 140
a) In analogy to example 1, on reaction of 5-(2,5-Dichloro-phenyl)-6-methyl-pyridin-2-
ylamine with 4-fluoro-benzenesulfonyl chloride there was obtained: N-[5-(2,5-Dichloro-
phenyl)-6-methyl-pyridin-2-yl]-4-fluoro-benzenesuifonamide as a white solid. ISN mass
25 spectrum, m/e: 409 (M-1 calculated for Cy3H,3CLFN,0,S: 409).

Example 141
a) In analogy to example 1, on reaction of 5-(5-Fluoro-2-methyl-phenyl)-6-methyl-
pyridin-2-ylamine with 3-trifluoro-benzenesulfonyl chloride there was obtained: N-[5-(5~



a) In analogy to exanple 1, on reaction of

5- (5- Fl uor o- 2- net hyl - phenyl ) - 6- net hyl -

pyridin-2-ylam ne with 4-fluoro-benzenesul f onyl

ohd onos/0msdsher e was obt ai ned: 4- Fl uor o-

N-[ 5- (5-fl uoro-2-nethyl -phenyl ) -6-net hyl - pyrlg?ﬁngw$%?ﬂw4
- benzenesul f onam de as an off 15 ite solid. |ISN nmass
spectrum me: 373.1 (M1 cal culated for

C19 Hlsﬁf&&%%&h 13511%21@ 6%&11}1' Byeidint 2517 Bl eriiloR ARG eld-Bnesutfonamide

exanpl e eact

5-(5 aﬁwaﬁﬁ@tﬁﬁ@{ da{iN Eﬂﬁ@ﬁ??ﬂ}m@l ARiE:492.9 (M-1 calcnlated for CooHieFaN;0,S:
pyri dp#y 2-yl am ne with 3-cbl oro-benzenesul f onyl

chl oride there was obtained: 3-Chloro- 20

N-[ 5- (5-fluoro-2-nethyl -phenyl)-6-net hyl -pyridin-2-yl]
-benzenesul fonam de as an off white solid. | SN nmass

spec Preparativhef tiR8ariidg hateddlcul at ed for C19H1I6CLFN202S:

389). Examlp a 144 a% In analo%y to exanple 1, on

reac tb,) dnangfogy to example 1b), on reaction of 5-bromo -6-methyl-pyridin-2-ylamine with

5-(2 5511191:@2'-19&971% i)aroﬁlc@%fdr{ﬂére ?}XJ dﬂﬂz‘uﬂ?ﬂ? 5u(5 ?Iwrﬁ@ L&thyl-phenyl)-

with 3-t |quoron§i b zenesul fonyl orl
was Goieh aginesa light-yellow oil. EI mass spectrum, m/e: 216. 2 (M calculated

Di chmgmgggggmybyﬂﬁ met hyl - pyridin-2-yl]-3-trifluoronet
hyl - benzenesul f onam de as an orange oil. | SN nass
spectrum nie: 459 (M1 calculated for
C19H13C12F3N202S: 459). Examlie 145 WO 2006/ 010546

PCT/ EP2005/ 007894 -70 a) In gRalagysi 0 exanple 1, on
reaction of 5-(2-Chloro-4- fluﬁ?ﬁfg%ﬁﬁyl) 6- net hyl -

pyri d) Br Zrlgpts dempletiNos rdatidd 4FGLG-Hpesr3 enBeUbL SHRAk1)-6-methyl-

o o e “ﬁwﬁé‘%w&fa@ﬁ. PR gieus o e 4 oro

u or obe{Hia- ﬂh&nmmmlsm giA @ ethgSpydidin t-beylﬁérleﬁﬂfonamﬁe as an off-

or é"hﬁig%fg%ﬁgea f’lﬁ %-'E? i@é Igfaﬁ gﬁ,ajf tffa of ﬁgﬁa&eﬁzozs 373).

starting material b) In analogy to exanple 1b), on
reaction of 5-Dbrono-6-nethyl-pyridin-2-ylamne with 2-
chl oro- 4-fl uor o- phenyl boroni c aC| there was obt ai ned:
5-(2- Chloro 4-f1 uoro- phenyl)

net h off

CpectHimeicty b SaAbRT, A ralich Y@- Fogp elpsttiis R ERD 6 methyk
236) pytdiarfpyleming6vith 3- chloro—benzanesu]fonyl chloride there was obtained: 3~Chloro-
20 N-[5-(5-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-benzenesulfonamide as an off-
. -white solid. ISN mass spectrum, m/e: 389 (M-1 calculated for CyoH,;5CIFNZ0,S: 389).

Example 144
a) In analogy to example 1, on reaction of 5-(2,5-Dichloro-phenyl}-6-methyl-pyridin-2-
25 ylamine with 3-trifluoromethyl-benzenesulfonyl chloride there was obtained: N-[5-(2,5-
Dichloro~phenyl)-6-methyl-pyridin-2-yl}-3-trifluoromethyl-benzenesulfonamide as an
orange oil. ISN mass spectrum, m/e: 459 (M-1 calculated for Ci5H,3CLFsN20,S: 459).

Example 145



In anal ogy to exanple 1, on reaction of
5-(2-Chl or o- 4-fl uor o-phenyl ) -6-net hyl - pyridin- 15
2-ylam ne with 4-fluoro-benzenesul fonyl chloride there
Wes200601a54ed N-[ 5- (2- Chl or o- 4- PCT/EP2005/007894
fl uor o- phenyl ) - 6-net hyl - pyri di n-2-yl]-4-fl uoro-benzene
sul fonam de as a white solid. |SKp-nass spectrum nie:
392.9 (M1 calculated for C18HL3C1F2N202S: 393). 20
Ex anpila and9gyl tn exameplo byontreactinm nfi-62-Chloan 4 fmaed-phenyh) 6-methyl-
5- (25 }q,mng I
( Q%ia%nhé%g +ARE X Qenﬁengﬁfuiﬁ%;!ﬂ] ﬁ}g{lg?%rere Jies ohtamed N-[5-(2-

2- y amne wth | or o- enzenes
s Ghlem-fdlyorosplenyldtonsh [fspy(n@m—z—yl J-3-trifluoromethyl-benzenesulfonamide

c chi 05QmAipht-PU6R sHIRE TN {n)ass@F&%my b/ PGS 6 (1= PeatduliarRFRE €N
uI og&aﬁ&g %@&hlte SO 'SN  mass spectrum
I-Parcul ated for CLsHL3CI2FN2Q2S: 409). 25
Exarrpl e 148 a) In analogy to exanple 1, on reaction of
5-(2, 3-Di chl oro- phenyl ) - 6-net hyl - pyridi n-2- yl am ne

,\(/)\nb: 2| ng%rgﬁﬁ?*gﬁ%égggggﬂ%?%f onyl chloride there was
D ch Qnﬂbﬁn‘)é |e)(:m§plm)h¥ﬁ reg&‘t{dnqgg %?%1%16' é[{.gfhryi D59 Bdrmine with 2-

hyl - nam de” as
PCT/ ylboyani peid thegeswasohitainegs pibGiloseid fiporo-phenyl)-6-
11BN ﬁa@ls;l- -wmm:ﬁéﬁl offt it sdliMVEllmesd kSt rab 6h/8:286.1 (M calculated
C19}-%I %?MZ% 459). Preparation of the starting

terr Janal ogy to exanple ib), on reaction
of 5-Dbrono-6-nethyl-pyridin-2-ylamne wth
" 2,3-dichloro -phenyl boronic acid there was obt ai ned:
5- (2, 3-Di chl oro- phenyl ) -6-met hyl - pyridin-2-ylam ne an
off-white solid. El mass specdimpleldfe: 252.1 (M

|Cﬁ| g ed for éﬁ-&%ofcf%czﬂg}z} Oféz&qhgﬁo Efi(uormp%enﬁ) 6—methyl— pyridin-

35( 22- @h&r@hﬂf@ﬂ@tﬁtﬁﬂ;&hﬁm@sﬂﬁﬁﬁﬁﬁh}oﬁw thehtevad obidimgdt Ne[5-(2-Chloro-4-
W t hﬂ % lpﬂi%ypé? %félgp Efm#ﬂ:—g -4- qﬂ!oxoor iae%ezergegﬁi’onamée as a white solid. ISN

obt al he

phersphss sgectratmbmple: p92.9 M- @kﬂa}edieﬁmluﬁraﬁ%ﬁmﬁnww onam
ide as a white solid. ISN mass spectrum nie: 409.3
(M1 calculated for CL8H13ClI 2FN2QO2S: 409).

20 Example 147
In analogy to example I, on reaction of 5-(2-Chloro-4-fluoro-phenyl)-6-methyl-pyridin-
2-ylamine with 3-chloro-benzenesulfonyl chioride there was obtained: 3-Chloro-N-[5-(2-
chloro-4-fluoro-phenyl)-6-methyl-pyridin-2-yl]-benzenesulfonamide as a white solid. ISN
mass spectrum, m/e: 409 (M-1 calculated for C;sH;3ClLEN,0,S: 409).

25

Example 148
a) In analogy to example 1, on reaction of 5-(2,3-Dichloro-phenyl)-6-methyl-pyridin-2-
ylamine with 3-trifluoro-benzenesulfonyl chloride there was obtained: N-[5-(2,3-
Dichloro-phenyl)-6-methyl-pyridin-2-yl]-3-trifluoromethyl-benzenesulfonamide as a



15 Exanple |In analogy to exanple 1, on reaction of

5-(2, 3-Di chl or o- phenyl ) - 6- net hyl - pyri di n-2- yl am ne

wi th 3-chl oro-benzenesul fonyl chloride there was

obo ajoseths463- Chl or o- N-[ 5- (2, 3-

di chl or o- phenyl ) - 6-net hyl - pyridi n-2-yl]- benzeEgggr%o05/007894

mde as a white foam | SN mass 207sspectrum me: 425.1

(M1 calculated for C18HL3ClI 3N202S:. 425). Exanple 151

| n akghtogiow emexznups elid, ISHhmass setiram, wfe: 459.2 (M-1 calculated for

5(2 I yl)-6-nmet hyl -pyridin-2- ylam ne
CEHDnglm(%lﬁTdezPo‘i%?net hyl - benzenesul fonyl chl ori de

there was obt ai ned: 2,4- 25

Di chl oro-N-[5-(2, 3-di chl oro- phenyl ) - 6- net hyl - pyri di n-2

- y1] pRparatiby bf ezengsHitadan de as an of f-white foam

| SN mass spectrum me: 473.1 (M1 calculated for

CHIHIYIa hibldgP B exdFiBle 1bixanneddtiod\6f 20064 §3hthyl-pyridin-2-ylamine with
PCTI ?5) %ﬁ)cqéérgogﬁgn%rlborgxac L&a ﬁl@:i%l v?a%)ébgamegxfmj % %mhoro-phenyi) -6-methyl-

react’on

5- ( 2pBidb-Ghloninephoffywhitesolid tH yasyppedtdion 1@le: 352 d riMnalculated for
W t he3reret ?f nzenesul fonyl chloride there was

obtalne [5 2, 3-Di cbl or o-

phenyl) - 6- met hyl - pyrldln 2-yl]-3-net hyl - benzenesul f ona
mde as a white foam |SN mass spectrum nfe: 405.3

(M1 calculated for C19H16C12ﬁ02§ i‘!‘ngS) 5 Exanpl e

3 a) In anal ogy to exanpl e ction of

I

t he rﬁ% W}B} 4l H@@— egzﬂlesu]fonyl chloride there was obtained: N-[5-(2,3-Dichloro-
Di chjbimeh N¥- &éﬂirﬁp :Hh@h}lpﬂmulaiftﬁﬁéﬂzéneﬁulfﬂ%ﬁﬂﬂeﬁﬁwhﬁh Butid. ISN mass

-yl ]1-6-meth j!&p? zen f.0 e -yel | ow
f oanfPeFiED @\r’l"rllfﬁ’f fnﬁ&sgﬁﬁgﬁl%%ﬁsc ed for

9H14C14F3N202S: 475). Exanple 154 In analogy to
anple 1, on reaction of
5-(2- Cbl or 0- 4-f | uor o- phenyl ) - 6- et h¥l - pyridin-
Example 150

In analogy to example 1, on reaction of 5-(2,3-Dichloro-phenyl}-6-methyl-pyridin-2-

ylamine with 3-chloro-benzenesulfonyl chloride there was obtained: 3-Chloro-N-{5-(2,3-

dichloro-phenyl)-6-methyl-pyridin-2-ylj-benzenesulfonamide as a white foam. ISN mass
20 spectrum, m/e: 425.1 (M-1 calculated for CygH;3CIlaN,0,8: 425).

Example 151
In analogy to example 1, on reaction of 5-(2,3-Dichloro-phenyl)-6-methyl-pyridin-2-
ylamine with 2,4-dichloro-6-methyl-benzenesulfony! chloride there was obtained: 2,4
25 Dichloro-N-[5-(2,3-dichloro-phenyl)-6-methyl-pyridin-2-yl}-6-methyl-
benzenesulfonamide as an off-white foam. ISN mass spectrum, m/e: 473.1 (M-1 calculated
for CioH14CIaNL0,8: 473).

Example 152



15 2-ylamne with 3-nethyl - benzenesul fonyl chloride

there was obtained: N-[5-(2-Chloro-4-

fl uor o- phenyl ) - 6- net hyl - pyri di n-2-yl]-3-met hyl - benzene
WOldwHasude as a white foam | SN nmass spect ipiepigoSaorsos

389 (M1 calculated for Cl9H16CI FN2CO2S: 389). Exam | Qe

155 20 In analogy to exanple 1, -ofg reaction of

5- (2- Chl or o- 4-f | uor o- phenyl ) - 6- et hyl - pyri di n-

2- y| &mindogyite kragple d oblrexciiebefifet2dy Didkna-pheasii-6-amtyl-pyridin-2-
chl ot ] K ' , - . . .

D chlwgg’g‘fér\‘ﬁ%?(ﬁzw-a@% Pg‘tr‘%%‘%%nt’fg?}g‘-’%‘}?eﬂﬁ§ff 128 obtainadi -4 Dichloro-
di n- Phgay])-Emegivhpyddinend b fraeethyl-breeen ol fomaraidews 4 white foam. ISN mass

f oamspdc@DnBFS 4628 QU R cullted fordS (i kol M 3 5o s Ul at ed
for CIOHLACIZFNDODS: 457) - 25 é)z(a%'pl Msgag o ogy

t® exanple 1, on reaction of
5-(2,4-bis-trifluoronethyl-phenyl)-pyridin-2- ylam ne
wi th 3-chl oro-benzenesul fonyl gehl gride there was
obtained: N[5-(2,4-Bis- it h%

tri f bUeraaRiw adiisle)] oo R¥ddof 0P 542 % DicRiofd hidudn RER&EPEpyridin-2-
A o o o G
2oo6Dﬁhh&ﬁé@q-ﬁﬂi,f-ﬂ&%%@%ﬁés-me&{’yl-ﬁ&mlzeymélnétﬂyl—

gﬁ?lzg%ﬁlﬁeg‘ﬂ?‘?ﬂaaﬁ%gﬁs %Ngﬁ%ﬁgg%ﬁ Eﬁl‘? R e gfe: 475 (M-1 calculated

y| anfon€sMiCLBNsR4SA5).benzenesul fonyl chloride there

was obtained: N[5-(2,4-Bis-
rifluoronethyl-phenyl)-pyridin-2-yl]-3-nethyl-benzenes

ul fonam de as a white solid. SN mass spectrum me:

459.1 (M1 calculated for C2OMALARANHI2S: 459). Examlp

a 158 10 In analogy to exanple 1, on reaction of

5- ( 2rfanalogy ta éxhinplerioom tdaytionpif 6 /(g Ghipior 4-ndro2pheylidsi-methyl-pyridin-
\(I)Efbﬁ: 2%—%%‘1:1'}11 ?—W—%ﬁéﬁ{e&%@ﬂm}rf Eﬂlgrricliéj t%elteq\(rears Sbtithed: N- [5-(2-Chloro-4-

tri f fleeyeahertl) b-mudtlsipyidipyd Vi3 rmethyl-jenzenesulfonamide as a white foam.

- 4- T 1OQs '@Ee’&%ﬂleﬁﬂéz%ﬁé‘ l10S1cAfired FINE L FWbé—%%b.
mass spectsr m nfe: 463 Mlccafecu atedfor - )
C20H11F7N202S: 463). 15 Examlie 159

Example 155
20 Inanalogy to example 1, on reaction of 5-(2-Chloro-4-fluoro-phenyl)-6-methyl-pyridin-
2-ylamine with 2,4-dichloro-5-methyl-benzenesulfonyl chloride there was obtained: 2,4~
Dichlore-N-{5-(2-chloro-4-fluoro-phenyl}-6-methyl-pyridin-2-yl]-6-methyl-
benzenesulfonamide as a white foam. ISN mass spectrum, m/e: 457.1 (M-1 calculated for
CioH14CLEN,O,8: 457).

26

Example 156
In analogy to example 1, on reaction of 5-(2,4-bis-triffuoromethyl-phenyl)-pyridin-2-
ylamine with 3-chloro-benzenesulfonyl chloride there was obtained: N-[5-(2,4-Bis-
trifluoromethyl-phenyl)-pyridin-2-yl]-3-chloro-benzenesulfonamide as a white solid. ISN
30 mass spectrum, m/e: 479 (M-1 calculated for Cyo; CIEgNLO,S: 479).



In anal ogy to exanple 1, on reaction of

5-(2, 3-Di chl or o- phenyl ) - 6- net hyl - pyri di n-2- yl am ne
with 4-fluoro-3-trifluoro-benzenesul fonyl chloride
tWereswassobt ai ned N-[5-(2, 3-

Di chl or o- phenyl ) - 6- met hyl - pyri di n-2-ylj - 4-f1 uoro- s tr ot
fl uoronet hyl - benzenesul f onam de asyan of f-white foam
| SN nmass spectrum nfe: 476.9 (Ml cal cul ated 20 for
C19H12C12F4N202S: 477). Examlie 160 In analogy to
exanple 1, on reaction of

5- (2, 3- D chl or o- phenyl ) - 6- net hyl - pyri di n-2- yl am ne

wi th 3-chl oro-4-fl uoro-benzenesul fonyl chloride there
was obtai ned: 3-Chloro-N 25

[ 5- (2, 3-di chl or o- phenyl ) - 6- met h¥2mle 15 n- 2-y1 ] - 4-f 1 uo

LSeEfFﬁ%HQE?* AT, BB qfe i piooromeihyl pheny))-pyrdin-2-
Cl8H1 Teriprpith - mnmbenmdfdnpl m&mm&&%&@ﬂ@ﬂf{s (2,4-Bis-

PCT/ ERZ2885:8{2 na 0 exa
reaction of 5- E Zﬁlﬁfn@%d pﬁ n?bl % hfﬂz o cﬁ‘iaﬂndfa“w}"tes"hd ISN
yl am FESHFREA RY% A bev dddon/C208 RPN Dgi 459)er €
was obt ai ned: 3 Chl or o- N-[5 (2-
fl uor o- phenyl ) - 6- net hyl - pyri di n-2-yl ] -benzenesul f onam
de as an off-white foam |ISN mass spectrum ne:
375.2 (M1 calculated for ClsHEkipNA6RS: 375). 5
legp at i of the starting material: b) In analogy to
r’rp agtagy te Fxavgple Liorreastion 0f 5-(2,4-bis-trifluoromethyl-phenyl)-pyridin-2-

5- br oyfamnd etk iuByd- baiz&:eauﬁd e Mt é!’é e foas  obtained: N-[5-(2,4-Bis-

fI uor nhen ni ¢, aci tain

ﬁlﬁ oso%ﬁtgﬁlj% %l) 9&1 qaio-@en:y:pgﬁmfmde as a white foam. ISN
off Wivassespedsiving,. mic! 465HB5 1 Siledited! B OER; B, ROB,524 M.
cal cul ated for Cl2H11FN2: 10 202). rrpl e 162 a) In

anal ogy to exanple 1, on reaction of
5- (2- Fl uor o- phenyl ) -6-nethyl -pyridin-2- ylamne with

41kl uor o- benzenesul fonyl chlorig was obt ai ned:
4-Fluoro-N-[5-(2- 15 ity

f I uorin-aphlegyto e:@rnp&t]hyh rqytidbrs- 2,3 blhke B %E%%@!I’pyndmz

5 S L P i -

cal curapiE ﬁ i )Llfon orlde there was obtained: N-[5-(2,3-
D1chlor0-pheny1) -6-methyl-pyridin-2-y1]-4-fluoro-3 3-trifluoromethyl-

benzenesulfonamide as an off-white foam. ISN mass spectrum, m/e; 476.9 (M-1 calculated
20 for Ci9H12ChFN,0,5: 477).

Example 160
In analogy to example 1, on reaction of 5-(2,3-Dichloro-phenyl)-6-methyl-pyridin-2-
ylamine with 3-chloro-4-fluoro-benzenesulfonyl chloride there was obtained: 3-Chloro-N-
25 [5-(2,3-dichloro~pheny1)—6—methyi—pyridin—2—y1] -4-flooro-benzenesulfonamide as an off-
- white foam. ISN mass spectrum, m/e; 442.9 (M-1 calculated for CigH;,CLFN,0,S: 443),

Example 161



Exanple 163 a) In analogy to exanple 1, on reaction of

5- (2- Fl uor o- phenyl )-6-nethyl -pyridin-2 20 ylamne with
4-fluoro-3-trifluoromethyl -benzenesul fonyl chloride
Waoeves/mes6 obt ai ned: 4- Fluoro-N- [ 5- PCT/EP2005/007394
(2-fl uoro-phenyl)-6-nmethyl-pyridin-2-yl]
-3-trifluoronethyl - benzenesulfo;%plde as a white

foam | SN nmass spectrum nle: 1(M1 calculated for

CloH} Eﬂ}ﬁ%ﬂ%ﬁm ék%x]%)le 128n @é@:mﬁl & 5X841ddho f)ﬁ@ﬁﬁ’ﬂg nidthyl-pyridin-2-

exa i on of
S ( 2 TP iER 1 er SRV e ghees e abaingd: feroN-5-(2
with ﬂﬁoﬁbpmrr@})%ﬁlkwlnﬁrbmzqn afetlchenybn4hide ki AEoff-R@Ie foam. ISN

was obtained: N-|5;: = .

Bi's. oPie ey Sel 7o ey B GBS o0 4.
I uor o- benzenesul fonanm de as an off-white foam |SN
mass spectrum nfe: 496.9 (M1 calculated for

C3OHEACLEANAOR B sAAXTe ma3Bifl0 2006/ 010546
PCT/ EPZ005/ 007894 Exanpl e 165 I n analogy to

ex a”’;'gﬁl dnaldp 16 SAGIIOIB),Un reacuon of 5-bromo-6-methyl-pyridin-2-ylamine with 2-

5- (2-Fl uor.o- phe th [ | a Wi t
o B ?12' bt G ot et f@nﬁvgremrg&ﬂﬁeré bpidyipyidin-2-

\NaS ghiahawecbf-white falidEIahms spectrum, m/e: 202.2(M calculated for CpH; FN,:
N% 5 éﬁ fl uoro-phenyl)-6-nethyl - pyridin-2-yl]-6-nmethyl

nz2 ésul fonam de as an off 5 white foam |SN mass
spectrum nmle: 422.9 (M1 calculated for
C19H15C12FN202S: 423). Exanple 166 In analogy to
exanple 1, on reaction of

5- (2- Fl uor o- phenyl ) - 6- net hyl - E%@r@% ylamne wth
O RNz 6n e L LR o SRR e 8T S ipyricin 2

obt ai
phenylamite wigh tfvorybindémsifonyljchieritle tHekargasabidihgd: 4dmmre-N-{5-(2-

ngs ulgf

Sgsz ot frugm ,#‘ZD %}Sgth{ii Wfﬁ] Pz&?@i@niﬁﬂe%ﬁm& foam. ISN mass
C19 HErgeiymgy ge: 35 0M- 1ca1£x]at¢élff§ GHERNaRE: 828)- t 0 exanpl e

1, on reaction of

5- (2- Chl or o- phenyl ) - 3, 4-di et hyl - pyri di n-2- 15

ylanline with 3-trifluoro-benzenesul fonyl chloride

there was obtained N-[5-(2-ChLoras. 163

phenyl) -3, 4-di net hyl - pyri di n-Z=

- 3- U ) frl HRIEIRI B¥hpR 1887 RAGRKIF SNATHR 0 B efyl)-8lth@W1-pyridin-2-

20 ylamine with 4-fluoro-3-triffucromethyl-benzenesulfonyl chloride there was obtained: 4-
Fluoro-N-[5-(2-fluoro-phenyl)-6-methyl-pyridin-2-ylj-3-trifluoromethyl-
benzenesulfonamide as a white foam. ISN mass spectrum, m/e; 427.1(M-1 calculated for
CioH13FsN20,S: 427).

25 Example 164
In analogy to example 1, on reaction of 5-(2,4-bis-trifluoromethyl-phenyl)-pyridin-2-
ylamine with 3-chloro-4-fluoro-benzenesulfonyl chloride there was obtained: N-[5-(2,4~
Bis-trifluoromethyl-phenyl)-pyridin-2-yl}-3-chloro-4-fluoro-benzenesulfonamide as an
off-white foam. ISN mass spectrum, m/e: 496.9 (M-1 calculated for CisH1oCIF,N,0,5: 497)

30



anor phous solid. I SN mass spectrum me: 439.1 (M1
cal cul ated for C20HL6CLF3N202S:. 439). 20 Preparation
of the starting nmaterial: b) In anal ogy to exanpl e

Mo 200801058ACt | on of :

5- br onp- 3, 4- di met hyl - pyri di n-2-yl ami ne with TCTEP2005/007894
2-chl or o- phenyl boroni c add there s obt ai ned:

5- (2- Cbl or o- phenyl ) -3, 4-di met hyl = *pyri di n-2-yl anmi ne a

white solid. ISP nass spectru ke 33 (M1
cal cul at ed for C13H13Cl N2: Zgg%gﬁgéhéxan1lie 168 a)
I n amakedygyt |1Q):11rvea&i6n LEALS. F%I@F;henérl) -6~ erﬂxyl-%yndm— ~Ylarnine

5-(2- t hyl - d
Wi § h“’%&# &;ﬁf“ ﬁ‘z‘éﬁg)ﬁﬂ‘g’lﬁ%‘?“@fﬂ qrh!lf@deﬁbqrewwa@tmned 2.4-Dichloro-
obt alNagsd(2- ﬂut%LpﬂfeﬁleGEzﬁctbﬂ-pyndm-Z—yl] 6 meth 1-benzenesulfonamide as an off-

chlo e I 4- di I | zen ifo
T SR A AR T N

spectrun1 me: 405.1 (M1 calculated for

C19H16C12N202S: 405). V\D 2006/ 010546 PCT/ EP2005/ 007894

-76 Exanple 169 In analogy to exanple 1, on reaction
of 5-(2 Cbloro phenyl ) - 3, 4- diﬁ%ﬂﬁgﬁlé@ridin 2- ylamne

W thy4 o-benzenesul f an I de the
obt alInnaen Tg}? %%:ﬂlogrrsa Hl’eﬁ—a—?{u(}m pheny) 6-met$nyl~pyr1dm— 2-ylamine
- 3, 4with ﬁﬁtllﬂybrqmyﬂth}(]-lbnnz’bnyﬁu}feﬂyl thloddeothbenze BBﬁiﬂefiQﬂk’ﬁ&Tﬂ(ﬂPluoro-

P BTN S0 R vt

Ex anfoia. i5phmays Spnctamlrdgyéoed (dichngtwated ferMI'haEaNh(DjS HP).
2-Methyl -[3,3" ] bi pyridinyl-6-ylamne with 3- 10
trifluoro-benzenesul fonyl chloride there was obtai ned:

N-(2- Met hyl -[ 3, 3" ] bi pyridi nyl - 6-

yl)-3-trifluoronethyl - benzeneg@xddigloasi de as a

i ght-yel | ow anor phous solid. | SN mass spectrum me:

392 (H2 apalpgitosreniple dr o108 ¢ibhRE SE O Silo®9henyl)-3,4-dimethyl-pyridin-2-

Hie pﬁﬁlﬁfﬂe%&pj R rSbehdeh IR 5% ElbAde thérd v ob iRk P41Y2-Chloro-

to exanpl e I?) on reactiaon

5- br BBV Ay Tdin2 2l vt mifinaromethyk-benzenesulfonamide as a yellow

pyr | £hidrpROGY Nolid AEH thiie i@, QL @sﬂﬁé«x 1 calculated for CooHyCIFN,0,S:
Mﬁ%y [3,3 ]bipyridinyl-6-ylamne a yello

20 Preparation of the starting material:

b) In analogy to example 1b), on reaction of 5-bromo-3,4-dimethyl-pyridin-2-ylamine
with 2-chloro-phenylboronic acid there was obtained: 5-(2-Chloro-phenyl)-3,4-dimethyl-
pyridin-2-ylamine a white solid. ISP mass spectrum, m/e;: 233 (M+1 calculated for
Ci3H;3CING: 233).

25

Example 168
a) In analogy to example 1, on reaction of 5-(2-Chloro-phenyl)-3,4-dimethyl-pyridin-2-
ylamine with 3-chloro-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(2-
chloro-phenyl)-3,4-dimethyl-pyridin-2-yl]-benzenesulfonamide as a yellow amorphous
30 solid. ISN mass spectrum, m/e: 405.1 (M-1 calaulated for Ciol;6ClLN,O,S: 405),



solid. El mass spectrum nie: 185.2 (M cal cul ated for
CIIHIN3:185). Exanple 171 20 a) In anal ogy to exanple

1, on reaction of

Sv¢ 20&ossco- phenyl ) - 4- net hyl - pyri di n-2- yl am ﬁ;er/ﬁiizb(ﬁmmsm
3-chl oro- benzenesul fonyl chloride there was obtai ned

3-Chl oro-N-[5-(2- -76 -

chl or o- phenyl ) - 4- et hyl - pyri di n- 2-yi ] - benzenesul f onam

de as a white solid. 1SN mass spectrum me: 391(M1

cal cul ated for Cl3H14C12N2Q2S: 391) 25 Preparation of
the starting material: b) In @,%u (ﬂ_g%%to exanpl e | b),

on reactlon of 5-brono- 4- et hyt - in-2-ylamne with

Z (2 B & oﬁzﬂgﬁa‘ﬁ?@l"ﬂh el 5101 G HR RIS ety pyridin.2-

- 4- et
~yel I W@ﬁ%@%&aﬂﬁ%owﬁ@h@f@s ibtewg N-[5-(2-Chloro-
calc 8 CB 4 dim b2 it Gh N1 -4 Mfhboro- WA 7208 (R AR8HGs a yellow amorphous

Egafﬂl‘é 1% %%72%?%{7{1/ E??J?hl/.[llec cu]%.teg)forld? &'fﬁ%st 839)

5-(2-Chl or o- phenyl ) -4-nethyl -pyridin-2- ylamne wth
3-trifluouoromethyl -benzenesul fonyl chloride there was

obt ai ned: N-[5-(2-

Chl or o- phenyl ) - 4- et hyl - pyri dgsBngdyi7z- 3-tri fl uoronet hy

| - benzenesul onam de as an off 5 Ite solid. |ISN nmass

S peci)Turinalogyeto e#ﬁﬁplﬁ 1{dvt tkactiah QHﬂMﬁHYI-f[mB Ibipyridinyl-6-ylamine with 3-

5399:% u%)Fg’-Nzrpzenesglg o%}ﬂ(g]%(e%gre was 5‘bta1ned). N- & ﬁn%ho (3Ysr ]tbﬁ)yndmyl 6-
5-( 2yl§5f3l-to!ﬂooxp>heﬂwll )nemwfguasq@eras dilight2yelld® aplogphionesolid. ISN mass

}Mhépé% Was oﬂual nel?j'161 %ﬁ%dt@?ﬁﬁﬁn&%@dﬁ%b) chiori de

Di chl oro-N-[ 5- (2-chl oro phenyl) - 4- et hyl - pyri di n- 2-yl ]

- 6- et hyl - benzenesul fonam de as a white solid. |ISN

massp% efatibn bf thebeiting 3ShtdrMi: 1 cal cul ated for

C19H15C13N202S: 439). Exanple 174 15 In analogy to

exsand) i dhalogntia exampledh), oh reaction of 5-bromo-~6-methyl-pyridin-2-ylamine with 3-

2- Met h

el oPgpiterteholt A B ita  BRARE Lo ibvijaing € plamine  yellow
3- ChkojxdoEIl\m@sgsmtrhy! mfe 1852 (M calculated for CanNs 185)

[3,3" ] bi pyridinyl-6-yl)-benzenesul fonam de as a

|'i ght-brown anorphous solid. ISN mass spectrum nie:

358 (M1 calculated for C17H14CLN302S: 358). 20

Exanpl e 175 Example 171

20 a) In analogy to example 1, on reaction of 5-(2-Chloro-phenyl)-4-methyl-pyridin-2-
ylamine with 3-chloro-benzenesulfonyl chloride there was obtained: 3-Chloro-N-[5-(2-
chloro-phenyl)-4-methyl-pyridin-2-yi]-benzenesulfonamide as a white solid. ISN mass
spectrum, m/e: 391 (M-1 calculated for C;sH;4ClLN,O,8: 391).

25 Preparation of the starting material:
b) In analogy to example 1b), on reaction of 5-bromo-4-methyl-pyridin-2-ylamine with 2-
chloro-phenylboronic acid there was obtained: 5-(2-Chloro-phenyl)-4-methyl-pyridin-2-
ylamine a yellow solid. EI mass spectrum, m/e: 218.1 (M calculated for C;2H;1 CINy: 218).



In anal ogy to exanple 1, on reaction of

5- (4- Fl uor o- 2- net hyl - phenyl ) - 4- net hyl - pyri di n-

2-ylam ne with 3-chl oro-benzenesul fonyl chloride there
Wae 200efopdsied: 3- Chl oro- N-[ 5- (4-

f1 uor o- 2- met hyl - phenyl ) - 4- met hyl - pyri di n- 2- yI JSBERFEHYTSH
sul fonam de as a colorless solid. -LSN mass spectrum

nme: 389 (M1 calculated for C19ng "FN2025: 389). 25

Preparation of the starting mat&rgh' ﬁll'lﬁ) In anal ogy to
exanpl e 1b), on reaction of €

5- br orr 1 amaogyytd exaypladi, am2eactiofbie (WChidr 2 henyl)-4-methyl-pyridin-2-

5 (4 raarwRaL Rl Byl Bolfoiat Hestdber vaodeincd -5

PCT/ EF009 BeRBYA-metizg-nyyidind2-y}} 23-yifhsot difetg-bafzenesulfonamide as an off-

Sros B ko Mookl ks e T QTSGR R v

176 5 a) In analogy to exanple 1, on reaction of

5- (4- Fl uor o- 2- net hyl - phenyl ) - 4- net hyl -

pyridin-2-ylamne with

3-trifluoromnethyl -benzenesul fonyl chloride there was
obt ai ned: N-

[ 5-(4-Fl uoro- 2- net hyl - phenyl) - 4 ne e%gpyridin-Z-yl]-S
-trifluoronethyl- benzenesul f offam a white solid.

| SN mapk skl txhmple®; ortreactid of 5cEL L g-lg_r_ -pyridin-2-
| LFANPORS: A3 i) Bxanpl 1%750(3)@?1?11%%%‘ 4-iiEthyl-pyridin-2
exanpl &4 withy, -g& o3-6gpethyl-benzenesulfonyl chloride there was obtained: 2,4-

Sy $ |4d Elmgimm'wbmpﬁmﬂb H-the L Pttdin-2-y1]-6-methyl-benzenesulfonamide
Y e PPt R IO M pertrum,apic 435 041 seldiod on Gy PoNe0: 439),
chloride there was obtai ned:

2,4-Dichloro-N-[5-(4-fl uoro-2-nethyl -phenyl)-4-net hyl -
pyridin-2 15 yl]-6-methyl - benzenesul fonam de as a

white solid. 1SN nass spect runixamplelz37 2( M 1

C u 7C 2EN2O2S:,. 4 mle A A . .

capontey Lot S iR Gloatiain Goipmine with 3

per seéderothtazenesnifonyl chloridetesdivanibtdinsd: $-10hlqr6 ML nhedkyi-

of t a@,ﬂ%ﬁ)}fﬂﬁk&ﬁ@-yﬁ QJeh&\PM?ﬂ’oﬁ%Pa%%ls attiigciﬂibmwn amorphous solid. ISN mass
spectrim, m/e: 358 (M-1 calculated for C;;H;4CIN3O,S: 358).

- 20 Example 175
In analogy to example 1, on reaction of 5-(4-F1u0ro—2-methyl—§henyi)—4-methy1—pyridin-
2-ylamine with 3-chloro-benzenesulfonyl chloride there was obtained: 3-Chloro-N- [5-(4-

‘ fluoro-2-methyl-phenyl)-4-methyl-pyridin-2-yl}-benzenesulfonamide as a colorless solid.
ISN mass spectrum, m/e: 389 (M-1 calculated for C1oH6CIEN,O,S: 389).

- 2b
Preparation of the starting material:

b) In analogy to example 1b), on reaction of 5-bromo-4-methyl-pyridin-2-ylamine with 2-
chloro-phenylboronic acid there was obtained: 5-(4-Fluoro-2—methy1—pheny1)-4—methy1—



Per tablet Active ingredient 200 ng Mcrocrystalline
cellulose 155 ng Corn starch 25 ng 25 Talc 25 ngy

Hydr oxypr opyl net hyl cel | ul ose 20 ng 425 ng WO
PAOBHOmOHE6 PCT/ EP2005/ 007894 -79 Exanple B Tmmﬂmymn&m
conmpound of formula |I can be used in a manner

per se as the active |ngred|ent,ﬁpr t he productlon of
capsul es of the follow ng conposition: Per capsule 5

Act i ?ndhﬁgl -RlekinBftas itQQmQrp‘EBus l@f\/g&l%%ﬁﬁcﬁ 18m0ss Wectrum, m/e: 217.3
Lactgmg %68 ng Egé%g 5@3 nesi um stearate 0.5

33§ Wﬁ ﬁb 6 PCT/EP2005/007894 - 80
CLAIMS 1. Conmpounds of fornula R6 G YR ESA R3 QO
RN N-S~R4

Example 176
5 a) In analogy to example 1, on reaction of 5-(4-Fluoro-2-methyl-phenyl)-4-methyl-
pyridin-2-ylamine with 3-trifluoromethyl-benzenesulfonyl chloride there was obtained: N-
[5-(4-Fluoro-2-methyl-phenyl)-4-methyl-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide as a white solid. ISN mass spectrum, m/e: 423 (M-1 calculated for
CaoH,6FaNZ0,85: 423).

10

Example 177
a) In analogy to example 1, on reaction of 5-(4-Fluoro-2-methyl-phenyl}-4-methyl-
pyridin-2-ylamine with 2,4-dichloro-6-methyl-trifluoromethyl-benzenesulfonyl chloride
there was obtained: 2,4-Dichloro-N-[5-(4-fluoro-2-methyl-phenyl)-4-methyl-pyridin-2-
15  yl]-6-methyl-benzenesulfonamide as a white solid. ISN mass spectrum, m/e: 437.2(M-1
calculated for CyHy7CLFN,O,S: 437).

Example A

A compound of formula I can be used in a2 manner known per se as the active

20 ingredient for the production of tablets of the following composition:

Per tablet
Active ingredient 200 mg
Microcrystalline cellulose 155 mg
Corn starch 25mg
25 Talc 25 mg
Hydroxypropylmethylcellulose 20 mg

425 mg



R5 (I) 5 wherein R is hydrogen, alkyl, cycloal kyl,

hydr oxy, hydroxyal kyl, al koxy, al koxyal cyl, amno or
amno alkyl; R2 is hydrogen, allcyl or halogen; R3 is
sl spgeseeal Kyl or hal ogen; 10 R4 is phenyl,

t hi ophen§16, pyridyl, quinolyl, piperidyl, rmrgﬁg’%%\éh%ormsw
t hi onor phol yl optionally substi tg{zgd Wi th one or nore
substituents independently selected from al kyl,
cycloallryl, hal ogen, hydroxy, giyd al kyl, al koxy,

al koxyal kyl , hydroxyal koxy, al m%llg‘%xy, cyan, trif

| uor onet hyl , trif% or gnet hoxy, aryl, arylal kyl, )
aryl oxy, gad e éj’Ff?“léf[ k37t beapssd iy BaanRes knqwn per se as the active
al koxygradiberfyt thk sotyictntbfabiyles 968 followhs; dosapaMedsegen

or allryl; R6, R/, Rs, RO and R10 are independently

sel ected from hydrogen, al kyl, jhal oggn, cyan,
trifluoronmethyl, alkoxy and al kﬁyg{-g-%ggs’; A'is nitrogen
or CR1O;. 20_E is nitrogen or C-R9; W) 2006/ 010546
PCT/ Brtivonerdisds -81- G is ni 19BYmE or GRs; wherein
not wReEsthithkn one of A, E and sz_s@“ﬁétrogen; and
phargaceutically acceptable salts and esters thereof.
2. Btnds according to clai m ¥ ™herein R is
hydragkn. 5 3. Conpounds accor dimgnhgt o claim 1,
V\,herﬁjén R1 isst al @/I. 4. Conpoun according to any one
of clratsfE s 3 wherein R2 is gen. 5.
Ctnpounds according to any one 230.&igins 1 to 3,
wherein R2 is al kyl. 6. Conpounds according to any one
of clains 1 to 5 wherein R3 is hydrogen.



7. Conpounds according to any one of clains 1 to 6,
wherein R3 is alkyl. 10 8. Conpounds according to any
one of clainms 1 to 7, wherein R3 is hydrogen. 9.
Gunpousidsisaccor ding to any one of claims 1 t pdyppnosnnrsos
wherein Ais CR o 10. Conmpounds according to any one
of clains 1 to 9, wherein Eis C—Rgo 11. Conpounds

t8v9

according to any one of clains | , Wherein Eis
nitrogen. 12. Conpounds accordina any one of
claims 1 to 11, wherein Gis GRs: 3. Conpounds

according to any one of clains 1 to 12, wherein R is
phenyl optionally substituted with one to three
substituents independently selected from al kyl,

cycl odJky Confpaladsst forimttr oxy, hydroxyal | ryl, al koxy,
al koxyal kyl , hydroxyal | coxy, al koxyal koxy, cyano,
trifluoromethyl, trifluoronethoxy, aryl, arylalkyl,
aryl oxy, heterocyclyl, al k¥ carbonyl anino,

al koxycar bonyl al | coxy and allkyl - §f2-. 20 14. Conpounds
according to claim 13, wWh@Fei | 2phenyl
substituted with one to ég:e subst)i tuent s

i ndependently selected fr | ogrh and
trifluoronethyl. 15. Conpouhds a§cor 'ngoto ny one
of clains 1 to 14, wherein R6, R RO @né?Rio are
i ndependent|y sel ected from hygt06g yL-S-hal ogen
and trifluoronmethyL WD 2006/ 010546 PCT/ 2005/07894
-82 16. Conpounds according to any one ofisclains 1 to
15, wherein R6 is hal ogen, alkyl or trifluoronethyl.
17. Conpounds according to claim16) wherein R6 is
chloro, nethyl or trifluoronethyl. 18. Conpounds
aceor di ngwhéreimny one of clainms 1 to 17 selected fromb5
N-[ 5- (2- Chl or o- phenyl ) - pyridin-2-yl]-5-fl uoro-2-nethyl

-benzenesyi § Lde; :3- Ghl.oro: .

[ 5- ( 2 C hl %r]g _g‘g%'gh%ﬁ My?&é?]%xlgb%}?xy, hYdIOXY alky ]-9 alkoXY, a]koxyﬂ.lkyl, amino

- 2- et hyl - berazeinedigllf onani de; N-

[5-(2, 4-Di chl oro-phenyl) -pyridin-2-yl]

-'5- f | uor oRZs BREBYdn; »eRAsMLE onam de;

3-Chl or o- N- [ 5- ( 2?4-§th| or o%?ﬁenyl )-pyridin-2-yl]-2-me

thyl - benzenesul f onanj de; ., 3- Chl oro- N-

[ 5- ( 2-chl @ﬁ%ﬁﬁ‘hg%?réﬂf’g?hﬁlﬂ%% pyridin-2-yl] -2-nethyl

10 benzenqﬁulfonanide; Bi phenyl - 4-sul fonic acid

[ 30 ( 2- chl Briophewrh piphty, thisphenylpyridyli quitelyl] pipeidyli ejorpholyl or
thiomorpholyl optionally substituted with one or more substituents
independently selected from alkyl, cycloalkyl, halogen, hydroxy, hydroxyalkyl,
alkoxy, alkoxyalkyl, hydroxyatkoxy, alkoxyalkoxy, cyano, trifluoromethyl,
triffuoromethoxy, aryl, arylalkyl, aryloxy, heterocyclyl, alkylcarbonylamino,

15 alkoxycarbonylatkoxy and alkyl-SO,-;

R’ is hydrogen or alkyl;

R%, R%, B, R® and R™ are independently selected from hydrogen, alkyl, halogen,
cyano, trifluoromethyl, alkoxy and alkyl-SO,-;

Ais nitrogen or C-R'%;

20 E is nitrogen or C-R%



3-Chl oro-N-[ 5-(2-chl oro-4-fl uoro-phenyl)-pyridin-2-yl]

-2-met hyl - benzenesul f onam de;

3-Chl oro-N-[ 5-(3-fl uoro-phenyl)-pyridin-2-yl]-2-methyl
fonam de; 15

%@g@@% [ 5- (2, 4-di fl uor o- phenyl ) - pyri di n- 2§ TFE29053{407894

t hyl - benzenesul f onam de;

N-[5-(2, 4- D'fluoro phenyl) - pyrldTﬁﬂz yl]-5-fluoro-2-ne

t hyl - ben ge; 3-Chloro-N

[ 5-(4- nEt oxy ﬁ eny Cpyridin-2-yl]

- 2- et hyl - benzenesul f onam de; 3-Chl oro- N

[ 5- (4- f | WOEEITIRE TS they ppelpfd, B andG is nitrogen;

- 2- et hyl - benzenesul f onami de;

5- FI uoroaﬂaf)ﬁmﬁﬂc&hwyacd@pﬁmlsakswaLeﬁér@ﬂ?erebk] 2- et hyl
-benzenesul f onam de;

5- F Yor O\ n{p?mg(?sax: L é(}/oghen]yl“)hepe}/nﬁ ﬁycﬁ-og/en 2- met hy

I-benzenes onam a

3-Chl oro-N-[5-(2- fluoro phenyl ) - pyrldln 2-yl]-2-nethyl
- FenBene SomponRdfizg@rding trtlajny b whieref R is alkyl.

5- (2-fluoro-phenyl) -pyridin-2-yl]

- 2- et hy Cob@ﬁﬂﬁﬁ&&dékdﬂglﬂjﬁrﬁ%ne o?—dé‘ixﬂ_s)'locb bakRrdh R? is hydrogen.
[5 (2 chloro phenyl ) - pyridin-2-yl]

PCT / g@&gg@g@%&%l %%gn ona!n()jr%hevptlzooql 9 O 4e:§em R%is alkyl.

N-[ 5- (2 Chloro|£henyl) pyridin-2-y1] -2, 5- dlfluoro benz
enes@ f oframPawRds according to any one of claims 1 to 5, wherein R* is hydrogen.

3- Chl or o- N-[ 5- (4- net hanesul f onyl - phenyl ) - pyri di n-2-yl ]

- 2- Mgt hy ComBena entdiA®tddlly @8e of claims 1 to 6, wherein R® is
3-Onloro- N[ 5- (4- Tl uors: phenyl )- st s frberein R s st

th ul f onam d
S Bor RS SRREE R Rof 5t s g 7> wiyrinRa isigagen
-2 net hyl - benzenesul f onam de;
3- ChPor oCrmpaurds a¢cordingtopme ot P daime Ly B, wheréitirs C-§/f ]
- 2-met hyl - benzenesul f onam de; 10

5- Fl wer oebkngéur(rﬁaédouﬁﬁg)to%%ﬁé bf GaiffB Y By bkl Ens @R |

- 2- net hyl enzenesul fonam de;

N[ 54§ 2, ém%’ona a%fgpcﬂr? b f)nﬁ{%ﬁf’ c}l 1¥0L W ere:m !Enfgzt&%)é 1.

-benz€nes

[5-(2, 4-dichl oro- phenyl) pyridin-2-yl]
~ ben¥2neSempedapesording fo any one of claims 1 to 11, wherein G is C-R%.

N-[5-(2, 3-Di chl oro-phenyl ) -pyridin-2-yl]-2,5-difl uoro-

bisn z g31€ SObihpaaidls 6@ording to any one of claims 1 to 12, wherein R? is phenyl optionally
substituted with one to three substituents independently selected from alkyl,
cycloalkyl, halogen, hydroxy, hydroxyalkyl, alkoxy, alkoxyalkyl, hydroxyalkoxy,
alkoxyalkoxy, cyano, trifluoromethyl, trifitnoromethoxy, aryl, arylaikyl, aryloxy,
heterocyclyl, alkylcarbonylamino, alkoxycarbonylalkoxy and alkyl-SO;-.

20 14. Compounds according to claim 13, wherein R* is phenyl substituted with one to
three substituents independently selected from alkyl, halogen and trifinoromethyl.

15.  Compounds according to any one of claims 1 to 14, wherein R%, R7, R®, R? and R™®
are independently selected from hydrogen, alkyl, halogen and trifluoromethyl.



15

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

t hyl - benzenesul fonani de; 3, 4-Di chl oro- N

WH20d/0adshor o- phenyl ) - pyri di n-2-yl | PCT/EP2005/007894

- benzenesul f onam de;

N-[5- (2- Chl or o- phenyl ) - pyri di n-2-g4 | - 3, 4- di met hoxy- ben

zenesul f onam de; o

3- Chigr oz ?Mcﬁja@&ﬂr&hg tPRGRINE bf dls ied1 152 whkdein®E T albgbn, alkyl or

-benzenegﬁi onam de;
HPEXRAT¥Y uor o- 2- met hyl - phenyl ) - pyri di n- 2-yl ]

5- Fl uor o-
-2-nmet hyl 20 benzenesul f onan de;

3- Chler dedinpsurids-at¢anding tclaimt 16y whaykie B is)chloys, indithyl 8- tyiflioromethyl,
- 2-met hyl - benzenesul f onam de;

3- Chigr %théﬂﬁd’% aewr&hgtmﬁwé b Wtk 91t 1 Pedektea fomet hox

y- benzenesul f onam de,

151 o- berSAUR IR} DGR -5 fbaie methyT lavkncilfonamide

PCT/ EP2005/ 007894 -84 3-Chloro-N- |
5- (2, 4- di-EhlagpN-HHiréirghlproppirenyl)-pyddipt3-yl}-2-mehildeyzenesulfonamide;
benzenesul f onam de;

3- Cbl or oqlys5[(5:4( Bichodd- gﬂéﬁﬁ%yﬁﬁﬁny )= Mﬁdrg'z%&hﬂlﬂenfen%lfonmde,

t hyl - benzenesul f onam I"peri di ne- I-sulfonlc acid

T (2, oSSR Bhe a2 P P mpeppttonamide

t hyl - benzenesul f onam de;

N- [ 5- ( 2, BChlarbiN D{Pbldoso-phepyli-betnethfd-prifind2-i1] temethpen z
| f i de: -
ﬁﬂfgu(zq%i%é‘gﬁ‘%°ﬁ‘8“‘ﬂ%eeny|) pyridin-2-yl]-2,5-difl uoro-

benzenesul f ona
N5 (2 pbshogonneris 5 Costhorarmhepsl fymetbyl-pyridin 2 yil-amide;
-5-fl uoro-2-net hyl - benzenesul f onam de;

3- Chl or B-I9h[dho (2B 2ickibioot-Aumbaehyl)-pyrididinylR2xthdthd- me

t hyl - benzepesul.tonam de; 10
5- Fluor33 s?@? r'%r‘o 5-trifluoronethyl-phenyl)-pyri

di n- 2- yd; neth benzenesul f onam de;
3- Cni or gi-Ghloso - (rBnerosphenyl}-pyrisinret hy meshidrppzengsylionamide;

‘din-2-yl]-2-nmethyl - benzenesul f onam de;

35Chl or - 2hIé N[ 5- &,4—d1ﬂuoro Fhenyl)-pyndm— -yl]-2-methyl-benzenesulfonamide;
[5-(2-trifluoromethyl-phenyl) pyrldln 2-yl] - 15

benzene I
5- ( 2- tfl}lil f[% 85,?: rrgl?lﬁxﬁ-p}beﬁglz éﬁ[?- rc)>/-|2]-methyl-benzenesu}fonam1de,
3~-Chloro-N-{5-(4-methoxy-phenyl)-pyridin-2-yl}-2-methyl-benzenesulfonamide;

3-Chloro-N-{5-{4-fluoro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide;
5-Fluoro-N-[5-(4-fluoro-phenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide;
20 5-Fluoro-N-[5-(2-methoxy-phenyl)-pyridin-2-yl}-2-methyl-benzenesulfonamide;
3-Chloro-N-[5-(2-fluoro-phenyl)-pyridin-2-yl}-2-methyl-benzenesulfonamide;
5-Fluoro-N-[5-(2-fluoro-phenyl)-pyridin-2-y1]-2-methyl-benzenesulfonamide;

2,4-Dichloro.—N- [5-(2-chloro-phenyl)-pyridin-2-yl]-6-methyl-benzenesulfonamide;



benzenesul f onam de;
5-Chl oro-N-[5-(2, 4-di chl or o- phenyl ) - pyridin-2-yl]-2-ne
t hoxy- benzenesul f onam de; 20

* Nod 20050108560~ 4- [ 5- (2, 4-di chl oro- phenyl ) - pyridin
fanmoyl ] - phenyl }- acetam de; N PCT/EIY20051007894

[5-(2, 4-Di chl oro- phenyl) - pyri di n- 2313y
-4-trifluoronethyl-benzenesul f onam“de;

N-[ 5- (2, 4Discial
- 4- et hy sul So(l?]y(?ﬁ ﬁﬁ’enes'tp? Ona?ﬁflgzg deMoro—benzenesdfonmﬁe,

3- Chl or o- |quoro- henyl) yridin-2-yl]-4-nme
t hyl -benzgﬁ&i‘ﬁ %‘B&Eﬁ i‘@()’ép Bzmndm-Z -y1]-2-methyl-
PCT/ EPZOOBérQ&Ye&Sﬂmamﬁﬁ

N-[5-(2,3-Difluoro- phenyl) pyridin-2-yl]-5-fluoro-2-ne

thyl - benzgpesis f Ran

5-(2, 4- Blg tr g? ggne'fq%owll\ll-ﬁ?‘?&)n@'ln}e%m 2ol R ymethyl-
- 35¢chl orob@zmlﬂ mmiﬁehzenesul fonam de; N [5-
(2,4-Bis-trifl uororrethyl phenyl) -pyridin-2-yl]

- 3- chl or 05.#tiwes-wls: (451&%?6153 gﬂﬁﬁ% By W ht

[5-(2,3-difluorq: ey)py
- 2- met hy| 29é& ?ﬁ@ﬁ@gﬁf"ﬁ&nam de; P| peridine-1-sulfonic

add [5-(2, 3-di chl oro-phenyl)-pyridin-2-yl]-am de;
5- Chl or o-NChlor¢-2-[5- Geftuorpphenyl)) 6-Eretipl-pyridiperf PR inathyt! |

-2-net ho f onam de; 10
N-{ 2- Chi é%’egzﬁx%ﬁ%ﬁ?ﬁﬁ?lguoro phenyl ) - 6- et hyl - pyri di n- 2-
yl sul fano ]]g n % acetam de; N
[3%(4-F L%F OF}hEr{%‘r (§-Heorrephapyl) Sywedipipy2idjs p-yl]-2-methyl-

-4-tri fl ueheaehdfithami@@nzenesul f onam de;
N-[ 5- (4Fl uor o- phenyl ) - '6- mathyl pyri di n-2-yl]-4-net hane

"5 chtor STBRRTTSRGH RIS i praregmentimanice

-acetic acid nmethyl ester,

N-[5- (4- P %Dﬂ@lq;h-éhiﬂ §2,45 divklotosbhauyDipridin2-yl) jedzdneslifortamide;

or omet hoxy-
N—[5—(2,3-Dic1ﬂor0-pheny1)—pyridi;J-Z-yi]- ,5-difluoro-benzenesulfonamide;

15 3-Chloro-N-[5-(2,3-dichloro-phenyl)-pyridin-2-yl}-2-methyl-benzenesulfonamide;
3,4-Dichloro-N-[5-(2-chloro-phenyl)-pyridin-2-yl] -benzenesulfonamide;
- N-{5-(2-Chloro-phenyl)-pyridin-2-y}-3,4-dimethoxy-benzenesulfonamide;

3-Chloro-N-{5-(2-chloro-phenyl)-pyridin-2-yl]-4-methyl-benzenesulfonamide;

5-Fluoro-N-[5-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl] -2-methyl-
20 benzenesulfonamide;

3-Chloro-N-[5-(4-fluoro-2-methyl-phenyl)-pyridin-2 —y’l]—Z—methyl-
benzenesulfonamide;

S-Chloro-N— [5-(2-chloro-phenyl)-pyridin-2-yl]-4-methoxy-benzenesulfonamide;

'4:5“DiCh1010'N-[5"(2~Ch10r0-phe;1}fl)-p}’ridin-2—yi]-2-ﬂuoro-benzenesulfonamide;



benzenesul f onam de; 20

3-Cbl oro- N-[ 5-(4-fl uoro-phenyl)-6-nethyl -pyridin-2-yl]

- 4- met hoxy- benzenesul f onam de;

Av & poev0sdy- [ 5- (4-f 1 uoro- phenyl ) - 6- net hyl - pyr i gifagsoddidorsos

-2,5-di met hyl - benzenesul f onam de;

N-[5-(2, 3-Di chl oro-phenyl ) - pyri di ng2:yl ] - 4-(2-hydr oxy-

et hoxy) - 25 benzenesul f onam de;

N- [ 5- ( 2- ChiChlaropfid (2, Y-dichieb en) 6l Jaefiofd.uoro
ATk

- benzenesggnfzmodn%ﬁﬁélef\l;) 2006/ 01054 05/ 594
- 86

3- Chl oro- N-[ 5- (2- cbl or o- phenyl ) - 6- net hyl - pyri di n- 2-yl ]

- 4- et hyl 3- ?M@T@:ﬁ‘dﬂgﬁf&@hemmﬁmﬁfﬁ]—4-methy1—benzenesulfonamide;
[ 5- (2-chl oro- phenyl ) - 6- net hyl - pyri di n-2-yl ]

- benzenesRipéridiagdl delfonic acid [5-(2,4-di -phenyl)-pyridin-2-yl}-amide;
2,4-Dichloro-N-[5-(2-chlor c[)- E)hen; o_r%_p EI}YquYng/nr% Hll]r?-nﬁde’

-yk] - 6- I nzenesul\f onam de; )

b Bor i f R G ERBE RS AR 502 trtuoromethyt benzenesifonamides
[ 5-(2-chl oro-g,hen'yl )-6-nmethyl -pyridin-2-yl]-amde; N

[ 5- (2, 4- BYdPr(&3dligklersyphenpl) miyddin-2-91) 14 AdorbibenteneshBoiz@iide;

esul f onam de;
4 Chlor 0IN1E-42,6-DidhibiooPHAD-phRERY) I - bilbfodekldnesutfonamide;
-2, 5-di nethyl - benzenesul f onam de; “ 10 ’
N-[5-(2, ' .Q-phenyl ) pyr.i. di n-2- -2,4-djfl uoro-
be E] ze 51 es ﬁ“Bo‘ ﬁ'g%%‘%lgf DZP%P@—%I@P&" -SY lz]toro-2—methy1—beuzenesulfonamide;
[5-(2,4-dichl oro-phenyl)-pyridin-2-yl] -5-methyl -
benzenes ar¢WaamMNdS; (2,5-dichloro-phenyl)-pyridin-2-y1}-2-methyl-benzenesulfonamide;
N-[5-(2,3-Dicbl oro-phenyl)-pyridin-2-yl]-3-trifluorone
t hy! - benzdaihesol NIpAPifE6ro-5-trifl thyl-phenyl}-pyridin-2-y1]-2- .
4- Fl uor oy ean%S' %&. fl u.gr_o- 2- rret?ﬁff’fnﬁhgn% 3nﬂgpr¥ggjﬁy% Y%fr‘?’"eﬂlﬂ
di n-2-yl ? BEBRRARHES Ul f onani de;
3-Chl oro- N-[ 5- (4-fl uoro-2-met hyl - phenyl ) - 6- met hyl - pyri
di n- 2- y| $-Chlenet Ry[b-(2flmnre besfihbroppetiytiphenyl)-pyridin-2-yl]-2-methyl-
5- Fl uor ob&g-zgéés(lﬁ-[?a!,ﬂgg.o- 2-nmet h) | - phenyl ) -6-net hyl - pyri
din-2-yl]-2-nethyl-
3~Chloro—2-methyi—N—[5-(2~triﬂuoromethyl—phenyl)-pyridin—Z—yl]-
15 benzenesulfonamide;

3-Chloro-4-methyl-N-[5-(2-trifluoromethyl-phenyl) -pyridin-2-ylj-
benzenesulfonamide;

S—Chloro-N—[5—(2,4—d1’chloro—phenyl)-pyﬁdin-z-yl]-2—methoxy~
benzenesulfonamide;

20 N-{2-Chloro-4-[5- (2,4~dichloro-phenyl)-pyridin-2-ylsulfamoyl]-phenyl} -
: acetamide;

N - [5-(2,4-Dichloro-phenyl)-pyridin-2-yi] -4-triflnoromethyl-benzenesulfonamide;
N-[5~(2,4-Dichloro-phenyl)-pyridin-2-y]] -4-methysulfonyl-benzenesulfonamide;

3~Chloro—N~{5~(2,3_-diﬂuoro~pheny1)-pyridin-z-yl] -4-methyl-benzenesulfonamide;



benzenesul f onam de; 20

3-Chl oro-N-[5-(2, 3-di cbl or o- phenyl ) -pyridin-2-yl]-4-ne

t hyl - benzenesul f onanude;

W-d og@0dsD chl or o- phenyl ) - pyridin-2-yl]-4- trﬁéf/ﬂl%%'ﬂﬁmw
t hyl - benzenesul f onam de;

3-Chl oro- N-[ 5-(4-fl uoro-2-net hyl 8%henyl) pyridin-2-yl]
-4-met hyl benzenesul f onam de;

N-[ 5-(4-

e e ﬁ$%9#2%v1-bemmsﬂfmmda
2006/ 010546 PCT/EPZ 05/ 00789 -87

[ 5- ( 4- FI NolPo2d-Bistvigporpmesyiphepyh- quﬁné ¥1-$-chloro-2-methyl-

-4-tri f | vazensilfybmidd¢nzenesul f onam de;
N-[ 5- (2- Chl or o- phenyl ) - pyridin-2-yl]-3-trifluoronethyl

- benzene

N5 (2 B oRe B yromsrrtmg) preida 2l chisaris ety
| fSonamni deenzergsulfonamide;

3-Chl oro-N-[ 5-(2-chl oro- phenyl ) -pyridin-2-yl]-benzenes

ul f onam gleshloro-N-[5-(2,3-difluoro-phenyl)-pyridin-2-y11- 2-methyl-benzenesu1fonam1de,
3- Chl or o- N-[5(24d|chloro phenyl’) - pyridi n-2-yl J-4-fl

| [“gf ?Zbi Fie-1 Bﬁg"f?@ %Sld B{/}Lﬁ yfighlonqplyeny))-pyridin-2-yi]-amide;

-4- et hyl - benzenesul f onam de;
N-[ 5- ( 2, ﬂ-ﬂblctrmhbl{5(¢}ﬂemprphepgl}—6dnﬂhmyh¢xn9fvm12fﬂnatbpwe
thyl - bengenasulifQnamde:
N-[5-(2- oropeny) 6rrethy| pyr|d|n2yl] 3-triflu
or onet hy| - benz syl f onam d
15 2- ChNod RNy 19 ReEprproty b el 22 vlfomnarbrphenyl)
omst hoxyaceh@fidenesul f onam de;
N-[ 5- (2- Chl oro- phenyl ) -pyridin-2-yl]-4-fluoro-benzenes

ul f onam ge;

N-[ 5-( 2-%56 4E)Iil% 1o hleslyl?oy'rnlleéh PR 1dlln]2')3] R T i TR
enesul f obawentsulionagide;

4- Chl or o- N-[5 (2 chI or o- phenyl ) - pyridin-2-yl]-2,5-di me

thyl -ben eff1}-6-methyl- yndm- ﬂ}-4~methanesxﬁfony1-

4- Chl oro g g chI ﬁro phenyl )P pyridin yl]

B 5. di nBt sul f onam de;

N-[ 5- (2- Chl or o- phenyl ) - 6-net hyl - pyridin-2-ylJ-2,4-difl

uor o- benieibeld-Dahburd-ghhenyl)-pyridin-2-ylsulfamoyl}-phenoxy}-acetic acid methyl
3, 5-Di chloro-N-[ 5-(2-chl oro-phenyl)-6-nmet hyl - pyri din-2

-yl ] =benzenesul f onami de;

N-[5-(4-Fluoro-phenyl)-6-methyl-pyridin-2-yl]-4-trifltuoromethoxy-

benzenesnlfonamide;

20 3-Chloro-N-[5-(4-fluoro-phenyl)-6-methyl-pyridin-2-yl] -4-methoxy-
benzenesulfonamide:;

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

N-[5-(2,3-Dichloro-phenyl)-pyridin-2-yl}-4-(2-hydroxy-ethoxy)-
25 benzenesulfonamide;

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



20

N-[5-(2, 4-Di chl oro- phenyl ) -6-net hyl - pyridi n-2-y1J-3-tr

i fl uoronet hyl benzenesul f onam de;

Nk 00é/@108sDi chl or o- phenyl ) - 6- met hyl - pyri di n- 2pydkpacesiooTsos
-4-f | uor o- benzenesul f onam de;

N-[5-(2, 4-Di chl oro- phenyl) - 6- meth%é pyridin-2-yl]-2,4-

di f 1 uoro- benzenesul f onam de; 006/ 010546

PCT/ EP2006h0243945-(2-880ds- @=Methyl-pyridin-2-yl}-4-methyl-

[5-(2, 4- dlcblqﬂgf%éq%y gm%g?hyl pyrﬁgln ZYQ [] !

-2, 5- di e CAZY esulfonamde 2,4-Dichloro-N [

5-(2, 4- dlchloro phenyl ) -pyridin-2-yl] -6-nethyl -

benz ene stChbraiy-{e(2-8hloro-phenyl)-6-methyl-pyridin-2-yl]-benzenesulfonamide;
3-Chl oro-N-[5-(2, 4-di chl oro-phenyl ) -pyridin-2-yl]-benz
enesul f onamMidforo-N- 5 (2 ~chloro-phenyl)- 6-methy1—pyndm~2- 1]—6 -methyl-

4- Chl or 5- (l%f hl or o- phenyl ) - pyri di n- 2-y benZe

nésul foﬁ%fﬁ’l[lﬂlfs onamide;

N-[ 5- (2- Chl or o- phenyl ) - 6-net hyl - pyridin-2-yl]-3-fluoro
- benzen&ipbfidinaisdEonic acid {5-(2-chloro-phenyl)-6-methyl-pyridin-2-yl}-amide;
3- Chl oro- N-[ 5- (2-chl or o- phenyl ) - 6- nethyl pyridin-2-yl]
- benzen fo ) N R d
(2-chl o?gl{% h(e% cﬂl%éo }gerﬁ'l) Eﬂy%?lrr%o '%ﬂt[u?rf benzenesulfonamide;
- benzenes
2, 4-Di cHf éﬁ? %{ --?224-érﬂh&r%-9bﬁar}9yﬂ>md@-aﬂiln%»ﬁ-dbtwthﬂr n-2
-yl ] - 5- rhbatesulapzedeesul f onanmi de; N
[ 5- (4-Fl uor o- 2- net hyl - phenyl ) - 6- met hyl - pyri di n- 2- yl ]
t

21,% 4- H E:lhlﬁ g%&g%t:ﬁi\d:forog enyﬁ-epsyruild;{nq - H‘ﬂf difluoro-benzenesulfonamide;

[5(4f|uor02msthgl- @3%%!’ -met hyl - pyri di n-2-yl ]

6- met hyd-4-DichlerendAd3 4+ didverainhenyl)-pyridin-2-yl]-5-methyl-
Chl or GseNedmestifbnbiniRe 0- 2- met hyl - phenyl ) - 6- net hyl - pyri
in-2-yl]- benzenesul f onani de;

[
4-

. ﬁhlzo; I(}]I IYB [(Zéé@%’gﬁ? i, 2 el g%n %grﬂef%lf?uororg%qybeng%emﬂfonmﬂe

N-[ 5- (4- Fl uor o- 2- net hyl - phenyl) 6- net hyl - pyri di n- 2]yl]
trif [4BhonetNhaBxit- ﬁlb?en—zzemel@lﬂl-lﬁhmﬂmmeﬂly pyndm—?.-

15 benzenesulfonarnide;

3-
di
4
d

3-Chloro-N-[5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yi]-2-methyl-

benzenesulfonamide;

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

20 3-Chloro-N-[5-(2,3-dichloro-phenyl)-pyridin-2-yl}-4-methyl-benzenesulfonamide;
N-[5-(2,3-Dichloro-phenyl)-pyridin-2-y1]-4-trifluoromethyl-benzenesulfonamide;

3-Chloro-N-[5- (4-ﬂuoro-2—methyl—phenyl)—pyndm—z—yl] 4-methyl-
benzenesulfonamide;

~ N-[5-(4-Fluoro-2 -methyl—phenyl)~pyndm—2 y1}-3-trifluoromethyl-
25 benzenesulfonamide;



N-[ 5- (4- Fl uor o- 2- net hyl - phenyl ) - 6- et hyl - pyri di n- 2-yl ]
-3-net hyl - benzenesul f onam de;

2-Chl oro- N-[ 5- (4-fl uoro-2-nethyl - phenyl) - 6- met hyl - pyri
QidmodsibiaD- 25 trifluoronet hyl - benzenesul f onam de: WO
2006/ 010546 PCT/ EP2005/ 007894 - 89 FCTRP3005i007894
4- Fl uoro- N-[ 5- (4-fl uor o- 2- net hyl -phenyl ) - 6- net hyl - pyri
di n-2-y1]-3- trifluoronethyl-benzénesul fonani de; N
[5- (2 Cnkorsarpiendd shuE b % _

- 3- neth?l Lenzenesulfoﬂgﬁ? quﬁhglfﬂg4thhmxommhﬂ
3-Chloro wzelzeselﬁwpa Phenyl ) - 6- met hyl - pyri di n- 2-y41- 4-
fluoro- 5 benzenesul f onam de;

2- Chl or oNN-8-CRloahpiendl) paak)-yl6-3 eyt mdihyl- BénRerdsitfdnamide;
trifluoronethyl- benzenesul fonam de; N-

- 5-
[ 5- (2- Chiyr0 ] I 1,d]
-4- 1 uoria]o ?F?@Byg %ﬁer%\g%%% Pﬁli 3 neéhsyllj I%F‘}/Zﬁ%'?%ﬂé%nm'ﬁe
N-5(23D|chloro heyl)pyr|d|n2 LBquoro4ma

| - ben3&hdargi¥- to-phenyl)-pyridin-2- I} enzenesulfonamide;
N-[5 (2, 3-Di chl oro- phenyl) pyridin-2-yl]-3,5-di net hyl -
benzenessHdhtora+N-g-(2,4-dichloro-phenyl) -pyndul—z-yl] -4- ﬂuoro—benzenesnﬂfonamlde,
N-[ 5- (5- Fl uor o- 2- net hyl - phenyl )-pyridin-2-yl)-3-triflu

or onet hy. V4 n
4- Fl uoro uo eny
N’I\[_Sb@q @EEF’% F)Baﬂ%ﬁ}é%ﬁﬁ BH-4— )Sl-bﬁgﬁepasugméamﬁdf

- benzenesu fonam
3- Chl or oY NJ-Sf@ 4(@l¢hl°£mpbaql)mﬁw 2-phentyifipoyoprathyil-hemzepesplfonamide;
- 2-met hyl - benzenesul f onam de;

N-[5- (5- mﬂse(amemﬂwh-Btmétuﬁ)pyﬂafd-ﬂm&mhbr&m&mf lu

roorret hyd - benuz1 nesul f onam de;
&[5(5 g’ I-phenyl) pyridin-2-yl]-4-fluoro
- benzenesul fonam de;
- 3- Chl or¥- ﬁh(pSll(lémcphewlbﬁanﬂhﬂwhdpmmumﬂymmauh@qry|
] - 2- et hylwehengpaes f onam de;
3-Chl oro-N-[ 5-(6-chl oro-2-fl uoro- 3-net hyl - phenyl ) - pyri

2-yl
din-2-y ILT-[%—(EFéhqgro-phenyi)-pyﬁdm-z-yI]-4-ﬂuor0-benzenesulf0namide;

N-[5-(2-Chloro-phenyl)-pyridin-2-yl]-2,4-difluoro-benzenesulfonamide;
15 4-Chloro-N-{5-(2-chloro-phenyl)-pyridin-2-y1]-2,5-dimethyl-benzenesulfonamide;

4-Chloro-N-[5-(2-chloro-phenyl)-6-methyl-pyridin-2-yl}-2,5-dimethyl-
benzenesulfonamide;

'N-[5-(2-Chloro-phenyl)-6-methyl-pyridin-2-yl]-2,4-difluoro-benzenesulfonamide;
3,5-Dichloro-N-[5-(2-chloro-phenyl}-6-methyl-pyridin-2-yl]-benzenesulfonamide;

20 N-{5-(2,4-Dichloro-phenyl)-6-methyl-pyridin-2-yl}-3-trifluoromethyl-
benzenesulfonamide;

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

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



benzenesul f onam de;

N-[ 5- (6-Chl oro-2-fl uoro- 3- net hyl - phenyl ) - pyri di n-2-yl ]

-3-trifluoronethyl- 25 benzenesul f onam de; WO

NWB0OO546 PCT/ EP2005/ 007594 -90 N- PCT/EP2005/007894

[ 5- (6-Chl oro-2-fluoro-3-nethyl -phenyl)-pyridin-2-yl]

-4-fluoro- benzenesul fonam de;

5- (5- Chl or o- 2- net hyl - phenyl ) - 6- net hyI pyridin-2-ylJ

- 3i tr |( f Méh@F @ Naa- (2, %&Fﬂﬁﬂﬁﬁh%n;)rr)f@ﬁbﬁﬁl}}?ﬁdin-}gl]—2,5-dinlleithyl—

N-[5-(5 or.o met,hyl - phenyl ) - 6- met hyl - pyri di n- 2-y

-4-11 uorbémz Y&t l%éﬁaérg{ﬁlf’f onam de;

3- Chl or o- N-[5 (5-chl oro-2-met hyl - phenyl ) - 6- net hyl - pyri
- 20 y1 3 BichiarnoN-L5-Bbhdishiosoiphondpiin-Risl) 6 methyl-

di
[5 (6- Gﬂeﬁﬁé}xeaﬂiohaﬁ{de 3- met hyl - phenyl ) - 6- et hyl - pyrl di
n-2-yl]-3- 10 trifl uor omet hyl - benzenesul f onam de;

nP2.y1 - HCR R = B EHaE Phes mv%éin’%ﬁb%?wﬁeﬂ%” ide

[ 5-(4-fluoro-2-nethyl-phenyl)-pyridin-2-yl]
- benz enes Ghloomatf$-§24-dichloro-phenyl)-pyridin-2-yl]-benzenesulfonamide;
3-Chl oro-N-[ 5-(4-fl uoro-2-met hyl - phenyl) -pyridi n-2-yl]

- benzenegykforamy 6-meth din2-vi1-3-fuoro-b Honamide:
2,4-Di Chlgré N[Sgﬁer%ﬂ)aorl%e idf%gnhl)t/}] YLe uoro p;rrtzleré?sn_onaxm e

-yl]-6- ul .

2 ohi or kP POBRGR Pafhsmﬁ?émt&ﬂ@m@flr?yﬂl Bspreprlignamide;
-yl ]-benzenesul f onam de;

N [ 5- ( 2, 54-Diichidrod Pz ohlblo-phempl) Hymethylr pyuiidin-2-yIHjengerfepulfonamide;

uor o- benzenesul f onam de;

Mg[ 5- (5-£}. m&%@m&%km@& nﬁ;ﬁ;@aﬁyﬁ _b gii)0s 2yt

trifl Goronet hy - benz ul fonam
4- FI uor drergqussyl fB o- 2- rret hyI phenyl ) - 6 met hyl - pyri
di n-2-yl]- benzenesul f onam de;

3- Chl or NNB{(5-Flubré-Lunethyl bherfigtmehgnytiflings-yithiifupyorhethyl-

di n-2- ylbenzenesulfonamlde;

2,4-Dichloro-N- [5—(4-ﬂuoro—2—methyl—pheny])-é-methyl—p)uidin-2—yl] -6-methyl-

15 benzenesulfonamide;

* 3-Chloro-N-[5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-

benzenesulfonamide;

A-Chloro-N-[5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-

‘benzenesulfonamide;

20 N-[5-(4-Fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-y1}-4-trifluoromethoxy-

benzenesulfonamide;

N-[5-(4-Fluoro- 2~methyl~p]1enyl)—6-methy1—pynd.1n 2-yl]-3-methyi-

benzenesulforiamide;

2-Chloro-N-[5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yi]-5-

25 trifluoromethyl-benzenesulfonamide;



benzenesul f onanl i de; 25
N-[5- (2, 5-Di cbl oro-phenyl ) -6-nethyl -pyridin-2-yl]-3-tr
i fl uoronet hyl - benzenesul fonam de; WO 2006/ 010546
Red hsble{d9f/ 007894 - 91
N-[ 5- (2- Chl oro- 4-f 1l uoro-phenyl) - 6- net hyI pyri%‘fwl?ﬁ}%?fOWSM
-3-trifluoronethyl - benzenesulf02§g1
[ 5-(2-Chl oro-4-fl uoro-phenyl)-6 hy pyrldln 2-yl]
- 4- fl uor q-pipgRZRD ,1%%1, 2
IoroN—[5(Z[Gé;hoftru%%i51 cﬂ?ﬂ@nﬂﬂwmﬁﬁﬁﬁﬂL
2- y| [HiflBenmetytbererrsiifonamide;
(2, 3-Di chor o- phenyl ) -6-nmet hyl -pyridin-2-yl]-3-tri
r onme twf5-(2-ahitsr e phsmiii - @ﬁﬁfﬂyﬂ?rlc{ﬂi -2- dl -3- metl*xyi-benxenemﬂfonamlde,
2, 3-Di chl oro- phenyl) - 6- net hyl - pyri 2-yl]

I

%$?§?§§e@“%ﬁ&ﬁ? e Pt gereai n- 2
-yﬁ] benb@ﬁ%@eﬂ ulfonzmidge;
2, 4- chl oro-N-[ 5- (2, 3-di chI oro phenyl) 6 met hyl - pyrid

- 2- y| ) ‘ZGCEBH?NL{S-(Q% g yg_ ?/—Fr)xf%ugfon%eﬂwi—

N—[5 Di chl eny 6 nethyl i n-
t hyl - ben %g‘fﬁ“%ﬂ’éﬁg , 4- Di chl or o- I\I-

[ 5- (2, 5-dichbl oro- phenyl) 6- nethyl-pyridin-z-yl] 6- met h

Kll- éS beM{fﬁé’%@hfm@hinﬂé;-ﬁr;methlyl)—pygidjn—z-ﬁrl]l 4—ﬂuor063 tr1ﬂ510r0|11']16thy1—
FQQ%E o- phenyl ) - 6- et hyl - pyri di n-2-y

-3-ne t hy en?gHééﬁ onanide

2,4-Di chloro N-[5-(2-chl oro-4-fluoro-phenyl)-6-nethyl -

pI? i di n- 2-{a-{2BDickarppherdhpwidinaiilohinerget-mptyl-benzenesulfonamide;

N-[5-(2,4-Bis-trifluoromnethyl-phenyl)-pyridin-2-yl]-3-

“chl or o- bk e (25 Dlidhiurasphed)-pidid -2-y1]-3 5-d1methy1—benzenesulfonam1de,
(2,4-Bis- trlfluoronethyl phenyl) - pyrldln -y1] - 3-net hy

| - benzen

N[ 5- ( 2, SelH AR %g%%hr%f’ﬁeﬂ‘f”pﬁ%’“d’ﬂ 3 Fifproseti- 4.

f1 uor o- bbenEerrsslipiaonderi de; N

[5- (2, 3-Dichl oro-phenyl)-6-nmethyl -pyridin-2-yl]-4-fluo
-3-tri f.&1Plhﬂfr611‘m[51¥$-ﬂuoro-2—methyi-phenyl)—p_yridin-z-yl}-benzenesulfonamide;

t
(
f
3-Ch
di n-
N[ 5-
fluo
[ 5-(
. -4- f
3-

15 3~Chloro-N-[5-(5-fluoro-2-methyl-phenyl)-pyridin-2-yl}-2-methyl-
benzenesulfonamide;

N-[5-(5-Chloro-2-methyl-phenyl}-pyridin-2-yi]-3-trifluoromethyl-
benzenesulfonamide;

N-{5-(5-Chloro-2-methyl-phenyl)-pyridin-2-yl]-4-fluoro-benzenesulfonamide;

20 - 3-Chloro-N-{5-(5-chloro-2-methyl-phenyl)-pyridin-2-yl}-2-methyl-
benzenesulfonamide;

3-Chloro-N-[5-(6-chloro-2-fluoro-3-methyl-phenyl)-pyridin-2-yl] -Z-methyl-
benzenesulfonamide;

N-[5-(6-Chloro-2-fluoro-3-methyl-phenyl)-pyridin-2-yi}-3-trifluoromethyl-
25 benzenesulfonamide;



benzenesul f onam de; 25

3-Chl oro-N-[5-(2, 3-di chl or o- phenyl ) - 6- net hyl - pyri di n-2
-yl ]-4-fluoro- benzenesul fonam de; WO 2006/ 010546

MET 284/ 007894 - 92  PCT/EP2005/007894
3-Chl oro-N-[ 5-(2-fl uoro-phenyl)-6-nethyl -pyridin-2-yl]

- benzenesul f onam de; -90 -

4- Fl uoro- N-[ 5- (2-fl uoro- phenyl) - 6- net hyl - pyridi n-2-yl ]

- benzeneNH[ﬁQﬁ@l’dod@Z ~flubrdB 4Ryl Nhenyl)- pyndm -2-y1]-4-fluoro-

[ 5-(2- fl%pﬁgmg 6 met hyl - pyri di n-2-yl ]
-3-triflusrone y¥ %nzenesulfbnan1de 5 N

[5 (2,4-Bis-trifluoronethyl-phenyl)-pyridin-2-yl]

3- chl or ¢¥-45(5-Gbloze-2resthdbeuyl}-6rasthfepyridin-2-yl]-3-trifluoromethyl-

- D chlphanmbhl@adngal;! uor o- phenyl) - 6- met hyl - pyri di n- 2
yl]-6-nethyl - benzenesul f onam de;

e

N- ( 2- Gehmmnesufiteamyilg;- 3, 4- di et hyl - pyrldln 2- yI]
3-trifluoronethyl- benzenesul fonamn de;

| ?ylc]bl 01 03N Be(6 kA PO TRL S Pty

2,

benzenes
2- Chl or beprapsplfynaznide; di met hy!| - pyrl di n-2-yl]
-4-fl uoro- benzenesul f onam de;

N- (2- Met INH[5-{B CBlo} b mwbidl3 Aydth &m&hﬁ%&a&ﬁﬁw&mﬂ%b

bggfgngﬁﬁBﬁég%%?éﬁ%ﬁﬂqFWﬁﬁg#?Wnﬁkﬁ|d|n 2-yl]-benzenesul

fonam de; N-[5-
(2- Chl or - bﬁréﬁ#@hI}JICﬂrQﬁiﬁthj%npe}hyl{ﬂmn)ﬂ} -G4mhethyl-pyridin-2-yl]-4-fluoro-

-3-trifl nzenesul f onam de;

2, 4-Di cbl%gé%ﬂ%ﬁlp%ﬂﬂ@%m or o- pheny! ) - 4- et hyl - pyri di n- 2
yl]-6-nme 20 _benzenesul f onam de;

3- Chl or o 41\9%%%3&%&* -flngros2-msithyl phawl pyedip2 virbezsprgifonamide;

| fonam de; 3-Chloro-N [5-

(4-fluor 6—thnmt—I‘B{B—(Mﬁngd-jﬂnﬂetmphyhyl}}pﬁiﬁhmﬁ}—jbhl}zenesulfonamide;

benzenesul f onam de;

15 2,4-Dichioro-N-[5-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl]-6-methy}-

benzenesulfonamide;
3-Chloro-N-[5-(2,5-dichloro-phenyl}-6-methyl-pyridin-2-yl]-benzenesulfonamide;
N-{5-(2,5-Dichloro-phenyl)-6-methyl-pyridin-2-yl]-4-fluoro-benzenesulfonamide;

N-[5-(5-Fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-3-trifluoromethyl-

20 benzenesulfonamide;

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

3-Chloro-N-[5-(5-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yi]-
benzenesulfonamide;

25 N-[5-(2,5-Dichloro-phenyl)-6-methyl-pyridin-2-yl}-3-trifluoromethyl-
benzenesulfonamide;



N-

[ 5- (4-Fl uoro-2-net hyl - phenyl ) - 4- et hyl - pyri din-2-yl ]
-3-trifluoronethyl- 25 benzenesul fonam de; and WO

WY ode46 PCT/ EP2005/ 007594 -93

2, 4-Di cbl or 0- N-[ 5- (4- f | uor o- 2- met hyl - pheny! ) - B TEFHYY 007894
pyridin-2-yl]-6-nmethyl- benzenesu ionam de. 19.

Conpounds according to any one of “Claims 1 to 18

sel ect edn- 53 -Chloro-4-flu - -2- -
N-[5-(2- 0920 henyl ﬁ) ° Ip.)cil ??%rllyl) @ mﬁh + %YI}‘dIHborYg % trrﬂﬂtmhfilﬂlmthyl
- benz eneBEFFREHPRAEAIdS 5

3-Chl oro-N-[ 5- (2-chl oro- phenyl ) - pyri di n-2-yl]-2-met hyl

- benz enedli[5-(E@hiode4-fluoro-phenyl)-6-methyl-pyridin-2-yl]-4-fluoro-

3- Chl or og N l.Rs Flﬁoémﬁdghl or o- phenyl ) -pyridin-2-yl]-2-nme
t hyl - benZehesul T onam d
ridin-2-yl]

3- ChI or o- N-[ 5- (2-chl or o- phenyl ) - 6- net hyl
2 et hyP-Chlros Sr{8areh G Boro PhaDr C e b prdin 2 71

[5 (2- chbeen@iBENEidRYr i di n- 2- yl]
-2-fl uoro- benzenesul fonam de;

Chyl - benSelregel DIt aieiEs %ﬁﬁs&%ﬁh%ﬂ% s
[5-(2, 4- Henzhimulﬁeqzhadg;l ) pyri di n- 2- yI ] -am de;
N-[5-(2, 3-Dicbl oro-phenyl)-pyridin-2-yl]-4-fluoro-benz

| f
S”%iFoL 8I &%e%‘%‘%ﬂrg b Sk pridingh v Qugro beepesulfonarmide;
-4

'41001”:32 r gi‘w@l{?@%g qgﬂf’é @aéi@we rajqeyglbﬁw%ghpyaghnr%w% -benzepgsulfonamide;

- benzenesul f onam de;
2, 4- Di chRdrldichiofBN¢ E—(@kﬁ—dﬁrﬁe;ﬂmﬁ@lﬂ)} -Semptiayinyiridiy 2 ivtli-6imthyl-

-yl]-6- sul f onam de;
N[ 5- (2n§&% ceﬁPﬁro phényl ) -pyridin-2-yl]-4-fl uoro-benz
enesul f onam de;

N[ 5- (2, D@ Qr:cbl%?r@hymﬂl prymatlal-wyoidipt 3-vib-3amethylthepzegesulfonamide;

benzenesul f onam de;

3- Chl or oz +hibhlofo-ik Wﬁ-&cﬂﬁi&?‘ﬂxmﬁb@ﬂk&yl@pm}llﬁ]Wﬁiﬂhﬂ“

2- yIL enzenesul f onam de;
3{%1I or o ﬁzf%es\‘@/ I87%h! or o- phenyl ) - pyri di n-2-yl ] -4-ne
t hyl - benzenesul f onam de;
3- Chl- or oNNSF@-Clalofo-rfinoropplmeyrtrinethiepyridin-gyl- dietiyl-y |
1 -4- et fyendfifnanag| f onan de;

2,4-Dichloro-N-[5-(2-chloro-4-fluoro-phenyl)-6-methyl-pyridin-2-yl]-6-methyl-

benzenesulfonamide;

20 N-{5-(2,4-Bis-trifluoromethyl-phenyl)-pyridin-2-y1]-3-chloro-benzenesulfonamide;
N-[5-(2,4-Bis-trifluoromethyl-phenyl)-pyridin-2-yl]-3-methyl-benzenesulfonamide; -
N-{5-(2,4-Bis-trifluoromethyl-phenyl)-pyridin-2-yl}-4-fluoro-benzenesulfonamide;

N-[5-(2,3-Dichloro-phenyl)-6-methyl-pyridin-2-yl]-4-fluoro-3-triflucromethyl-
benzenesulfonamide;

25  3-Chioro-N-[5-(2,3-dichloro-phenyl)- 6-methyl-pyndm -2~yl]-4-fluoro-~

" benzenesulfonamide;



WD 2006/ 010546 PCT/ EP2005/ 007894 -94 N

[ 5- (4- Fl uoro- 2- net hyl - phenyl ) -pyridin-2-yl]-3-trifluor

onet hyl - benzenesul fonam de; N [

V¢ 2q0d/01064sh| or o- phenyl ) - pyri di n-2-yl ] PCT/EP2005/007894
-3-trifluoronethyl-b enzenesul f onam de;

N-[5-(2-Chl oro-phenyl )-6-nmethyl -pgsidin-2-yl]-3-triflu
oronet hyl - 5 benzenesul f onan de;

I\HS (2- demmbmnﬂermlﬁmﬂotphéhyn RmyihlE fyridislor A hanZaR®Ifonamide;
ul f onam de;

ok o {2 Siog @Rl S oo B RUB et Y b Benderdthltonamide
(24D|chloro phenyl ) - 6- et hyl - pyri di n- 2-yl ]

- 2, 4- di f Hoidpero-Nd aderlusts-phanshrioceethylepyridin-2-y1]-3-triflucromethyl-

2 4 Di chibehRnBulfbndndidd- di cbl or o- phenyl ) -pyridin-2-yl]-
6 net hyl - benzenesul f onam de;

-Di Chl ;9 g%%i %bsnt%ﬁ]uglg)ln%rﬂloyl—% S{}ﬁ gyngmng yny.i’ cﬁ\t; ~ﬂuoro—

yI'] - ben
N- [ 5- (4- Benmonesullomaptitls:l - phenyl ) - 6- net hyl - pyri di n- 2-yl ]
-3-trifluoronethyl- benzenesul fonam de; 15

3- Chl or 02M:-DRhofs-N- @gﬁﬂ&rggmyyb - BRAYA by Raites- b e R¥h-

di n-2-yl]- benzenesul t onam
N- [ 5- (4- PPRFSRESUBenagfs| - phenyl ) - 6- met hyl - pyri di n- 2-yl ]
-3-net hyl - benzenesul fonam de; N

[5 (5-Fi mrsemmnmmynmpmrm&hﬂ@mum-m—yﬂ Y bdfluoromethyl-
tr| fl g%F orre;l@ ﬁo benzenesul f onam de;

5(5 5rS f§?I-phenyl) pyridin-2-yl]-3-triflu

or onet hyl - benzenesul f onam de;
N- [ 5- ( 6- Bhl%of20Chiora-plansl) S, 4rdinkeptiyl-phidint 3-vibyr iriflunramethyl-

- 4-f 1 uor genReRgRRRSMAd Onan de; 25
3-Chl oro-N-[5-(4- fluoro-2-neth I-phenyl) pyridin-2-yl]

o benze”ei%ﬁ}%aﬁ}fgﬁz-aﬁ%&g eGn/y 93(,)45— P / EP Qg-/ 7e§1£zaedf1e31ﬂfonam1de,

N-{5-(2-Chloro-phenyl)-3,4-dimethyl-pyridin-2-yl]-4-fluoro-benzenesulfonamide;
15 N-(2-Methyl-[3,3']bipyridinyl-6-y1)-3-trifluoromethyl-benzenesulfonamide;
3-Chloro-N-[5-(2-chloro-phenyl)-4-methyl-pyridin-2-yl]-benzenesulfonamide;

- N-[5-(2-Chloro-phenyl)-4-methyl-pyridin-2-yl]-3-triftuoromethyl-

benzenesulfonamide;

2,4-Dichloro-N-{5-(2-chloro-phenyl)-4-methyl-pyridin-2-yl]-6-methyl-
20 benzenesulfonamide;

3-Chloro-N-(2-methyl-[3,3']bipyridinyl-6-y1)-benzenesulfonamide;

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

- N-[5-(4-Fluoro-2-methyl-phenyl)-4-methyl-pyridin-2-yl]-3-triflucromethyl-

25 benzenesulfonamide; and
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2,4-Dichloro-N-[5-(4-fluoro-2-nethyl-phenyl)-pyridin-2
-yl ]-6-nethyl - benzenesul f onam de;

Avdrioaeomsdy- [ 5- (5- f | uor o- 2- net hyl - phenyl ) - 6- "eﬁé‘ﬁ’/ﬁpzeé(sfrdmsw
din-2-yl]- benzenesul fonam de; 5

N-[ 5- (2- Chl or o- 4-f | uor o- phenyl) - 6ggret hyl - pyri di n-2-yl ]
-3-trifluoronethyl- benzenesul fonam de;

2,4-Di chi @xmc%:[oSN([&(a-ﬂdsoe@b%ah lﬁeash)u-@ﬁémgw%ﬁalﬁéﬁtﬁ 6-methyl-
in-2-ylj-6- rret'm/ Cgenzenesul f bnam de; ro-

[ 5-(2- cth%’lzﬁneﬁ PABYS: phenyl ) - 6- met hyl - pyri di n- 2-yl ]

-6-net hyl - 10 benzenesul f onam de;

N- [ 51%.2, GoBpgundsiatdonding treariyydne phidaiyds 1 tp 8 selbcred Zo | - 3-

cbl or o- benzenesul f onam de;

~ .3-Chlor ON%fLé é}ﬁc&hﬂ)&ﬁﬂ?%ﬁaﬂﬁu—ﬂ‘hm bR HeRzehesilfbnamide;

- benzenes onam d

% tdf| %%Bﬁ;ﬁ (%éﬁ?é’ne@%ﬁ) dlgr&' I8 Vﬁ*fsmLthyl—benzenesulfonarmde,

3- Cbl or o- N-[ 5- (4-f | uor o- 2- net hyl - phenyl ) - 4- et hyl - pyri
di n- 2- yl| 3-Chben2eie 24-dhord-gpbenyl)-pyridin-2-yl]-2-methyl-benzenesulfonamide;
N-[ 5- (4- Fl uor o- 2- et hyl - phenyl ) - 4- met hyl - pyri di n- 2-yl ]

-3-trifl 1 f y1]-2-methyl-
" H [ ?L% NLY3-(2-BRBrR PR Je0R e G riddg-y1]-2-methyl

[5-(4-fl f‘ﬁiﬂﬂphenyl) 4- et hyl - pyri di n-2-yl ]
- 6- met hyl - 20 benzenesulfonam de. 20. A process for

the prepas-ditldorodfl-[a-(2-ehlppeHpHerst)opridinr g-yi]o2-dnyrodiezentsulfonamide;

claims 1 to 19 conprising the reaction of a conpound

ggcor di ng LY —T@J—kﬁ-’dﬁ:ﬁlﬂr&%h&)d)%ﬁﬁﬁn—?.@l]B@meth}d—benzenesulfonamide;
Piperidine-1-sulfonic acid [5-(2,4-dichloro-phenyl)-pyridin-2-yl]-amide;
N-[5-(2,3-Dichloro-phenyl)-pyridin-2-yl]-4-fluoro-benzenesulfonamide;

3-Chloro-N-[5-(2-chloro-phenyl}-6-methyl-pyridin-2-yl]-4-methyl-

benzenesulfonamide;
15 4-Chloro-N-[5-(2-chloro-phenyl)-6-methyl-pyridin-2-yl]-benzenesulfonamide;

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

N-[5-(2,4-Dichloro-phenyl)-pyridin-2-ylj-4-fluoro-benzenesulfonamide;
N-[5-(2,4-Dichloro-phenyl)-pyridin-2-y1]-2,4-difluoro-benzenesulfonamide;

20 3-Chloro-N-[5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl] -2-methyl-

benzenesulfonamide;
3-Chloro-N-[5-(2,3-dichloro-phenyl)-pyridin-2-yl] -4-methyl-benzenesulfonamide;

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



R~ NNH Rs (Il) in the presence of a conmpound
according to fornrula 0 0O wherein R to R A E and G
are defined as in claiml1l. 5 21. Conmpounds accordi ng

tvoo 20y/0mee of clainms 1 to 19 for use as

therapeutically active substance. 22. Con’poulFlchs',m)?‘O05“)07894
according to any one of clains Ldgp. 19 for the

preparati on of nedicanents for the prophylaxis and

t her apy dF [5|-(4J-Fieaﬁ%mmybﬁheia?lﬁ‘»g?ﬂ&ﬁaﬁﬂglw-triﬂﬁ&@ﬁz_dglﬁzﬁ
assocl at thethe.enzyme et a- hydr oxyst er ol
dehydroggg%z\gré?s&fofﬁmﬁ%? A pharmaceutical conposition
conpri Si Irl]:__; a _conpound in accordance with any one . of

cl ai s 1N-B-@et-Bielozo-phrawbmatidine 2yl - triflaprtomethyk-benzenesulfonamide;
24. The use of a conpound according to any one of

clai ms 1N-[5-(RSChl6fo-pHagyl P6 aRahAlyBiRin03 -yl | FEinG svdR{ts1f or
the treafnent d Iiﬂagﬂ/ll axi sﬁlc?ggdi abgt]es, obesi tﬁy
edting d %%F’&cé\%go 51 i pi deni ae and hypertension. 15

25. The use of a conpound according to any one of

cl ai ns 1Nt [5-(R9Clileno-phisaylppppdin @t ylba-fubro-bedecatfontsidepr

the treatnment and prophyl axis of diabetes Type |I. 26.

A cONpOUNd5aQCCHIGHohehyd)-BhYe bin®-91) 751 difth Go dnzenesulfonamide;

when manuf act ur ed gtglco)?)di ngtﬁ}?—gwg pro gasé of cloai m 288 onamices
N-[5-(2,4-Dichloro-phenyl)-6-methyl-pyridin-2-yl] -2,4-difluoro-
benzenesulfonamide;

10 2,4~Dichloro-N-[5-(2,4-dichloro-phenyl)-pyridin-2-yl]-6-methyl- |
benzenesulfonamide; '

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

N-[5-(4-Fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-3-trifluoromethyl-
benzenesulfonamide;

15 3-Chloro-N-[5-(4-fluoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl]-

" benzenesulfonamide;

N-[5-(4-Fiuoro-2-methyl-phenyl)-6-methyl-pyridin-2-yl}-3-methyl-
benzenesulfonamide;

N-[5-(5-Fluoro-2-methyl-phenyl)-pyridin-2-y1]-3-trifluoromethyl-
20 benzenesulfonamide;

N-{5-(5-Chloro-2-methyl-phenyl)-pyridin-2-yl}-3-trifluoromethyl-

benzenesulfonamide;

N-{5-(6-Chloro-2-fluoro-3-methyl-phenyl)-pyridin-2-yl]-4-fluoro-
benzenesulfonamide;

25 - 3-Chloro-N-[5-(4-fluoro-2-methyl-phenyl)-pyridin-2-yl}-benzenesulfonamide;
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2,4-Dichloro-N-{5-(4-fluoro-2-methyl-phenyl) -pyridin-2-y1]-6-methyl-

benzenesulfonamide;

4-Fluoro-N-[5-(5-fluoro-2-methyl-phenyl)-6 -tethyl-pyridin-2-yl]-

benzenesulfonamide;

N-[5-(2-Chloro-4-fluoro-phenyl) -6-methyl-pyridin-2-yl}-3-trifluoromethyl-
benzenesulfonamide;

2,4-Dichloro-N-[5-(2,3-dichloro-phenyl)-6-methyl-pyridin-2 -yi}-6-methyl-
benzenesulfonamide;

2,4-Dichloro-N-[5-(2-chloro-4-fluoro-phenyl) -6-methyl-pyridin-2-y1}-6-methyl-

benzenesulfonamide;
N-—[5-(2,4—Bis-triﬂuorometh}d-phenyl)—pyridjn-z-yl]-3-ch10ro-benzenesu1fonmnide;
3-Chloro-N-[5- (2-chioro-phenyl)-4-methyl-pyridin-2-y1]-benzenesulfonamide;

N-{5-(2-Chloro-phenyl)-4-methyl-pyridin-2-yl}-3 ~trifluoromethyl-
benzenesulfonamide;

3-Chloro-N-[5-(4-Huoro-2-methyl-phenyl)-4-methyl-pyridin-2-y1}-

benzenesulfonamide;

N-[5-(4-Fluoro-2-methyl-phenyl) -4~methyl-pyridin-2-yl}-3-triffuoromethyl-
benzenesulfonamide; and

2,4-Dichloro-N- [5-(4-fluoro-2-methyl-phenyl)-4-methyl-pyridin-2-y]] ~6~methyl-
benzenesulfonamide.

A process for the preparation of a compound according to any one of claims 1 to 19

comprising the reaction of a compound according to formula
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21.

22,

23.

24,

25,

26.

()

in the presence of a compound according to formula

0\\ //0 .

oS g

wherein R to R?, A, Eand G are defined as in claim 1.

Compounds according to any one of claims 1 to 19 for use as therapeutically active
substance.

Compounds according to any one of clhaims 1 to 19 for the preparation of
medicaments for the Prophylaxis and therapy of illnesses which are caused by
disorders associated with the enzyme 11beta-hydroxysteroid dehydrogenasel.

A pharmaceu_tical composition comprising a compound in accordance with any one
of claims 1 to 19 and a therapeutically inert carrier.

The use of a compound according to any one of claims 1 to 19 for the Ppreparation 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 19 for the preparation of
medicaments for the treatment and prophylaxis of diabetes Type II.

A compound according to any one of dlaims 1 to 19, when manufactured according
to a process of claim 20.



