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2- AM NO - 5- BENZOYLTHI AZOLE NPY ANTAGONI STS The
present invention is concerned with novel thiazole

wdeooswatiores useful as neuropeptide Y (NPY) reeepreroo4/008698

l'i gands, particularly neuropeptjde Y (NPY)

ant agoni sts. The invention is concerned especially

W th conmpounds of fornula | and pharnmaceutical #
acceptable salts and esters thereof (CHL N (SCH)- 1
RR (I) wherein RL is amino, aryl or heteroaryl; R2 is
hydrogen or alkyl; R3 is hydrogen, alkyl or hal ogen;
R4 is al kyl or halogen; R5 is hydrogen, alkyl or

hal ogen; a is zero or 1; and W/ 25.05.04b is zero, 1
or 2. The conpounds of formula | and their

phar mace@trERIO~ SeRENepiIaBl 203 &l FRY ANTAKYIETS and are
novel and have val uabl e pharnmacol ogi cal properties.
They are neuropeptide |igands, for exanple

neur opepti de receptor antagonists and in particul ar,
they are sel ective neuropeptides YY5 receptor

ant agoni sts. Neuropetide Yis a 36 am no acid peptide
that is widely distributed in the central and

peri pheral nervous systens. This peptide nediates a

numbete 9£es&mﬁﬁv&1tfaau§@énc%%@ Glith m@p&molet&n\fﬁwegu&m as
recept or subtﬁg Studies in animals have shomm
gec

RewopeRtidg ¥eN eptppliganey Pasiquaslyireusoraptige Y mPé(RéntagomstS-
and it has been denonstrated that activation of

neur gpevedBon ¥ron8&BRI &hHEciAlBSWth SotPoRITANARAIAT fh
decreased thernogenesjs. Therefore conpounds t hat

Rhtaasan el lﬂéwa%b{q salés andegsteridesaof  ecept or subt ype
represent an approach to the treatnent of eating

di sorders such as obesity and hyperphagi a. The current
approach is aimng at nedical intervention to induce

wei ght | oss or prevention of weight gain. This is

achi evedby interfering weeh appetite controlyY which is
medi at ed by the Hypot hal anyg, 0 | tal ai

regi on proven to control »tgggg:+bﬂi g% R3H
neur opept i dRY (IEE’Y) has be¥ oven to kR:Z qye of the
strongest cdntra

(1)
wherein
R' is amino, aryl or heteroaryl;
R? is hydrogen or alkyl;
R is hydrogen, alkyl or halogen;
R* is alkyl or halogen;
R’ is hydrogen, alkyl or halogen;
a is zero or 1; and

Wb/25.05.04
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medi ators of food intake in several animal species.
I ncreased NPY levels result in profound food intake.

woanisousse ecept ors of neuropeptide Y (NPY) haveCbaEezn4/008698

described to play a role in appgtite control and
wei ght gain. Interference with these receptors is
It ik edryt Dor Bduce appetite and consequently wei ght gain.
Reducti on and Iong-tern1naintenance of body wei ght can

al so.have beneficial c enc on con associ at ed

ri sk ﬂ‘&&?’&’ﬁ’?“&ﬂ%ﬂ% §§m‘éﬁ RP iLtjl? P&F%\Flé%lbmcaﬁptable salts and esters

dind @asesvel £iblhsleasluabid ph%ﬁdcofo@i ®Bp eﬁﬁ@ q‘}Q '396! Yeurbtide
ornmula |, can be use |n he [ axl’s

ds of
G ke o ramp fneB¥0P§PF13ﬁr FeEFREOT %?%W%@Ld}maqar ¢ Yathey are selective
HieaRpepEdesEVR eckpiok WhRg@sts.par ticul arly eating
di sorders and obesity. %bjects of the present
i nvention are_the_conpou of . formyla, ] and their,
L or SRRt SHEY 5 306 SRS partidegh fy Bidehcpsrbmreds dhe central and

eripherbbievdu sedtbis. AHid peptide BedanGasnumbdof ?:B?s%lﬁ Eal effects
sal ounds, i nteynedia

t nufacture of th 0
R@P% L8 HEH QU T BRI Y P PYPE tu%np et have éﬁ@‘ﬁv Hhah geuropeptldeY

ﬁﬁe Sddreul GaFRAW HTood eike, aﬂaaf Hﬁ%b‘ﬁ ueﬁbhycra@ed: gt aklvetion of
salts anﬁﬂ; ters, the use sai d_ conmpounds,

QEVEIPEP L §|r€%epf<6‘? TSRk PPagA gnféﬁeqr@ﬁse@ Hrsrmggenssis.

MheRgssesmpesnecihat Jlr}thgbrﬁsré@leﬁf(%@ﬁ&eﬁtat e w&eéﬁ(b@&n)ﬁzpe represent
of arthrjtis, cardloégscular di_seases, di abetes, renal

fRiappraacifriths sreafrment of pstingdisorders sacky 1abesiyias lyperphagia.
hyper phagi a and particularly obesity, and the use of

the The duﬁ@lmip@@e&h isahlisy andahte n&eva@ﬁudts]mg ﬁﬂﬁ@ék?&glﬁ?tﬂoss or
ro axis o

of nedlca for he treat nent or

REPRRiieR of Welg é@v&ﬂﬁafhlﬁie %4 rfera%wg @Bpetitg qamtrol, which is

fn?édhdié&bﬁﬂié PaidthAlathas, lay 1@pbitaet Bﬁﬁ%gi@ﬁ %r@ﬁ:ﬂ tle RESiréMood intake.
, al one or

In the present. description the ter

iHereiB U aRSDSIde Ys ﬁlaébeeal RIPY t@{ﬂe %‘ﬁ&% thegttrongest central

B AGHRGT E i takle iy kevaa‘P MR §ecibs. TRcBase@NION A1 PFBult in profound
preferabL¥ a stralght or branched-chain al kyl

demlalie FIQUHITBERIGH eﬁ@etﬁﬁaﬁpﬁléﬁt i (Y3 heye b@e@fcgewrév@déo play a role

LG cRHird?L AR W%%‘H’t nal Iﬁte’i‘fekéﬂce gi'it‘ﬁl-tﬁes‘é"r&& fork B lﬂ(ely to reduce
car on atons Exanpl es of straj ghtchain and Branc hed

aPRsfite g degrseqreathpaveight gaint Rductipn apg jong;tsppmeaigienance of body
uighk car AQPMINIbent Rhdl coRdh¥dnced &?Cdrrc'e%%adidtgd H@la Fa)éjco?s such as

the isoneric hexyls, the i'sonmeric tyl's and
REbBHES cardievayedar cb@e@f@r@bbqyesm@dﬁwal émhllr@t hy and nost
preferred methyl. The term "cycloal kyl", alone or in

conb iAE@JrldH%B %&%rﬁﬁcﬁﬁldé oPﬁb?ﬂnﬁPa' I'%)ih be S i th p{-’bpthgla%s or
carbon ato preferably a cycloal kyl rin

frsatgnesd pﬁ@ﬁﬁrﬁtrﬁrﬁs carés@aﬁwléé digeasesy diabgliefeyenad failure and particularly

gmﬁkgﬁ&gg&ganggggﬂ§.cyclopropyl di met hyl cycl opr opyl,
cyclobutyl', nethyl ycl obutyl, cycl opentyl,

met hyl - cycl opentyl, cycl ohexyl, nethyl- cyclohex
di rreblpg,q |t qa@;@?qnt igeation é&t&)p CQBOERAS| o ¥and their
BI0RERERRINEd GXIE] 2RI QRYY per se and their use as therapeuucally 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
arthritis, cardiovascular diseases, diabetes, renal failure and particularly eating disorders

such as hyperphagia and particularly obesity, and the use of the said compounds, salts and
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The term "al koxy", alone or in conbination, signifies
a group of the formula alkyl- - in which the term

woabdsyhdsomas t he previously given significancePCsEe200a808698

met hoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy,
I sobut oxy, sec. butoxy and tert.butoxy, preferably

réﬁteﬁd&ythaIpﬁiodﬁdﬁ@ﬁ)bfﬁ{édlcﬁﬁféhts%ﬁﬂl%rtfe@ﬂnéfﬁto? é{ TB& of arthritis,
nat i on, S|gn| g

term” [",. along or in c [

ﬁﬁfé]ﬁ%as arlissatery 1atg€Fft§ui?nalp{';iwréraaé Wﬂ&ﬂbﬁb«@yﬂn@d@@rﬁers and
\Wbegity. optional ly carries one or nore substituents,
preferably one to three, each independently selected

fro o rif.l yor gnet hy|, [ifluoromethoxy,
n@ Bty §ent éwm@on thedsand 5 one oy ieombiaptigmnsignifies a
&irk@htlelﬂmb @ﬂBﬁéhch&E‘&thﬁ IRl gi’éiﬁ(p whl18X8Yarbon atoms, preferably a

| ki bo b | Ky
SR AB 5 DAR L GEREh hle b 5 DaPRIAmENE particularly prefered
amrﬁighﬁé?\braﬁéﬁé'dc&iaﬁt’il ReodRith i K@ﬁ cEfbl%EeaFtdtSﬁQ Eﬂ(aﬁrﬁples of straight-
en optl ona

enyl or n rtlcularl
§B=B§tarlf1 Efaétfgs\&? @h%@ vk gropptase m%mgfféh RPDEm sopfopylybutyl, isobutyl,
$a1b Sidtﬂu&féﬁébméﬂﬂ:%ﬁﬁiﬂ@ fd Vora&hElkdx9H, the %&ﬂrﬁﬁﬂeptyls and the isomeric

hal kox trlfluoronethox nitro and
OFYH E‘Eﬁfeé% Yl e cthgl spd mestgr %fﬁ’fr?‘{l methiflone or in

conbi nat i on, S|gn|f|es aromatic 5- to 10- nenbered
h et eae y&hﬁ'cyﬂbmaylt QIEel 0 9% cOABIn@E o ARighi fidEHEb AR Ming with 3 to 8
% or two, IarI ferred one hetero atom
SRALYNS 3 rﬁ ef HRHRAYC ‘65%9’; Eag 3 9 & earbomptems; Bramples of Cs-Cq
aycndsgm Bre c?cll%?ﬁfp%{ JiethylldyceBrophB d%@&&lc?éléﬁ?{ép?ln cRIb LR, methyl-

trifluyoraome

qugwnaslr eﬁ&mw;’ mﬁ%ﬂ%ygge@nwla m%esmmeﬂyﬂ -stdehexyl, dimethyl-
A dSherkyl, BsHRBM1 m;mbocawreﬁahsw ay@lokydisar bonyl

an1nocarbony| nitro, al kyl, and/or "al oxycarbonyl
Preferred h erqar cycles are t hi ophenyl or
pyrr %ﬁl? rﬂm F])éPﬁ Of H} SMRIRYtion SgnHIEE R GrewR ¢fythe fraula alkyl-

ontih hadH the %#ﬁﬁ'talﬁyp%g thd Jﬁr@w@ﬁ‘ﬁy %@eﬁ Hgﬁfﬁc&&&s’éﬂch Y& Hethoxy,

preferably one or 'two independently selected from
S1heyr, n-REAPOEBrISOPAPREY N-DUQNY P HREL 85 PUteHy R tehButoxy,

bféf@ﬂaHl‘?&Q&E&}nydnd e-fﬁ&cyta%ﬂ'ﬁlos@ T)}éf&red ﬁ‘lle%?cy or in

combi nation, 'signifies a primary, secondary or
at om

tert anj up bonded vi,a the_ nitroge

Wi t hlrgﬁgﬂg’e é‘@g {Oﬁle QHrh%Plﬁ]P‘BG%OIbélf&n g PaR IOFEWP}BSC#YI group,
9yéfé@mlyleﬁheﬁwg$&uﬁ WBith o@ﬁenillaﬁca%ﬁéstdn@roy ST BEb SRS, By, preferably
carryin lar or different alkyl or cycl oal

ST (ke FRD IBfePERGeRUseltrtes Sgenhaegess trtﬂnceﬁmethyl trlﬁuoromethoxw
hRGed, ARy, bRy, r&ﬂ(yPcadehgl , CPHRN) czﬁfﬁamf) ralﬁ?f ogf\ufhethylendloxy,

nethylanlno et hyl am di met h |e

cEDRYY, a&pﬁxﬂab}?ﬁ anpwfraébqrwl ﬁllwawnwr 0y diaéiwﬂmn@péarbonyl

B Y, di

B P, B 280, % ML P, B e g et o
nh@h‘fb&ehamgmlgm pheyl ppiienallsy éubs@mtsd mfé orlgrte thnse poscferably one or

teslidiRARARhEIRAAR Y llRl 6% alkil RIbES, Akoly, BT omethoxy,

nitro and trifluoromethyl.

The term "heteroaryl", alone or in combination, signifies aromatic 5- to 10-
membered heterocycle which comprises one or more, preferably one or two, particularly
preferred one hetero atom selected from nitrogen, oxygen and sulfur, wherein nitrogen is
preferred. It can be substituted on one or more carbon atoms by cyano, trifluoromethyl,

trifluoromethoxy, alkyl-SO,-, amino-SO,-, halogen, alkoxy, hydroxy, amino, cycloalkyl,



The term "carbonyl™, alone or in conbination signifies
the -C(O - group. The term"nitro", alone or in

woandsinadezon signifies the group. The term " cyRQO/EP2004/008698
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al one or in conmbination signifigs the group -CN. The
term "pharmaceutically acceptable salts" refers to

tdildearba il sanvhbeatb 6181 aitho, llgl, Rh8lR dikeRycatl S E Prifeited Beteroaryl

andlgrogﬁrtheslof thﬁgirﬁg Eases or fr e aC|ds_d%chh .

V&R B tBioBRERgH enpYyolising, whergindBiqnhgrs iapd By olidingl are optionally

E@Igs@tuﬁddammaﬂ@@dtwﬁhum%ﬁ@ﬁaip@ef&@ié%rﬁltb?hwa%dep_e%denﬂy selected
ro ri c aci.d, drobrom ¢ acid, sulfuric acid,

n%‘?li“i @Wi&a&geﬁw@wﬁﬁeom%g}% ntppan k@uowr@ﬁ%ﬂam y

hydrochl oric acid, and organic acids such as acetic

aci d, Thp tefth OfthihodGiléhe dlif €OmbatiohtsigiifléstvibEmas, Sbcondary or

oxylic acid, nabe|§¥€C|§%-nalonlc acid ﬁuccin'c aci. d,

FRGHEATY #IRG group Bppdad e tie nytrogen atpr, Withdhe grepmdarg aminG group

aqirringCdmdlRyloe catdatkyl SEREalen€ aRLiHe terfiNARRS Wrb@Mtirying two

acla? eagﬁnesuHL nic acid, -LoluenesHIfonlp acid,, .

sl ¢ tgreptrliopion ced Al selstienizion the twe Ribrogep substitutents

a@g{ethkmrﬁqh%%griﬁg@ kiich d}pﬁbb@xaﬁﬁ@,ag\ﬁdz, ﬁ?ﬂfﬂaﬁﬂiﬁ%l étBflaiino,

an i norgani c .base ar an organic base to_ .the ee aci.d.

eI gty Griae, TEBY Vle%mrﬁbﬁmé-yf HRIPgENO etc.,

NsYeferdBly bAhatyPaminBEdisehdhiddtndsEétdManlind MM diParticularly

a iym  calcium mgnesiumsalts and the like. Salts
dgH§@§%”9F6n1organic bases i nclude, but are not

limted to salts of primary, secondary, and tertiary

anm nephe @A Shdlbgen® SigAifiles BGorif; Lhatine, bidinitieddr i¥dine and preferably
occurri substituted am nes, cyclic am nes and basic

i rpringe FilpgRe P¥PRYENe. such as i sopropyl ani ne,

trimethyl am ne, diethylamne, triethylam ne,

tri promfeati'aeboglhaloat ammembiystisiesigm@fied the R€(O)- group.
N- et hyl pi peri di ne, piperidine, polynmne resins and the

i ke. . The cqnmpoynd offarmul a.l .can. also be esent in

the 1 BRTHEER DA 1LomeGtian CPmPITASER 2ienyfics i A groue-

phar maceutical ly acceptable salts of conpounds of

f or muT'kee derral" €7ahb'% aloyd be dht@nbidetismbigsifiesihe geaupoGNds

of formula | can also be solvated, e.g. hydrated. The
be effe urse.o

sol vatj on ca ed in the,co t he . .
man u?@i‘ﬁ hiad n&‘%?’&ﬁ%@§gl r acé:“gé]]ca]flg ﬁ%&p R t%{hé’.se Folts yhich retain the
clsiokgipdbsfteetiheBnad peoppties ¢fithpfred bass af frarcids) whiah bye not
nhydr oys conpound of .f a . (hydrati.on).. The ter
ralca Lt o SRRy =t d P afts R Bt i g gginte3etls such as
Py beHlogd £ad, lhy dabeenicdeld salfirieddd nitrichaidppleephbrdahdiy and the
ggce t blﬁ gs eH@".neaas t hat conggug%i of general . . d
e brelerebly BRcBleri S Coar e Rt g apropiggic acd
pelpsolid acidepyru it avid Sowtit atid ameletvapibh htldfic sadwaecshincid, fumaric
back to the, parent . nBounds in vivo.ggﬁanﬁlqs oﬁisu%g Ifoni
SEFf A FIRATPEP PO P 6 PYAEE acigh BBPAcTi iids methanesulfonic
r@:‘idﬁ léﬂiah@@il}]ﬂo}vﬁd adfd, b&oﬁ%h@liqﬂilﬂﬁfc!a‘éﬂ; bﬂi@?ic &Al; IN-a&etylcystein and the
T NG EMTI O RC T O R
PoYgShie bag t6 dhd ffeeHet Bhladd ived Boydheitosgalic Bdi€include, but are not
conpqynds of general fornul.a (1), . ) .
limited to, the sodium, potassium, lithium, ammonium, calcium, magnesium salts and the
like. Salts derived from organic bases include, but are not limited to salts of primary,
secondary, and tertiary amines, substituted amines including naturally occurring
substituted amines, cyclic amines and basic ion exchange resins, such as isopropylamine,
trimethylamine, diethylamine, triethylamine, tripropylamine, ethanolamine, lysine,

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



simlar to the netabolically labile esters, which are
capabl e of producing the parent conpounds of genera

woaosiasst| ) in vivo, are within the scope of POTAP2004/008698
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invention. The term"lipase inhghitor" refers to
conmpounds whi ch are capable of inhibiting the action

%rrht]&d&@ﬁ alsb BE p@éﬁéﬁfﬁh €h Rt of ewRfeioR & ek €@ildfy preferred
| i.pases. exa égllstat and Ilpstat|n as
£

ASERA gl G of seInponsis of gl barg shehdrochloride salts.
inhibitor of |ipases. Lipstatin is a natural product

of M THedInF ouRds 8f Prmankd @h hiss bakolsted ey, hodtatdd. Phe slvation can
ydr genatlon of I| sta @Uﬁ Q. her 1ipase |nh|bitors
thed in thegoursgo E’Eﬁ’rﬁ% %Ft%?&ﬁliﬂc?s &L}tk Plage &g s
R@B@é jueh &Sof Hya &dfi& ﬁﬁ)ﬁ@ftﬁs anal Eﬂt&’&l% a@hy @bl §(§1ﬁ£30und of formula I
(Mut oh et aI % |nh|b|t
r(Bydragion) érélett%ffbe]Ila;fffé‘FeLH qCFlﬁé]élé SR wiingpgesmbpsiologically
agyhgegﬁﬁgégbed in International Patent Application
/34786 (CGeltex Pharmaceuticals Inc.). These
polyners are characterized in that they have b
Dbt PR SrrepplarsieE D FRmPF st general formula (1
Im&;aw@erw’aﬁaedta@rﬁmculoh@lag&supﬁblpbbxh@é derlatiQesciPiBh heQ8pable of
harnace%}lcall acceptable(galts of these coqgounds

TREVESIOm berk fydis PRIFRE BPmBPUndsRFEPabTAplet fsych gompotinds include
(ﬁﬂy*sl%lc%‘icallpﬁ&deﬁiaﬁk and rﬁetkmmm@nwfw deEedtivks, s@¢h dshe

Seehogrrasthplsss, mSM b iesog hESeH GSRRRIOT PR g agis. Additionally,
%Z% @%ﬂl{l\@&&gﬁ@ﬁe I@gg@ﬁéﬁt@%fﬂfércoﬁf}}éhﬁ% f dehstaBforaith (I),

atent 6, whj di scl ose roprjate
phratwsodhe metaboliey g@hlkueétﬁg% whish aFrofaPaple PR Braslucing the parent
RORPRGEY bF Sélerd STRARA tT) QivERe HABRT hESEL eraf 19X #HVeh€on.
in I'nternatfonal Patent Appllcatlons WO 00/ 09122 and
WO 00/09123. Additional processes fo preparation. ...
of orTheserm “lpsednhibitess asfersio EaMBAWA %Qlflé Rke capable of mhibiting the
ARBbh %@hb&k@§ f&l@ah@i’é gO 1CM98. paﬁ&'éat?@lﬁaasé@?@rﬁlmple orlistat and

refierably

dmﬁ%ﬁinsﬂtséeéfdlble%mp@ P@‘@HVPJ@ @5%95509 9ppwnwn&1ﬁﬁ@d ofilipses. Lipstatin

1\.5)\9 ntaﬁlr.tal r@guét'orf?xﬁcﬂaﬁfal g8Yin, SAEsGEheR theredle bf«‘:i Rydrb&ation of
nost _pref erably 360 ngy per

| lim@é@ pﬁh‘?n‘gippﬁﬂ inhibitesmingude 2 F]é??ﬁ af SOBIPOYB é%%lmon?}’ referred to as
p%a%fcﬁ&ﬂp l@énl:lﬁn% gb dedo T%R@ BEollidat Hﬂutdhaerttal qgélﬁ)r TH@ term “lipase

ree tines ject is preferab
oinbibatos’ refere Alae t@mlymﬁbwnd fase inhhitpsh %eﬁﬁnale ifgﬂbed in
MR$G nht] P engﬁp@ caﬂf)ﬁ 669/ 3%?@%1&)&/ Phdrnakéuticals Inc.). These
preferre [ 1 pase I nh be adm ni stered
qulmnrsab@@harmﬁ@m@d in that they hsVQabeen r&g‘e%xtw@ﬁ Wt qpefs gpore groups
E{ i%.'hm1ﬂ9pafs Ig;ﬁeg r‘%b% 1n1§19ftof"ddﬂomo§ﬁ;ﬁ{s'e§‘€hﬁrﬂab&ﬁ§§11y acceptable

tor ove It IS pre erred

tsa&aofr@me d@@lmﬂdﬂﬂ%heéﬁrem Tipgsainhiltitos” reeserably refexsttp orltat.
fam '@ﬂpkaggsoa[ m»‘m @gga&%lfs@fa ﬁﬂ%@@&%&cﬂ%ﬁjﬁ] BevRREYn §BStesity and

i ndex 0 ni st er
thyphdtmd@nlansqcoﬂxﬁeﬁauenhlé{b %i%ﬂ,o@omduhﬁydan%wbwha@o discloses

c@% & g&SfoxC g &d Sblhiu S e, %@E& 98§, lvﬁhkﬁ‘?hscloses appropriate

ons of suspensi ons
qairarrmc@twhh ©mpraitione. Elus‘émr $tutab10aﬁiaemsceumdtcemposmons are described

tAPLELSple ff ARESS AR PIRLE AGREAHLAs WO 00/09122 and WO 00/09123.

Additional processes for the preparation of orlistat are disclosed in European Patent
Applications Publication Nos. 185,359, 189,577, 443,449, and 524,495.



capsul es are | actose, other sugars and sugar al cohols
i ke sorbitol, mannitol, maltodextrin, or other

woizbdsanssozsurfactants |i ke sodi um | auryl e sul f RCE/EPB0#008698
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96, or Tween 80; disintegrants.§ike sodium starch
gl ycol ate, nmize starch or derivatives thereof;

pol yr®listat isl@@e@ﬁ%l}ﬁj&ﬁﬁy adThiDFRQYE HORL60 {07120 mgf)@ﬁfa'y‘%n divided doses
e. Suitable carriers for

aci d its sa and the |i
dypito glere%rflms Eé&fiﬁﬂ Brsfegred is Wherendzons 160 to dgfbmgpmest preferably 360

Qh¢ Per MEPOTS a11pf1§ét1ﬁh1b§t8ffis a&ﬁﬁl‘ll@te?e@lC{o al sﬁH jekk, gfb‘féf% ?uf?‘aﬁinded doses
the |ike. lg’breover he p arnaceutlca Rgarat ons

dHR B HFHaRhh e Gimeg paiodayt she sbagh o prole ly an obese or overweight

S, ié'arlglrﬁagﬁﬂ{tﬁvab‘ﬂﬁ Ha@&n@g}?&tﬁo tSH, @?{}QH 1t is preferred that.
égents sweet en .age ts, col Orlng gentS 8

et inhipitar g Warsyqrﬁbwtthl@ abeRbeRE O Med Of | mgestlon of a meal
Righfetifg F20 @ehélgllf Qfgrtn%cgrrlﬁ{bﬁeéﬁgtaﬂ l&?&kéjﬁ‘l'ﬁﬁﬁtor -EF gé/fgfearéb oveitis

al so contarn stil euti cal

Jupferradh ehad treqtmeentt be administeied tmrlu@r@ﬁwém lerstar sjropg family history of
RIbeSE UrRIChds Bbtihdd FAARRIRasE HdP3R5 pfepafed by

any ghoég known I n theaspﬁfglrrraceutH?l%re

Preferably, orlistat is adm ni stered accordrng to the

f or mul atQidistat Fravive admingster e knfyiraansan gonyentiomal apaliceppositions, such
Pl@ -tallefd Oéba?e%qablreésl?ﬁﬁtahﬁ %ﬁ’ elg—tlﬁ?cé?gﬂiﬁg Léﬂﬂﬁsn?ﬁs Jr‘%ﬁg}&‘r@ons

can contaln severa tric nters and can
rﬁXé@@}ﬂs of pargiges Wigelreast bebtmed &g1tabletsy goatedriabletsotregdss and hard gelatin

s Pe HEto@ep %ﬁ{ér 9@r§ar§}’ﬂ§aﬁa§co}fo@§lﬂ@%@fﬁ?{o@ 'mannitol, maltodextrin,

emat es, opt i cal y pure di"ast er el ol soners, m xt ures

cﬂr ohea dillersenirisimatsiikegpdismlenniewters Brif % ordesn 89; disintegrants
X 4G Qércﬁ“ g'é&gfeeﬁia% @ﬁf&h rr (ﬁﬁ%ﬁ‘@%@ %herg)cffe[%cfl 164 1RE Povidone,

the COHDOUH formul a phar maceut | ca

éﬁ@@pwdbne tela;l steariclasidefits sid‘ésratnrdcthr kike. Suitablecayrirsuion soft gelatin
%Ju?ég %g ]@Elllf)[et k}ggreta%[e\%}lﬁ r%ﬁ@s,%t@ HﬁRgH@ 434 11%111(1 polyols and the

roge
rbétﬁ H\;Ibreopalr, thethaamlageupmdfpermeﬁlcms gan h@ﬁelndummngi sgents,

eg{) gg 28rs| %talyl’?ﬁ%lg b Berf?? v&e&n@’a e eéi]mﬁﬁgﬂﬁ]f{lcggms,egﬁ%{eﬁﬂ%g agents,

résent venti on
fcg}qrnmlgatgtnts Vhwosing ag%mtss sdfiisg dqrroge)nng) theajshyjtlc pressure, buffers, coating

rﬁgéétk | gﬂﬂé&lg%iﬁg Oﬂ?e? caff Gl (I.)ntgirn s%ilgﬂier tﬁ%ﬁé&f&w éfa?fuable

erred are those onpoun S accor
\r.hbatmcns Rheiferrhyldtiogremay @wthenﬂ)pb@plesarmﬂ iarmnit dosage form and may

SR Pl BRIt HIhE D B ack il K refepably, ogfstatis
""dmmmml “W"“@'“Eg  the qumuﬂmohwhowmm thegbmbrplesendan &.S. Patent No.

mula |, wherein R5 is hydrogen or
%ﬂgﬁ@@@ u$ %rly preferred are the conpounds of

fornula I mherern R5 is hydrogen. Further preferred
are flthe comppuudsjsf fofmfiled wash eoritpinskenrdiasyhmietrice@nteroand can be

reseﬁ‘{ I4fi @H Jf Eglﬁr Rl fiohnes D(Yl\ﬂg; gf AaBidiers such as, for
e S T

Bjec
|emmp]1er llaneraates,tomacaﬂlyrmmudﬂstemﬂnmﬂn,gnbcbn&@oﬁ’dlhsaerbolsomers,

\ﬁ?a%{e%d}sc?q'nérf r?a?&ﬁat‘ef (91r ﬁl&%reg 51?&1%’(&%813915%1& pa% r%ates.

Preferred are the compounds of formula I and pharmaceutically acceptable salts

thereof, particularly the compounds of formula I.

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

methyl. Particularly preferred are those compounds of formula I, wherein R is hydrogen.



ais 1. Preferred are the conpounds according to
formula I, wherein Rl is nonoal kyl am no, di al kyl am no,

weoheosyi4592 hi ophenyl or pyrrolidinyl, wherei n pRemP2004/008698
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t hi ophenyl and pyrrolidinyl aregoptionally substituted
with one to three substituents 1 ndependently sel ected

from g Jsivdr iprd 1‘9% @.I%bo A% ¥f T_hte I}Jrés'eﬂﬂlhgaﬁimx o ?Bﬁl?ds of formula

and trifl.u Part i cu referred are
oWBEFSHS lab%rpa?rh@r alkyls parhiemlagt 51 ge ety pg ethVFPartlcularly

tgrbfepbe af-tBodd congjd‘uhd@ he@pRERYto foﬁmﬁlad@ﬁvﬁ@ﬂ'éﬁﬂﬂq is hydrogen.
2- et hyl phenyl nmet hoxy- 5- net hyl phenyl ,

di net hi oph 21

S 1 1 0 SeDPHRGT BREPoL S e bsrein . i lloh partcularly
Snethylonetdd Rartiolybherfdred 20 thoes, ebkeny R’ is methyl
3-fluorophenyl, 2-chloro-5- trifluoronethylphenyl,

3-ni ti{lg)cpﬁ%fb)ﬂed a?e &&gmwlforﬁ{ulﬁr NRlehex RP t&e}ﬁﬁdko%en or a]kyl

erre ounds, of faormul a
tﬂﬂrggﬂgﬁfeprzfeg@dfaéwh@ cggquunds of formula I, Wherem R is ydrogen
{4-[5-(2-nmet hyl - benzoyl ) -thi azol - 2-yl am no] - phenyl } -

am deGurther p fﬁfﬁfﬂﬂgﬁet}%@iﬂﬁ paiide offdirdula I, wherein b is zero or 1.
- be zoI 2- ylanlno] phenyl } -
Tirtieog PE e P R kiR BET o o ot d (o
[ 5- (2-net hyl - benzoyl ) -t hi azol - 2-yl am no]
phenyAjotheripteferréd opjett ofdhopidsdnt invention are the compounds according to

[ Brhar T F%i‘lembﬁg g%%lsﬁuﬁfﬂér%@errgd YeARb R ripBRAY bft formula I, wherein

benzenesul f oham
3i5luor o- N-{4-[ 5- ( 2- met hyl - benzoyl ) - t hi azol - 2- yl am no]

- phen benzenesul f onam
4 fl L%Fé?rlﬁd{am sﬁ?wpﬁgpqimcs%@%ﬂfyrr{lw;a é,z\/&]llel‘glnﬁ dnmpgpalkylamino,

ﬁgﬂ)ﬁhﬁno %ﬁ@ﬂl\f Wﬁ?dﬁh@ﬂgl%mp?ﬁolﬂmyl Whereln E;enyl thio henyl and

fluoro yI-benz yl)-1hiazol - J“
|m10hdyw ARAI C}pilonélhz%&bé%wéfdo‘ﬁ%p%w TecsURE{tHENLS fpde ﬁ ntly
[ setekted TRInMYik: lbﬁzﬂégéﬂ 2koRY, 24 Rhorémet iRy Nalro-Rldefiftubromethyl.

benzenesul f of

2, 5- d t hyl -

i no] -Hs I me 131/ ypqg é&eﬂe@%g se Qcig%/cilr)lg ‘th%o?r%.%i IZW%{ereln R'is
stilhdﬂ%ﬁe 3 ﬂq—ﬂﬁ(&ro%érﬂyl 4- ﬂuorthenyl 2- methylpheriﬁl 2- methoxy— -

thyI benzoy] )-thi azo m no % K
b@g }p@g{yy f@ﬁgﬁhyé@mnpg_thlophene -2- yl 5 uoro-2-methylp enyl 24-

3d1ﬁﬁ&l?) j)({n)h‘" 3. 811brs-£ Zn SBb R heRANZ A¥iblophBh Az udrapheayl P chloro-5-
trlﬂuoromethylphenyl 3-nitrophenyl, 4-nitrophenyl or 4-methoxyphenyl.

Examples of preferred compounds of formula (T) are:
1.  thiophene-2-sulfonic acid {4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-
amide;

2.  thiophene-3-sulfonic acid {4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

amide;

3. 5-chloro-thiophene-2-sulfonic acid {4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-
phenyl}-amide;

4.  2-fluoro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;



benzenesul f onam de; 12. 4-net hoxy-N-{4-
[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] -phenyl}-

woenrsane®l f onani de; 13. PCT/EP2004/008698
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2- met hoxy-5-met hyl - N-{4-[5-( Z-HFt_hyI - benzoyl ) -thi azol -
2-ylam no] -phenyl}- benzenes ilfonam de; 14.
2%.5- - ﬂa@I@ONymb{-g{(é - Sty 2b&ﬁb§%}r:tgﬁs&2% ahiihS-pESh12- ¥ @

m no]t&?lhen zenesul fon
5- chlBPEEs2 5N-{ 4- [ 5- (2- net hyl - benzoyl ) -t hi azol -

2-yl am no] - phenyl }- benzenesul f onam de; 16.
N6.{ 4-4- ﬂu@rz)—Ne[tzlk[\'zI(zmamyybénzbm)ahﬁlzol& lagithélOphen 1}-

- phe onmet hoxybenzenesul f onam de;
q%/b}ée(n%sﬁlfd Iqlfé’{,)

I\I-{4 enzoyl ) -thiazol - 2-yl am no]
%4 nit robenzenesul f onam de; 18.
chI

dlfNO{ql‘{ -§4-{ 2-(Frandtbyl-bsaroyby thiazoh2adanine] yphanylho]

- phemébke&sulfgnlaﬁiﬂ@r onet hyl - benzenesul f onam de; 19.
4-chl oro- N-{ 4-

I I I - yl
tﬁgnzéhggh}y{hﬂ]g‘ﬁf%g n%éhyq-lb%rzlgoyl) th){az% 2-y?am n% %hen}il}—
N- { 4-Hebhzdn2suifinhyliddyenzoyl ) - t hi azol - 2- yl am no] - phenyl } -
4- ni trobenzenesul fonam de; 21. pyrrolidine- -sulfonic

S (Slmeth%l TR Z oY hsgo gy -hieg st A B el
am d en@@eﬂdqdi!é am ne-1-sul fonic acid
{4-[5-(2-nethyl -benzoyl)-thiazol - 2-yl am no] -

PO A oA A BT a6 -

ami d ,en?ﬂle fompmdde- t hi ophene- 2~sul foni ¢ aci d
{3-[5-(2-net hyl -benzoyl ) -thiazol - 2-yl am no] -

Alen\3-methoxgd-{£55-(2-methyl-benzoyl)-thiazol-2- ylammo] -phenyl}-

fI l,b% ?ene lﬁ%ngmléz met hyl - benzoyl ) -t hi azol - 2-yl am no]
enzenesul f onani de; 26.

fI uoro N-{3-[5-(2-net hyl -benzoyl)-thiazol - yI am no]
lgherﬂynl]etho =(2-fnaathyti tbezoyd)Fthiazol-2-ylamino] -phenyl}-

netggﬁkenlégl{l%ngglc(@ met hyl - benzoyl ) -t hi azol - 2-yl am no]
- phenyl }- benzenesul f onani de; 28.

2,5- d | - N- 2- met hyl - |)-thiazol
1|3r 2 ms -}5 m{éﬁggﬁ& y gggrzlzoo%fl)) thlazlo 5 ylamlngﬁ-phenyl}
benzenesulfonamlde,

14.  2,5-dimethoxy-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-
benzenesulfonamide;

15.  5-chloro-2-methoxy-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino] -phenyl}-

benzenesulfonamide;

16.  N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-4-trifluoromethoxy-

benzenesulfonamide;

17.  N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-3-nitro-

benzenesulfonamide;

18.  2-chloro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-5-
trifluoromethyl-benzenesulfonamide;



29. 5-fluoro-2-nethyl-N{3-
[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] -phenyl}-

woensaewel f onam de; 30. 3- net hoxy- N-{ 3- PCT/EP2004/008698
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[ 5- (2- et hyl - benzoyl ) -t hi azol - 29yl ami no] - phenyl } -

benzenesul f onam de; 31. 4-nmet hoxy-N-{3-

[19- ( Z0y h

bgnzg‘lnes {&M @ @Jnlgg&hbéﬁ%'yr) 2 A0 HRkhin FERHyh-

2- metheosenesilfamemjde; N- { 3- [ 5- ( 2- net hyl - benzoyl ) - t hi azol -

2-ylam no] -phenyl}- benzenesul f onam de; 33.

%ochlr@f{@- Blr({z?mé Yl(—l?enﬂ@;‘lﬁﬂhailﬂﬂﬂé(ﬂrﬂnd] RitRad}-42niploan no]
é{lf oronet hyl - benzenesul f onam de; 34.

4- Ch| p en@ namide,;

[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] - phenyl}-

a0z eyeslidirenbastlfetic 85d {4 §-82-methyl-benzoyl)-thiazol- 2-ylamino]-phenyl}-

[ 5- (2 1Ehyl benzoyl ) -t hi azol - 2-yl am no] -phenyl }-

- ni t roberzenesul f onani de; 36. di met hyl am ne- 1- sul foni c

acid 5-(2-nmet hyl -benzo t hi | -2-ylapgino] -, .

Pen I}Iwg{?ﬂ%éme F7sulfgniq a&bir%g '%Fﬁa’.}’? h@r{@‘\{ﬂ hafaets 2-ylamino]-

[ 5- (é% z@%huggnzoyl) t hi azol - 2-yl am no] -benzyl}-

benz [ f onani de;

Ijr?’o] %}?}Zl\skuécaﬁi%éﬂgﬁéﬁg Y e REPBY ) MePA -l Bheny)-

5- chl ghidlef hi ophene- 2-sul-fonic acid 4-
[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] benzyl am de;

2 . - 2-methyl-benzoyl)-thiazol-2-ylamino] -
?4Chl 5- chloio th1oRhene 2N_q{1§fmfc5ac c12 {3mes ﬁ] ylmebeynz Srﬁo)y )t hllaa ol-2- Y

2- ylaphmmﬂ}mmmhzyl} benzenesul f onani de; 41.
2-chloro-N-{4 -

[ 55.( 23 MRbLRYIN- t@[BZQZLHetﬁﬁmb@ﬁidyiﬂt}ﬂa{mmerta]mmbbphymﬁl}—4-

tT1fluoronethyl nzenesul f onam de;

t hi opPEHELSULORATHAFC aci d 4-

[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] -
besz y b dRiode N-48[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl} -

4-f 1 upro- nmet hyl - benzoyl ) -t hi azol - 2- yl am no]
-benzg n%%ﬁ?%%%§%1fonan1de 44. 2- quoro N-{ 4-

[5-(2- nethyl benzoyl ) -t hi azol n -
b2hz eResethfloNadt (@ Z-mgthybbmzeﬁ]aﬂﬁ Yl]ammc‘ﬁ -ﬁen}yl}-

[ 5- (2 EEthydatBengn ) - t hi azol - 2- ylan1no] - benzyl } -

28. 2,5-dimethyl-N-{3-[5-(2-methyl-benzoyl) -thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;

29.  5-fluoro-2-methyl-N-{3-[5-(2-methyl-benzoyl) -thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;

30. 3-methoxy-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino] -phenyl}-

benzenesulfonamide;

31.  4-methoxy-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino] -phenyl}-

benzenesulfonamide;

32. 2-methoxy-5-methyl-N-{3- [5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;



benzenesul f onam de; 46. 2-chl oro-N-{4-
[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] -benzyl}-5-

wonrbdsioaevonet hyl - benzenesul f onam de; 47. PCT/EP2004/008698
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N-{4-[5-(2-nmethyl -benzoyl ) -t hi_ggpl - 2-yl am no] - benzyl } -
3-ni trobenzenesul f onam de; 48. 4-chloro-N-{4-

Lagng ?n &g}gg{a}dg Be[?@lhﬁetﬂy%é%ybzth}ﬁlz@lﬂiJ?I%lanFBHé’r{yl

n
N-{ 441 u?@%ﬁﬂlghen%ﬁ%@nﬁmé%azol 2-yl ani no]
- benzyl }-4-ni trobenzenesul f onam de; 50. di net hyl am ne-

-ﬂu| faogtileroalSi-{3- [ 5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-
4-[ 5- (62 rreturﬁ/l - be@ezoyl )-thiazol -2-yl am no] -

benzyl A §e

2- et hyl -N-{4 [5 (2-met hyl - benzoyl ) -t hi azol - 2-yl am no]
-35e n 2y 3-[ 5 Hermethglsbenzoylthidzol-25@amino] -phenyl}-3-nitro-

2, 5- q;egg%.jzgy‘}l d}l‘a&ﬂdé5 (2-met hyl - benzoyl ) -t hi azol - 2-yl am

i noj enzenesul f onami de; 53.

]4 6lt)ne§t V’F%i'l}’ aél{é‘?ﬁ elg%éép %%Ee 22121%’11‘2}71 {algrllzecl)%f thlazgl Z-Waggno]-

3- netghex }.Mn{lée{S (2-nmet hyl - benzoyl ) -t hi azol - 2-yl am no
] -benzyl}- benzenesul fonan de; 55.

t h I -
e TSP a0ag s -
2, 4- dieharesdfddafiBdg;5- ( 2- met hyl - benzoyl ) -t hi azol - 2-yl am
i no] -benzyl}- benzenesul fonam de; 57.

55SC hl0 Lé%ﬂlﬂ]'r@mﬂ €15 %2—§Hét ﬁl%éﬁz@ﬂ) @11azol 2-ylamino]-benzyl}-

-15-( ¥ enzoy i azol yl am no] -

benz;}?e&ﬁ‘f@é‘l asgmide;

5-chl or o- 2- net hoxy- N- { 3-[ 5- (2- net hyl - benzoyl ) -t hi azol -

239{ | egriile}o-teoglydne-2-hefoneresdid ] Briamethyl-ezoyl)-thiazol-2-ylamino] -
chl.oro 1N- cf' 5-(2-net hyl - benzoyl ) -t hi azol - 2- yl am no]

benztiﬂn}zy F7U9% i f 1 uor onet hyl - benzenesul f onani de; 60.
2, 5-di met hoxy- N-{3-[ 5- (2- net hyl - benzoill) t hi azol
Mn o] 5-ellerePirhethbende te £t (2-oretil-densyl) @mk&ryk}nmo{bemﬂ}-

- N-{SD%I? A%,ﬂ@a{alyh .benzoyl ) -t hiazol - 2-yl am no]

- benzy nzenesdl f onani de; 62.

A T P Sl

trifluoromethyl-benzenesulfonamide;

42. thiophene-3-sulfonic acid 4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-
benzylamide;

43.  4-fluoro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide;

44. 2-fluoro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide;

45.  3-fluoro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide;

46. 2-chloro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-5-

trifluoromethyl-benzenesulfonamide;



63. N-{3-[5-(2-nethyl-benzoyl)-thiazol -2-yl am no]
- benzyl } - 3-ni trobenzenesul f onam de; 64.

wa-2005/004392 N- { 3- [ 5- ( 2- net hyl - benzoyl ) -t hi azol - 2PgiTaRr2a08698
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- benzyl } - benzenesul f onam de;

N-{3-[5-(2-net hyl -benzoyl) - t hi azol - 2- yl am no]
enzy. -

éj? 4 f ll{% g?—gﬁ‘}l)ﬁ tﬁ’@%%‘ﬁﬁﬂhiz%ﬂ@@lﬁﬁmo@-@enzyl} -3-nitro

[ 5- ( enaspRionamsdsy| ) - t hi azol - 2-yl ami no] - benzyl } -

met hanesul f onam de; 67. 4-net hoxy-N-{3-

Eiﬁ.— ( E-dﬁdsﬂloyN {Iae[ﬁz(aymkt}iyhbamZB&hrﬁﬁarﬂ m]ra?nndoehatwyl}}-

enzen 68. 2, 5-dinmethyl -N-{3-

[ 5- (% Efé#{ﬁ ?ﬁageﬁlzoyl ) th| azol - 2-yl am no] - benzyl } -

benzenesul fonam de; yrrolidine-1-sulfonic acid

39[ 5 N-M+ rﬁ@@rymatb)drlmy@»l) ﬂna@,’s@rﬂ@nm%mem]lbﬁl -nitro-

benzyslelgigngﬁﬂfoggmldgn ophene-2-sul fonic acid 3-
[ 5-(2-net hyI benzoyl) t hi azol - 2- yI am no] -

b%n lelixg][eaw Bé‘fEBW%)aC‘{AI'ﬁ'ESZ L~I Clwll ;ﬁ???& -thiazol-2-ylamino]-
benzybleﬁmlafiﬁl,dﬁ
2-met hyl - N- { 3- [5 (2-met hyl - benzoyl ) -t hi azol - 2- yl am no]

e
2Ar1 coplid -f ARl il pivlamisplBenpli o)
- bendbghjene il f onami de; and 74.

3-fl uoro- I\I-{3 [5 (2- et hyl - benzoyl ) -t hi azol - 2- yl am no]
-HENZ_BimBRIZRNE L(fz%éﬂ@yﬂﬁerﬁé?l?ﬁhﬁ%loi -yRafihd Chémyl}y

preferred compounds of formula

t hi opBFEe fopprudss ¢ aci d

{4-[5-(2-nethyl -benzoyl)-thiazol - 2-yl am no] - phenyl }-am
i33€; 4-methoxy-N-{4-| 5 (2 methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-
3-fl yoro- N‘ﬁ@’é‘% - net hyl - benzoyl ) - t hi azol - 2- yl am no]
- phe P?enlS% g%uef f onam de;

4-fluoro-N-{4-[5-(2-nethyl -benzoyl)-thi azol - 2-yl am no]
-5 e rdymethoay; jﬁéﬁé{@{(ﬁgnﬁhyldeenzoyl) thlazol 2-ylamino]-benzyl}-

2- metﬂg:?{% r%kdlt%n[aﬁn& - net hyl - benzoyl ) - t hi azol - 2- yl am no]

- pheny enzenesu fonam de;

2- mEt hOXy 5 MQ% z(éﬁ%étﬁ)’]ﬁg‘i%ﬁ?{l}f e.nZ?){zl zflaltn?rllo gl?elnzyl}-

di net}j@ﬁh@mlﬂmnﬁ@é .f onl c acid
{4-[5-(2-methyl - benzoyl) t hi azol - 2-yl am no] - phenyl } -

d% %&Whﬁg%i ﬁ? ARG J}ﬁ%/%}ﬁazol- _ylamino]-benzyl}-

- p h e rbeh]zeramlﬂmamlde,

57.  5-chloro-thiophene-2-sulfonic acid 3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-

benzylamide;

58.  5-chloro-2-methoxy-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide;

59. 2-chloro-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-4-

trifluoromethyl-benzenesulfonamide;

60. 2,5-dimethoxy-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide;



10

5-fluoro-2-nethyl -N-{4-[5-(2-nethyl -benzoyl)-thiazol -2
-yl am no] - benzyl } - benzenesul f onam de;
wa 2dosehinddopor o- N- { 4- [ 5- (2- net hyl - benzoyl ) - t hi azeCTZPyi0a008698
i no] - benzyl }- benzenesul f onani.de;.
5-chl or o- 2- net hoxy- N- { 4-
[62- ( %zﬁi%ﬂlaseyq\hwg@-xiz)rnétﬁﬂaieakoﬁ)-ﬂﬁ@m-aqmamﬁ@mwhiﬁ}-
m

benzenesul f gpa ; 2-fluoro-N-{4-[5
-(2- P?Fﬁlleﬁ‘ﬁg’ﬂ%@}‘fe}-t hi azol - 2-yl am no] - benzyl } - benzene
sul f onam de;

F2f | Woctde-N43] B~ (22metityhtntogh zhiakdl-2-iaarnd - BengyHi-no]

-benzyk}- b | f i des. o (
2- iﬂft}épéoﬁgf@eiﬁﬁ %%lﬁn%g‘?ﬁ’lﬁqﬁ%%enzow ) -t hi azol - 2-yl ami no]
- benz J{%{ S5-trifluoronet hyl benzenesul f onam de; N-{4-

[65- ( ;ﬁ [BryP-rhethyldyanyoylhithizes-2oylgminal ishzBEAZitrp= 3- ni t

r 0- beRaRRRSMINARAIY; de; _ _
N-{4-[5-(2-nmethyl-benzoyl)-thiazol - 2-yl am no] - benzyl } -

& o hRe B SRR Bt D asth TSk o
- benZyhadtiesigfonamide;
2-met hyl - N-{4-[5-(2-net hyl - benzoyl ) -t hi azol - 2-yl anm no]

-henzyl} - e - .
Frethery e RN SIS M laminolhenmilfoniiror g
] - berheprénepdtonemidail f onami de. Processes for the

manuf act ure of compounds of formula | are an object of
tdee | A8 MubA phdd}® - RLBPBY- AL iR thyRb RN QURYS! - Blylahdholbenzyl} -
| of the present i.nvention nay be carried out in
sequdREaAResy Of&aélﬁéé;rgent synthetic routes. Syntheses
of the invention are shown in the follow ng Schenes.
Tare skidetifoxy@qus{pd2fmethglabeny byl tinatol 2hdamesd thenmyland
purifbi cat i oLréifof tige, resul ting products are known to

t hos @ PARE AT “Fhe substituents and indi ces used in

the foll owi ng description of the processes have the
15 548gni%5-dimeibylgNvidnl5al thyhberzoy! ribiagelt Zylapyne lyhenzyl}-

cont rdYenSQERRAHAGs of general fornmula I, wherein ais
zero can rbe prepared according to schene 1 as foll ows:

S Sl e P ST S B PR

I espegdnizyl@mitief r 0ani | i n and benzoyl i sot hi occyanate
foll owed by basic aqueous work-up (reaction conditions

scribed in,literatur L [ :
e e )
20 convdmngylainyde; eact ed wi th N Ndi net hyl f or mani de
di met hyl acetal in the presence or the absence of a

| v 2B &ulfSnid Q- 14- BehidyDttheRoPPyldMino]-
poe u?ﬂéhﬁoé’rhgﬁﬁg%él}:ﬂéﬁlg%tc ﬁﬁﬁ%??ﬁ%ﬁ%yed,@%r CRBoE D yiatsinol
has reenade@idss ef fect on the reaction or the reagent s
i nvol ved and that it can dissolve
72.  2-methyl-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide;

95 73. 2-fluoro-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide; and

74.  3-fluoro-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide.



the reagents, at |east to sone extent. Exanples for
sui tabl e solvents include: DVF and di oxane and the

wOik@s/01439e reacti on can take place over a w dePCamge00a/08698
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tenperatures, and the precise _rgaction tenperature is

not critical to the invention. find it convenient

toc { i QB0 EsnPEatdsi £HRM ayhient
terrpée}%%%hﬁ%otfgglreae %@%Thé ti rrepr equi reof fora?Ee

reaction may also vary w dely, depending on nany

f @fdpheRe-30U BRI AING- ['Se(é%bt%\l-b@ff@ﬁl)&hi_dﬁ(ﬁ-ﬁ?ldnﬁﬂitﬂ ~phenyl}-amide;
nat ure of the reagents. However, a period of fromO0.5

h to several_ days will usuall ffice to,vield th T

BT G e e bpiab? gl sl Pody T perfsulfonamide

reaction conditions described in literature affecting i

sarflnosr-Ba - B (2-sethyl-benayhrthiazol-Hateanioo | phenyllt henzenesulfonamide;

313-318; 1978. b) D net hyl anmi nonet hyl ene-t hi our ei do

der i ¥RNiNgs. ["[5—32%9&2@[}&98%?—%@%1@%&5@1&% Obienyl}-benzenesulfonamide;
action’of |

deri vall Ves by r B with a-bronbketones

(a known conpound or._conpo prepared by known
nemheshiexy- TieetBl i dé- [ﬁd?-%@tgﬁoqhwgﬁg'ﬁ@ézﬁﬁp}’ apuplirhenyl}-
| pdize@dse@HoRemiARPr opriate) in a solvent such as

ethanol, and the like, in the presence or the absence

R O e e

hamide® adverse effect on the reaction or the reagents
involved and that it can dissolve the reagents, at

| - i -2- i Benyl}-amide;
i ﬁgﬁ%lgég%%n 5&&&1{3 (XA RNSS bERFoyBUikiAbI-2-yiehivieFphenyl}-a

oromet hane, chl'orof orm or di oxane,
met hanol , et hanol and the |ike. There is,ne particul ar
r éé%uqr@t%mtlwhwlfis?%é%-w@ﬁe?w ptpiazol e OI‘;?F%M
stagRnesti@namidepase commonly used in this type of
reaction nmay equally be enployed here. Exanpl es of

such hases_] t i et hyl ani T -

s damy el R e R PR mineLberaly <o

t dkezepbadfonamide; a W de range of tenperatures, and the

preci se reaction tenperature is not critical to the

i vent i of. L4l 5. -B&Hzol10-tBRESY2-9Minifdlebenzyl}-
rgé‘gﬁéﬂggfvr\?%{&?&elgt{#n% (?%gghﬁ lnE‘fHen 9ten‘per at9ure t]o 7

r dehzenesutfomamides required for the reaction may al so

vary w dely, depending on many factors, notably the )

r 93k d 80N ROBEN Akl Bertoi)ehiadlid-glanfindHeerzghdentenesulfonamide;
However, a period of from0.5 h to several days wll

] ffi t i el £ hi l.e - i i\ o
LS Brohel B bR ol RIS R APt tpl )R8 G
affecting such a reaction see for exanple; J. )
Het ehilomy Bl- {4- [h@rmetlybbryzoy 3hinzels2-viegmigo -berey e thiffyqrgmethyl-

C%@Q%@%I?Jna goula 1Cis a conpound of the present
i Vention an mgy be the desired product;

alternatively it may_be sybjected.tio c ecutive ‘o
- exdilore- metel-berar izl tRmIg st oo iy s gonamide
described widely in literature to yield the desired

t anqbﬁﬁ%dﬁédh\yhbémeﬁl)JtEazmi)z-ylénﬁlhcridbémylédﬁmmwemﬁulfonamide;
reduce the nitro-group in IC wth hydrogen over Pd/C

| ndifanethylamine-1-su1fonic acid 4- [5-(2—methyl-benzoyl)-thiazol—Z-ylamino] -benzylamide;

2-methyl-N-{4-[5-(2-methyl-benzoyl) -thiazol-2-ylamino]-benzyl}-benzenesulfonamide;

and

4-methoxy-N-{4-[5-(2-methyl-benzoyl) ~thiazol-2-ylamino]-benzyl}-benzenesulfonamide.
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the reaction or the reagents i.nulved and that it can
di ssol ve the reagents, at |east to sone extent.
Exanpl es for suitable solvents include: DV or
di oxane, nethanol, ethanol and the like. The reaction

o e BB B Sl G T P BRI B et of e

tiheentionenti on. We find it convenient to carry out the

reaction with heating fromanbient tenperature to

r ef | l"f(he O%-gggartaggg of E&H%&ﬁgis of 'for}l?ﬁa % g?@te'pg%tegﬁ%v%tﬁ% may be carried
r@éétl |S@quepérn1p@r qxrwer@erawynﬂteéc ﬁ@t@tm Sypthesdseol ﬁ]é%tg’é’ﬁlﬁ’@n are shown in

"i!ﬁ)é\’?dlﬁﬁvmg‘S&feHe@ arigf skfifse Lﬁre@. fBr tRrERY Slitethe daYGoNbhd purlﬁcatlon of
ual 'y suffice to yiel ?qtgg ode vatlvesID

s e bineRynentt arkaet Pribp Ao ?alalétlsrerlésc%nddgdwes used in

&hﬁ hfoﬂo‘WﬁfgCHé@ﬂ fG6e dfotheeyrorpdses hied nthnaimifitahed fgiven above unless
g ég 3415: J Med Chem 1983, 26, 1747. However,

R ip Y™ BMhound of formula IDis a compound of

the present invention and may be the desired product;

al t er@anpoehds of gomessh dorsug dowhereinoa dorrse can ibeeprepared according to
reAGHL 918 forfdlvsSul f onam des and sul fonic acid

derivatives | can be prepared from suitable startlng

mat eri al s according to nethods knq in the art .

O ohHeiansiss Lvcelthor ROmAATGALY AHRDe b Saois unthetically available for

s ]9:‘ fefaa[}ﬁd cfﬁﬁnb Qhe seg édglﬂé &‘altﬂj‘alngndﬁ[d baizbyldxbtlﬂadftybﬁate followed by basic
a ecte S escr e l, N t

ey Eoi, Breroh orbRe deies Gl affepige guoh o reation
t heisee fespentpleeTstehtdronol 98¢ &8s léQﬁ)p@metmvomenﬁje reacted with N,N-
genet al th ﬁ&fﬁ?&rﬁldle Fﬁllrylf %g{aﬁjn H% r@%ﬁké th kacho?Q solvent. There

sui ta or |
( co mtpmupdgmkhomstr@qtlo@mmﬁbg ng]tu,gﬁ eijhe é@vw tph gmployei provided that it

lil.lggi 8 aﬁ@ @‘Eﬁ’éc‘t’ %h}fhé ReatiSIP by BHY rehgdfi®s involved and that it can dissolve
di chl or orret

and  t li.k
pr e§]é‘?’1€f’ég@1fts>ﬁﬁ ieaétb@éﬁ% eé?eng%?@l’le?&g‘f %ulJFaEIW?V‘mPS ih8de: DMF and
gar tdh&&éln@ ragﬂ&ﬁé 1ike. t']‘l%”reﬁd’hohh&ngakelplac@f)VdrhaBialfmﬂgH oft @mperatures,
e e yed, provided that it has no r : ol -
t he angafg’le BHSCISE TEACHOR SHRRTLITE N olf?r} é\cr%l g t? eth? ILQ&{UO% We find it
d| SS:Oth&nérheo ceagent the radctiveadgth hatisg rfmr@ Ambient temperature to reflux.

c hI eetic'mg éq\\g%éltfgp {hg l%gét%ﬁ%%ﬁ%l%: bwm%endlnﬁ on many factors,

of orm
i s motgdy theowhetionrtempeiagure and dhe naryef the éeagﬁnehféowa% a period of

u S€ qrdx? 0t hSoSeRGE, dAP Wil h¥u Sﬁfﬁ&méﬁ[ tH& @fméthylhfliSomethylene-

reacti on nm e ual |

Exarpeseids datevBRLL o e it et s

di i sqpsaRYlset FotlcrAipR: Herebcybles I11,/6a3-3M8e19Eact i on can
take place over a w de range of tenperatures and the

pﬁ@f{f aCt e qjiltaﬁ%f atul“r|£1 n\%ttlvgsr 'IE ga‘;ﬁl bg o%otnte'@rted to thiazole

nvent
r eacd‘erwmwst]lﬁl fyateactiprf mérﬁBambﬂhembmgquewy r(é knpwn compound or

ref | Yxipohl8 Jriffed GRRAGEH nlcods"ehd SRrtd BR oMBBbmoketones employed is
indicated as appropriate) in a solvent such as ethanol, and the like, in the presence or
the absence of a base. There is no particular restriction on the nature of the solvent to
be employed, provided that it has no adverse effect on the reaction or the reagents
involved and that it can dissolve the reagents, at least to some extent. Examples for

suitable solvents include: dichloromethane, chloroform, or dioxane, methanol, ethanol
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al so vary wi dely, depending on many factors, notably
the reaction tenperature and the nature of the

woeog@i®2 However, a period of fromO0.5 h to BevaEPa104/008698

days will usually suffice to yijgd thiazole
derivatives | . For reaction conditions described in

I i t ey Ekeafrfh@feti b Ebulhe f : o
fehen o ;m Cﬁé_li ang%ﬁg&ictg?gno}eﬁle %ur%xﬁrmé Base used in this

Y
Fun 1789 ﬁﬁﬁ a8y &’(f}ff FHRHARALYS hiypedifireasiion mahegugllchbe employed

Lar bex. Exhotplesi¥fl sayh Bas‘é@iﬁ&ludélﬁ\ﬂéﬂ’(ﬁﬁﬁmné%d é%%ﬁro lethylamine, and the
Howgy e rpp, L e Jesul t

H)
is V@Y ¢Conpound Catnh%ﬂg P gag:e R %Wé‘gﬁ Yaﬁlﬁe é’lﬁ (ﬁerﬁﬁ‘?ﬁﬁlrfsh and the precise
d esrqaefdorpte@mmettur@ils et eritidal/el the idventign ey e Sinldj 1ecdrﬁzdniteﬂt to carry out

con f.th
Coragi CERYIOIEELEEBLR LA o Mgy e poined
( R2tO8) reaftionc By alocerry Wl@qbr fdspemring on| memp fakdey) Hothlyly the reaction

r eafél“ﬂpéﬂatﬁf‘e dnd 82 matdrk oMHehestd hfsaﬁoﬁfe%regg&@%BFﬁoﬁqp?h to several
I kyI hal o en s nde!:ﬂﬁ1 C condi fi Qn

rea s ol ush ¢ i de SBvesel or Fgysasiioa conditions
of stSﬂbetbmthtefEh&E affeﬁlrfgcsublaﬁtreabtibﬂfseé ﬁﬁ'tdkhﬁbleem I@é‘cerocycl Chem.,

ot 153255 90 e P R eowBTRa o Einme Ml Cup Spenpound of he
I e apresirg mw@bn@@danw et dleétlrfnﬂqnoduas dkareatively it may be subjected to

re a&gﬁgaﬂw@?ea{cﬁéﬂ 1ifqé3{eﬁ§éfﬁ>necﬁ'1 F%ﬂﬂg Ib?Zthﬂst described widely in

sui t vents I nc
THHteratered e gield the desirrg,thiagale ﬂél’l]f?émeﬁ B ar restriction

on the nature of the base used in this stage, and any
@SWeCﬁmr&thBﬁeﬁ’t ﬂonrethﬁtiesthé hﬁﬁb SfoupAdld YhMBMrogen over Pd/C in a

Lly. b f h bas
" TRERRt REPER RO 9 P 7at S 0aLads Moo P FETRG EaAR fe, the nature of
andthe I'selvlemtkte beEngplowdcpiooiled dmt titclks nol alversoefféct an hek@action or the
r anl%g ts HS\FB?\‘?Jdata#& tt ﬂngqn ?%s {%eﬁlg eree{ %% st Ia?{}@as? to asome extent.

erature 1S no nve
| t ed fomtsuitable a:plrvynt@ vacledre DMEcor dmxwet, mndtleaatol,reghanol and the

f r of 2 Mipe &S ctioR RS @kd! Pﬁcé Bvdref {Nﬂi% raﬁE@ 8E 'téfﬁ%é'r%yésf 884 the precise

for the reaction nay SO var epen
maniFREien rpera{itedp |n9t %rmacalr todbe ifb’ﬁnF%p‘é{F @pérlbcoawamﬁweto carry out

nat ﬂl@&eﬁtlohhﬁtlﬁ B ﬁom"ﬁiﬂﬂﬁ&l@tf te ei”lﬁﬁieot@ &ﬁui VTHB ®m® required for

sever al al | flceto [
i s SRAHHR, mOR ERg alery wideia eRgding o6 mi@sicfassy notably the reaction
contirtpecataretasicthe hethre of thietrergahtsr Hoak¥eecd pergpdsoftiora 0.5 h to several

rea S )

24 9&@0 ﬁ@l&el?s%a%p ﬁpﬁﬁgrﬁg )’Efl‘fl ih(h %mgo1 NidAREs 1B For reaction conditions
described in literature affecting such a reaction see for example: Tetrahedron Lett
1984, 25, 3415; J Med Chem 1983, 26, 1747. However, the resulting compound of
formula ID is a compound of the present invention and may be the desired product;

alternatively it may be subjected to consecutive reactions.

d) Sulfonamides and sulfonic acid derivatives I can be prepared from suitable starting
materials according to methods known in the art. The conversion of the amino-moiety
in ID to access sulfonamides or sulfonic acid derivatives can be affected by methods
described in literature. For example the conversion of the amine derivatives ID or their
respective salts to access compounds of the general formula I is affected by reaction of
ID with suitable sulfonyl chlorides, or sulfamoy!l chlorides (compounds known or
compound prepared by known methods) respectively in a solvent like
dichloromethane and / or MeOH and the like and in the presence or the absence of a
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avai | abl e or synthetically accegsible via various
met hods described in the art) can be fornyl ated under

;’g: Ibgﬁ%ztr[{élgl%cl 'nt(())ﬂpacf‘gﬂﬂful #e?ﬁisc }e{\%ﬁ{]{ ng Ilg.d:selcogndéem I%?lgt toGDe employed,
in PWIM@W@ &apno tamermféctdm e raacgoh\soe tthe reig@rtemvslved and that

NO RAE &Midﬁe ﬂf‘eslteﬁ e?fté Q@ 128t 1180l e¥fehit. Uxa Hliﬂ SRk %Eble solvents

tobelggp ‘éM’ that it _has no_a
ef f AW morM@%I (08 adjerans, TiYb| sl thedike. There is no
t hafpatticuﬁal’teﬁh@ﬁ@&h\(ﬁl thenitadeftthe hate LGRS tt&ssé@i@ and any base

ext ent . or. Sui able sol vent s..i hcl ud
ot SN ﬁ?eskegntius WPF SO ana; SRuAlT R Byl iore. Examples of
par sudiibases inclstle tmtthydmmﬁre anldelinapropglethiylanfiae aslahe ke The reaction

' n ggg gatklégpag@ ov&q%%g¥aéggg%? taﬁgém@lr%é éf&épqe&g l%a&gémempemure

s uc i ws@glcffahtq t}wemgmmm%ﬁhé st genveniedt th earw Rut therrgaction with

reagbitiy &R dflientlcAGRIANYR toded eTHANYE r&%ulred for the reaction may
ten‘p rature,, and t _e preci se reactloglytgn‘p rature i s
|

not 26¢ ey el ¥ qpﬁlé Ing \pgﬁ{lqra(rfactw, nota e ge3ntioum fempperature and the
to @atury oftlie fdagerts &QbW@J%r,faf &l 6f fronhesth Bg séveral days will usually

\r/Z: l}?‘llj C?jl? 9’13&% ﬁg@ﬁ?ﬁ %IV%ﬁyf:he%e%gt?oglt Icg%gi[ltéod?/ (%;'tswgbed in literature
r eaaffe@mgtsanh egaationsesearfor ¢xamphatGoreprehertshe @gagerifrsnsformatlons A

US\S%%{JI?&G to L?]I%E:lte){?% (%foui)(}j}%?é PatPorfd, 3:01 E%%B,:{hcﬂ%c%elr!)ck John Wiley

rivatives reacti on
condi $qn@n1§ ev doekiNbed 999 Howeveniths wsefing sempguadehformula I (R2 = H)

rzgigstd &ﬁh@cﬁﬁﬁl Jleie B@éﬂ@ In?v‘gnﬂ%rf‘ﬁh ?‘b@%‘e c(lje%ﬂ'Zd pBSiuct; alternatively it
can be brom under r

r eaé‘%"Wd?? Gl @r@%@?"? Fragtions et@f Atifeof e sBhpnamide under
it eoitabdnicenditioas.bsalifbmatidesBI WR2h =BiH)atrd ewhverted to sulfonamides I
te at ur. IN a SO t

el 2 EBpteeor Pl (s H it S e |k vl idgg alort halogenics
t he uadénssic a)ndhmnerﬁheaywl,onganble deutietllvait in thetpassence or absence of a
adv%l% e’&‘ﬁ%‘é tLSnIQ(? p&ﬂﬁufa‘? ?%Eﬁ&ﬁ &E%a{ﬁ@%g 'Eﬁessolvent to be employed,

I Nvol ve can SSO e rea%b
| eaprovidedsibakit drs @ma V@s@mﬁwe@l ﬂx@rreasc@ppavé e %g%tﬁ fnyolved and that

' nClltUgﬁl dis¥dWe ﬂéFreaQé?l‘ils tdhGedst & sorhb %xfeﬁ@%ﬁa%l@safbrts@hﬁble solvents

place er.a range of ratu
pr el gdratorm ¢ ®hieranca Thi and she ks 1 bEEh s 1 icular restriction
I nveRttheRatu¥eof thetakd usdrin el etrage,ta@d&ay rbyisdJctdrmtnbﬁly used in this type

f
cqd reriph e edpdly:Br GGG Aee BlamPly GbFyd Blies indude N,
de pemcthyigmme avgndiist proipglethylanoineking thhkke: dhe réastion can take place over
te ITB Jf’farn% 89@8{1%%%9 5 U At {elaﬁg Fe%@@&ﬁe?n&e‘fﬁ}@?é’ §hot &itical to the

peri 0 0 sever
suf inveation. We find it convenient to carry out the reaction with heatlng from ambient

temperature to reflux. The time required for the reaction may also vary widely,
depending on many factors, notably the reaction temperature and the nature of the
reagents. However, a period of from 0.5 h to several days will usually suffice to yield
thiazole derivatives I (R2=alkyl). For reaction conditions described in literature
affecting such a reaction see for example: J Org Chem 1984, 49, 249.



yi el d derivatives HC. For reaction conditions
described in literature affecting such reactions see

woanosmiapl e: J Org Chem 1984, 49, 566. c) Thi eATERS00D008698
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are synthetically accessible vig convergent or |inear
synthetic routes starting fromVarious comercially
avai l abl e starting naterials. W find it convenient to
react am no-benzyl carbamc acid tert butyl esters
(Whi ch are either conmercially availableor easily
s%FhFWétl cally accessible via reaction of
am nonet hylanilins with under various reaction .
condi tions described in the art i ke for exanpl ef R
Bi oor d Chem Lett 200 2, g1439) with sui f\'e?(
el eg | e§ sueh—as & ﬁgeg\dm ’c
condi i Nfbhe case ghat AY=HVi sHto be éopérted to 5
R2= Bl kyI. The reaction can be carried out in thelC
presencgaor absence of a solilBent. There is no
particular restriction on the nature of the solvent tjo
be enpl oyed, provided that it has no adverse effect ogn
the reaction or the reagents involved and that it can
di ssol ve the reagents, at |east to sonme extent.
Exanpl es for'suitabl e sol vents include: DM,
chl orofor or di oxane THF, anhd the like. There js no o
parti cul ar é,sinct 0 n fhefnature of the base Nsed
in this stag arﬂ%y se Nl eused in fi
of reaction ma'y asl oyed here. By s of 5
such bases i @ ude RaH, tr| et hgl ani ne and R’ R
di i sopropyl et hyl ami ne, and the like. The reaction cai
t ake pl ace over & W%rémrﬁa'ﬁgéroof tenperatures, and the
precise reaction tenperature is not critical to the
| Q¥RHoLAAS of\¥néaN@rinbiladpRHERIreNs 1tcan dapiapatudactiding to scheme 2 as
@ptlonvvl heating from anbi ent tenperature to

WX. The time required for the reaction may al so
vary w dely, depending on many factors, notably the
r eacd)i Bernszhmmnaﬂw (eithexctotrimeenaiilp penilobleton eytheterally accessible via
However, é?,ﬁs th&?s e l{ g.q%l Qhe'sarﬂ <{aﬁ be Finh rfﬂte&] ﬁﬁ&er\’\ﬁahbus reaction

usually Inic i ermsl
(R2=al kgmdltlorraaWer’@aé(t comvepisndfq fosmylatrad 8 ik %I Y bimmate under basic

liter atcb‘ﬁcggglg iR¢hd g&seﬂé@ Br t3her Ba&Gick 0fa §(ﬂ€erft 0The@é< ampl fRirticular
Og Lett uent onve Cgﬁl it has 10
ani | i néesﬁ%tlé’wmothe pEre ﬂ# pritpge F’G‘P ‘WS ‘6‘8? att

noi ety a&@éi‘setb@feétf(frﬁﬂhé echchiyn Seﬁ&rraﬂtgeﬁ’shhﬂﬂﬁedjasldhaﬁmchn dissolve the
the literature J )

the i nTEA8RUY aﬁleégvﬁns?lﬂe B}\é\ﬁg{ ?IXT‘I?B e%foggéﬁmlgmlv&?s nEfiEk: MeOH,
sol ventttand aubeageciidy, andshe like el is 06 patisulss nestrydtion on the
group to lib t £
condi t RATure %gtég?)? e ngd Hﬁltl"hﬂ‘usnc%%t %@ng%géecéoﬁlﬁlghh%sed in this type o

r eact i oercter nfayreqesllysieaplawedhere Emﬁplf%fssm@asei gishude sodium

The r e?l‘féth&?d@fana'@e"lﬂ& hTik feQctfit@sSaltd1Rade s valt range of
0]

recur sor
P temperatures, and t?*le precise reaction temperature is not critical to the invention.

We find it convenient to carry out the reaction from 0 °C to heating to reflux. The
time required for the reaction may also vary widely, depending on many factors,
notably the reaction temperature and the nature of the reagents. However, a period
of from 0.5 h to several days will usually suffice to yield derivatives IIB. For
reaction conditions described in literature affecting such reactions see for example:
J Am Chem Soc 1947, 69, 2942.

R4



affected by various nethods described in literature.
However, we find it convenient to react I1ICwth IID

wonodshe492esence or the absence of a sol vent i RCTHE®2004/008698
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presence of a base. There is nqg particular restriction
on the nature of the solvent to be enpl oyed, prOV|ded

has vers ef fect,.on the. react . .
ooy DO RR el R (LT bl G aiddi described n
r eagenitsratuag. Wefisd 1ttoonwnm1t txbentinatEXEBplithB1f e low temperatures in a

sui t a%éﬁ,_?ﬁﬁo\g}féig ﬁefh&%]k;lgfﬁc elq0fo gpﬁ&ﬁfﬁ? %stxff‘c{ﬁﬁi)n on the nature of

di oxa ere stno part
r est r ithe sdvens o bhemplaver ereidedibatisbas meadyerss effpston the reaction or

st age th@fdg @}ﬁyuﬁaﬁv@d Q@d‘fH&ﬂiﬂéaH a@%lwﬂiehbesgewpﬁ 1@t to some extent.

el AT R I M R —

t he prigid slecerecs e rhﬁg&tﬁl’cahpéletur& and therpredigalkadtion temperature

r eact RO IHERRt it ST e bRl el thEfeacton from
ref | ux78 Theo heatimgte grfiuxehd @me trmamreééclt fhemeaetign anay@lso vary widely,
vary Meﬁgﬁ&"m A6 RN 'f&gmg nncﬁmx tﬁ@x‘éﬁ&{o?l tei?%ﬁ@dlﬁé ahf®he nature of the

reacti o eratu ature of ent
Howev arageatspEiomwseerof peraskridram §-5 ytassyerakdays ﬁY suffice to

E; ual |y¥el§ ;dﬁlfﬂf&%ﬂll(tﬂ F&r‘}eic{ﬂ@n%gﬂﬁﬁhg Geﬁhﬁ@dlfrﬂﬁéragfre fbiﬁfectlng such
Wever , e resultin e i conmpound o

t he prrééféﬁ’ﬁ“? Bhe5Bw ea:llg) ﬁ&g‘% ﬁ%‘ﬁe@é@? red product;
alternatively it may be subjected to consecutive

r eae) Thiosirdas KiD siepythetidallp accepiiss ivialconvergent ov fineagggnthetic routes

(r:gﬁ\(;te Im agﬁlt(r:l(g)?r%lﬁ L4 s c{nﬁulleéagﬁﬁvg y@rtfﬂ a’ﬂehals (:We find it

renove OC pro
aci di cconyerdenti tomeact amm@ebq;rz@ls@nh@n@ raadﬁgré hggr? gters (which are either

sol very, Jgﬁ{aﬁg ofaﬂﬂ@lerb"i‘ %Eéﬂg ld{'ﬂhet’i&ﬁ? héebdil18viaReditn of

nat ur e o ven provi ded .t hat

has oo b ROYit ROR e FRT s 5 1g3ctiop&ORditioay fegeribed in the
i nvol Vﬁalmr %ﬂz&ﬁplb {Bi6&d Mé&@ﬁém&,etthm(]zemg @139, with suitable

: ﬁ?fh : ﬂéc ea?—%&tyl%icg? ﬁ% ulnlgr a4 tcg)gllgﬁlo%(s) iy f8cise that R2=H
parti cig It@be c@siertedtd Riw aiylt Fhe reattiorecant bet daerlfai:@ttt iny geagpresence or
I n t hi %)tsg’}lcae%?a sgl(}gnta'ﬁferé g rﬁ)e]%%‘ d% H#RA0n| E)f(i tﬁ@?ﬁuféﬁﬁhe solvent

rea I On ere es of
such ] htgmpigyaddpromcded thept At hasdxqaﬁi@euse pifect %éherréafétqncm the

the L?%?%@Eﬁal‘?@%‘?%"? %%@%hé"n% Gt 336 Ohe L BFRRE A Kabio s extent,
| Ca
{ho | roemIeHor WEtPIegERt sl PR C?’i?feé%% SR i, THE, and
re ?ICt i t%@_}_ﬂtl]&b IThehemhb rpgrtfdhgﬁf\rédﬂﬁttﬁﬁi ot EEpRkEre of thetbase used in this
re ux e re re t
Loty it 5 e SRRy i Gt SPE O R oRY fiflatly be
r eact i @nplogedreratixamptan df suvh bastsindudé NtaHetrre@lagzanm and
Howey ecrhisoﬁ%c&%éél%?arg{ne, e{ngﬂ]thg like Ig]'hteqiafc@’)ﬁrcglll ﬁa‘i@%ﬁc%@r a wide range

usual I'y™s
r especof tempsmityres, Iaed dusfprefisy rea@tam e erASHEILE F‘éﬁr?éltlcal to the

invention. We find it convenient to carry out the reaction with heating from
ambient temperature to reflux. The time required for the reaction may also vary
widely, depending on many factors, notably the reaction temperature and the
nature of the reagents. However, a period of from 0.5 h to several days will usually
suffice to yield the anilinic intermediates (R2=alkyl). For reaction conditions
described in literature affecting such a reaction see for example: Org Lett 2001, 3,
3379. Subsequent conversion of the aniline moiety of the intermediates to the

thiourea moiety can be affected by several methods described in the literature.




described in literature affecting such reactions see
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prepared fromsuitable startinggqmaterials according to
rret hods known in the art. The  conversi on of the

%eef[, we'didt@co%b%&%gfft%%{cg Bg&&%?;?ﬁ@%té Wifroni ¢

aC| d erivati vés can ect s describ

inli bemwh$céhlomat@m1q@ﬂ\@ntﬁ@%@ﬁwswdwswemﬁ%ﬂ aﬁﬁhﬁévenzoyl

g g :Tlp\(; %n d flib{eﬁé@fheeﬁcgfr%gfeaﬁ gl??p %‘léff fe\é@tlo??édnf%hﬂdihs A6%EiHEd in literature
m is affe

react |a€fﬁ°t8¥g SECWF?PCEIBP F‘?{#ée’%‘mﬁ% Bt ﬁégg 1By}603

sul famoyl chlorides (conpounds knomn or compound

pr e@armee réyctisn oMICT&ithdlB Yo aespetht protdoyed preaursaylof $BE can be

e dt{é%%@éggﬁﬁ&}a]snrgg B des t}eyqﬁ)g{tegge}qreﬁ_ﬁl%mjebgrew%%d'ﬂ]convement

t he plj1 sence 0 ere i s
parti d¢oteact HEswith $ED oritho praspreerea the absericetafa selyentantthe presence of

tbﬁ eNMIRUEFheRd @ YIE g:%f’tlalth?treétﬁctflﬁisorpﬂle Fduge setRisbReht t8he
e reactli on or reagents i.nvol %gghgg that.it ¢

di ssolempleyed, prosigierthat iphasnggdyersge repftion or the reagents
Exanplifeolf @ antiuh b @0 L SiokethSreafeits)deleadd@/bome extent. Examples for

chl orofor oxane, nd ,the |

i's no SPH#R ?E‘?IZ(E%{FS F’ég’t%ﬁ 3EFIOBR #ﬁ??fg aﬁgtdlﬁ(?xémlsﬁ‘?{lz ancg{he Like. There

us ed I1§1nb basicalagetriction drthe hatee obimrbadeyused brthisstagei and any base
type of reaction

Exanpl cgglrg?r&:l (s:%d ngélé’s Ieﬁclcf réa Bg? %{%{eﬁéﬁg gkeernfr‘%loyed here. The

di i sopeapipheahyilamlare, OVamIWldh sangejod terpraatusesedndihe pagrise reaction

t ake ch:ﬁ?@ra@ﬁ’r@ is @ot\’&féﬁalrt@ RIS nPentiRIIES Rid i @Snveantsht t@rry out the

preC| se reaction npera ure is not cri

i nventieagionnath hﬁa(gmlgt E AVRIENE FRMREEAtHES t:o;;g@leﬁ ﬁﬁilme required for

: gfalc L 'XtﬂE‘ Irér’%ﬂcﬁ!ti‘n b alsoGaty \gﬂ}el«';lmhpeﬂ&mg ©RpedBt fucters; notably the reaction
e tine.requlre {

vary Vgera:@pgptur&éﬁé ﬁ% ﬂﬁuwfﬁg%vageél& ocwelvg:n)rg Fgg%{o@%)ﬁi?om 0.5hto

r eact i eferhleduyewill wsurllpndiitdie yhad the@rotfectleﬂ erchr;sgenf HE. However,

Howeve b gﬁpﬁ}%{g ég{jermedla gp% g E&kfﬁ&’%ﬁﬁél gf@énﬁﬁy&tl%lahd may be the

usual | ati ves . For
r eact i dmiredprtidvict nkenme’svﬁlY isenpyibe sHbjected fopensautive Faqgons like

such rgach.00s, i%?sﬂ;lg ﬁn&é&%b@s re& OB &Jﬂl@[’cﬁiﬂéeto@fb@ﬁd‘ﬂé IE. We find it

Transfornat 1 ons: Functi onal
Pr epar emvement tgﬁgmggqa {he&pc—w@ﬁ%gjg@up EélfiSl&%ldlﬁ 8?]1?f11t10ns in the

|W;| iy eSS or m%\éhé@t;ﬂﬁ,smentl?H&e 1&(}|Z'Ipﬁmlcﬁllalﬁrestmtcabﬁiom the nature of
e Conversion or

phar me&EaeiveR SGH@E‘?@& Rodled ﬁ@é% fpamess }r%% ﬂreg{ &béle reaction or

t r eat nMBRtredpEnS igvoleedemdphatritican dissobre thewsagrats, ot lgast & some extent.

L;gr g)éﬁfrggl?]ﬁgsafgg Xl&léag):l"e Wﬁv%nﬁqhgudes ld‘f&agé TIfI? nam@There is no

particular restriction on the nature of the acid used in thls stage, and any acid
commonly used in this type of reaction may equally be employed here. Examples of
such acids include HC, TFA and the like. The reaction can take place over a wide
range of temperatures, and the precise reaction temperature is not critical to the
invention. We find it convenient to carry out the reaction with heating from
ambient temperature to reflux. The time required for the reaction may also vary
widely, depending on many factors, notably the reaction temperature and the
nature of the reagents. However, a period of from 0.5 h to several days will usually
suffice to yield thiazole IIE or the respective salt thereof. For reaction conditions
described in literature affecting such reactions see for example: Heterocycles 1991,
32, 1699.



acid, nitric acid, phosphoric acid etc., or with an
organi c acid, such as, for exanple, acetic acid,
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met hanesul fonic acid or ptol uengsul fonic acid. The
corresponding carboxyl ate salts can al so be prepared

LLS g ot c i é;&g%sﬂfoﬁcb;{cm‘%é}glgg@%ﬁ%ﬁ%% Ei‘?%)ta:é’(‘f frdin fsuitable starting

conpounatsriaf atcording éo inethotiokipdvad ingthe atti Tied dopversion of the amino-

acceptabl e esters or a des an be _carri, out . by
F oat HaREDGR P pecrss ya A @‘Fg 3&%%&9@%&%6 affected by

int hem&ﬁ!)&d%c&gs@l-‘f’% & ih mtégtélgegff&oébé&ﬂl}ﬁe ﬂl%'cgn§éf§ign 8$the amine

acetic aci a con ating reagent such as
benz otderizaiives TN loo fheimrriespediiveetahly tcamcass)qohquhd}mfahw general formula

' o (BERPSISE BY Brbioe TRO AP B [ UBRG bior s 7 sutamoy

car boxsplidrfded r(r&diﬁpodﬁd@ BbHh e doRpOEES §refpgfed%own methods)
preparation of a conmpound of formula | conprises the

r eact itespectively sompeluend like duﬂlmrn@eﬁlgmf ardnardlepH)angthe like and in

(b o1 P el BE e R G RS A 1086 B Furiction on the
conpoutduefofftioy sm]ﬂeat to be/\hﬁpleyed Bﬂovhdaede‘at inhan idvarse effect on the
defined as in

above rre%cém (Brﬁﬁe 6&?&%{* ﬁlavg)hrgg gg{l‘ \E}é% %tpcrégf gsg : \erg thlesreattgre]:nts, at least to
di chl ayoaieadxhancE:antplés for suifabld sbiverits ﬁlqhniesBﬂM dhiorbfeem, MeOH or

Tt ot HYPRe Bt By gt SER ARSI e Rreo g fhe nature of he

i nt er nedé asedsn akie stage, and any base commonly used in this type of reaction may

! g t g| %ﬂuaﬁ%Pg ne n% e@ere@x}gjﬁ:}pﬁ 52 If suchyberes include triethylamine and
rheny! gitsop dﬂh}ﬂ&ﬁim&ﬁd the tiké. alhylreaveibh @mo tke place over a wide range

[2-(4- te%?ﬁé}%ﬁ éﬁﬁ | rggﬁqn}% ?t%)gll t%mpera%u% 1J not critical to the

-o-tol
[2-(3- tﬁ%ﬂ’cﬁff?W@’ﬁn@ﬁ%ﬁM{r@ﬁ@rﬂ@a cdrh @aahe feay‘dn}n mth(hlegdilng’lﬁrom

et hanone; drochl ori de ounds aof
descri ‘H@H‘eﬁ P ergprefe & efiir'g( {rﬁ%ﬁg‘ﬁé E‘ﬂ‘?lﬁegil fP§/8’§6ffi‘C€i8n may also vary

subst apLRE, asRndidgWid Mehy Aioes hotblyt the réaﬂt&@ﬁl tdnoperatBkSand the
Cri

an obj ect ‘of the |nvent|on are co

above Ppraefdhgregaentt TAVIFn ﬁé’&?legpﬁgﬁ (} gﬁ%‘? ﬁeé’era? days will usually

prop hy%ﬁff&(fgt gffl&gd Hﬁ&io@@bferﬁfatﬂléé NeSSRACHMA ©RdMols described in literature

caused 'S ers associated wi.th the NPY receptor,

parti caﬂfmlhg smhrreacttmnp sexiioc txaplof Compichamsv @rdapic t he

pr ophy aX| t her t C .

di seas ga g?%s & (?@ ﬁg l?o ﬁttlgp.él %%8p%£ﬁr9t¥cﬁﬁ, iﬂ(f‘ﬁdltlon, Richard
C. Larock John Wlley & Sons, NeW York, NY. 1999.
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particularly eating disorders and obesity. Li kewi sean
object of the invention are pharnmaceuti cal

woan@padsdeons contai ni ng a conpound of formul aPCT/EP2004/008698
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descri bed above and a ther apeyg'Fc_al ly inert carrier.
An object of the invention is also the use of the

conpounds descri bed above for tjjge production o .
medi canent s,g*pagticul arly fef the dreatment aRd Q@ ©

prophyl axis jof arthritis, cagdijquascul ar dis N
di abet es, @ aH—qu—e»anrti cultar y eéat Br
di sordersR obesity. A {{ er object of /R

i nvention conprises conpolinds whi ch are manuf ge¢ ur ed
accordi ng tdldne of the descrliiBed processes. A furiher
object of the invention is a nmethod for the treatngnt
and prophylaxis of arthritis, cardiovascul ar dj sighselH
di abetes, renal failure and particularly eatin

di sorders and obesity whereby an effective UR
conpound descri bed above is adm nistered. A@cn; di ng
a further aspect of the invention there is proyided,ay
met hod of treatnent of obesity in a human in nged of 7o
such treatnent which conprises admnistration to the O 7(
human a therapeutically effective amount of a conmpound
according to formula I and a therapeutically effective

anmountgtof Qa | i page inhibitor, particul aRly rethrliﬁd, Rz\

. s P | it . . SUib] -
of thse N nv' oN~g.d_{ he <fTENTT on ol
wher gFR e admi ni $&Fati on § ¥ si mul t af®ou¥, separ ap
or sequential. ARTurther pr ef Brred enbodi nent afE t he
present invention is the use of a conmpound of the
formul a | ilnwhéreimaisuf acture of a medi cament for the
treatnment and prevention of obesity in pati ent O entable salt
i s al Eloe camveisionrmy atcormonad of grenlal infgya pRarmagpifiqagy acceptable sa
P&t Cclﬂ'lif'gd (yut%if%fegﬁﬁ&ﬁ of W& Lo i@ dlwille&einoRgHndt 4dd, for example a
i €05 st at SO0 an object of the invent |an ar

e. . .
chydrobalitsicife sunhiaselar apovle farrachlorisasulRsgrotgpmic acid, sulfuric
g%g%ﬁ%ﬂ%gatﬁ]%, kﬁésgtrhpﬁc REARRY | RX%lith A¢tghhiehaAYsueh as, for example, acetic

er object of the invention s .a d
nedidaitricacid; meleia aid, femariapdd frisprsacisnae anesulfonic acid or p-

?@i@%@%ﬁ%@&ﬁﬁ@*Pﬁégﬁﬁ%@@aﬁ“ﬁ%kﬁgéﬂﬁﬁﬁzmﬁ“"‘d from the

mestapolNRNDf forRIE) by weatptent With@hasiplogicallioronpiH gs-
brain cDNA using specific prinmers, designed based on

the pﬁplle ic?rpz%gsicﬁqegfg:%ﬁﬁﬁmnﬁg‘ gt Bt uldAn O harmh esticaliceptable esters

anpl i fi¢cation product” was subcl oned into the gmalll an ¢

expimides om beeg(rrjcd pmbymgpﬁ@erg@g syptpd aapinsep hydroxyl groups presen

F e St QflesShittan ca?g&ytli'c\ﬁad such as acetic acid, with a condensating reagent
such as benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate
(BOP) or N,N-dicylohexylcarbodiimide (DCCI) to produce the carboxylic ester or

carboxylic amide.

A preferred process for the preparation of a compound of formula I comprises the

reaction of a compound according to formula



cl ones were sequenced and one clone, encoding the
publ i shed sequence was sel ected for generation of

woebalsle42l | cl ones. Stabl e transfection: HumaRCTI/EP2004/008698
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enbryoni ¢ ki dney 293 (HEK293) cglls were transfected
with 10 ng mNPY5 DNA using the |1 pofectam ne reagent.
Two days after transfection, ggeneticin selection (1
ng/mM) was initiated and sel® abl e clonds were

(Cdﬂz)a——‘N

-adiollganég
c ki dney 3 cellﬁI
nouse NPY5-recepto£ )

conpetition biAdfi ng:OHuman enbr)o

( HEK293) ,

(MNPY5) were f\hr ¢ reeze/thawi ng cycles in
hypot oni c Trils < pH 7.4, M Md ),
honogeni centrifuged at 72,000 x g for 15 mn.

The pellet was Wwashed twice with 75 nM Tris buffer, pH
7.4, containing 25 mM Mgd and 250 nmM sucrose, 0.1 nmM

RRSRY bFEBLdRE bF b kbaPYhid ARbidEes @dr@ulk MM 1, 10-

pheneant hrol i n, resuspended 1n the sane buffer and
stored in aliquots at -80C. Protein was determ ned
according to the met hod) of Lowy using bovine serum

al bum ne (BSA) as _1_|gg ., Radig@! i gand npetition
bi ndi ng assays mergcgerlorqg 29n ﬂgo n1250§@1Hepes

buffer (pH 7.4, 2.5 nM@ad , 1 mMMgCd , 1 % bovine
serum al bum ne, and 0.01 % 125 NaN containing 5 ng

protein, 100 pM[ I]labelled peptide YY (PYY) and 10 )
nih BNGQocbiiaiarbmpoind pEfasinmtp IawbersisRoto Ring andb laegrefined as in

t gsit ds. t ] ' : d

i FaERriTp Sl g B 408l Bledol yheltiubeSollent iR

f dibhlerdméthensandNoor Mp@Hi ifithe piesaticagr i dhsenss 9baibase. Rugterred bases
resence of. 1. nV .abel | qd .Specific binding is

3@?#@@%ﬁﬁ§ﬂ?ﬂ5ﬁ&?ﬁ?@?oﬁgéﬁgéy%ggﬁgtota| bindinggand

non specific binding. 1C values are defined as the
concentration of antagoni st that displaces 50 % of the
bi nding of [ I]labelled neuropeptide Y. It is

det ergi ned | i regression anal ysis after
Iogitﬂe N ‘ﬁé}‘% SEles B2 0f the bi ndi ng data. Results

obtained in the foregoing test using representative
c [pvpbAndso-gfhenyleminm) shiazolrd-3H-o-talyltmsthagepounds are
shown in the follow ng table: Conpound NPY5-R (nopuse)

| o (0 6 ino)-thiazol-5-yl]-o-tolyl-meth:
o R fudng) hiapoly 5o oy metbagne
[2-(4-Aminomethyl-phenylamino)-thiazol-5-yl]-o-tolyl-methanone; hydrochloride

[2-(3-Aminomethyl-phenylamino)-thiazol-5-yl]-o-tolyl-methanone; hydrochloride

The compounds of formula I described above for use as therapeutically active

substances are a further object of the invention.

Also an object of the invention are compounds described above for the production
of medicaments for the prophylaxis and therapy of illnesses which are caused by disorders
associated with the NPY receptor, particularly for the production of medicaments for the
prophylaxis and therapy of arthritis, cardiovascular diseases, diabetes, renal failure and

particularly eating disorders and obesity.



t hi azol - 2-yl am no] -phenyl }-benzenesul f onam de Exanpl e
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Exanpl e 37: 5-nuoro-2-net hyl - §4 [5-(2-methyl - 0.99

benzoyl ) -t hi azol - 2-yl ami no] - befiZyl } -

benzepesul f on v

ICBO?H(a use an giegwoﬁtgg Rﬁgg ar%zjhg Jeel}lﬁeag Cco%gtlﬁgs ceontamlnga

ampothof foamuked destrdwd 2OOvarvid qjhletalpcuﬂuaﬂv ynepedanyier] 0

nM Mst preferred conpounds have | C50 val ues bel ow 2

nM A for th

For ebd et SE eyl B R ARE P dilgholibed above for the

;phahmaon of hedicaeatse p@tlaltdhléy fulthstreattheatant prophylakie of arthritis,

d

SRR BT Rl Rgll-Rin’ BrflcBlarty cating lisorders and

pbeyigr at i ons can be adm nistered internally, such as

orally (e.g. in the formof tablets, coated tablets,

dr alg %eﬁlrthlgia Blg’e&%q tl‘?eo&berﬁ;énac.toh? fs@@&?ﬁﬁtﬁ&nd% QJ}H&H aﬁ‘@ $hanufactured
&1 'ons or 'Suspensi ons . In the form

af:candmgltosape af/ge d@scrxbedtpad)deyse( e.g. in the form of

suppositories). However, the adm nistration can al so

be effgehed P@@{t%}ttﬁ‘é r%entﬁ&ﬁcllg a ?r?etl'l(ﬂi foR IhSE &t RehYar prophylaxis of

i nt ravenous orm of injection
amﬂlmttusmasqmvfsh@andnmemd@b@ﬁs, fenahfailard angrpprtipdanly eating disorders
d d.
L e s
organi ¢ adjuvants for theproduction of tablets, coa g
tabl edtcsordimg@%ﬁlr‘dmdaﬂpaﬁdﬁ@@ﬁ iaveniondheieisprovidedagagthod of
Fea Srgt%rf%?esqgtlg %rﬁu\‘[‘?s\tnbﬁﬁ%e& QFsru%Hftrea{rﬁén‘E Wlﬁé}ﬁ%fnﬁﬁns@@ d

S sal used, for exanple, as such
adimivattod tr thediuens thdraag@ecslﬂhﬁ@&ﬁ&? @mgénfd? fiarpompound according
capsul oy ftf 864 RtihRbitor, particularl

! a%#e“?‘?%&u%@%@ﬁ%%@@ o1 S M ag articularly
f[ﬁte’?erreé,emlereml theihpubsmta itersis aﬂ@tarc i @i@@ wbpmt pbthe present invention is
LLable ant 2 upSkld B0k

e ugpa dH o, HUGAREANREI AR B, 03
|gaq@éﬂt1asugar gl ucose, etc. Suitable adj uvants for
injection solutions are, for exanple, water, alcohols,
pol yo CE&LQ A Sl iGventhd t@me% of a compound
adj uv}éﬁi §lgefr%’ré%ue%81§l|ﬁ? %%?egligg@e §(%Sgr 1ey<eanrp nel, natstejr a?c P
osf thafatamdd i the ma\mafzeB}re pha medisementfor fhe t@?atm@qw\ﬂi prevention of

eLe | hibitor, particularl
Cebie it Byt MROTEHR secl iR RURGIRT Wil g fnybitor, puriculaly
vprefereid] whereny thadipag ishibgbnisodsstatst abi | i zers, wetti ng
agents, emulsifiers, sweeteners,

Also an object of the invention are compounds described above for the production

of medicaments for the prophylaxis and therapy of alcoholism.

A further object of the invention is a method for the treatment and prophylaxis of

alcoholism.



colorants, flavorants, salts for varying the osnotic
pressure, buffers, masking agents or antioxi dants.

woheos/aar2al so contain still other therapeuti caCITAEP2004/008698
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val uabl e substances. In accord@Qpe with the invention
the conpounds of formula I and their pharnaceutically
acceptabl e salts can be uigg fp%cegggspr ophyl axi s and
treatnment of arthritis, c r di seases,

di abetes, renal failure and particularly eating

di sorders and obesity. The dosage can vary in w de

l[imts and will, of course, be fitted to the

i ndi vi dual requi r@[@ﬂﬁgfﬁ@@ﬂﬂ%&éﬁ& aNAgse. In
general in the case of oral admnistration a daily

dosage 0.1 g 20 g per body _wei ght, .

pr ef TensiiueD Yhehrgdiog e rﬁ@ﬂﬁ?ﬁ%@%@}%@ﬁ%ﬂ was amplified
(FForfl frn(ﬁ*g@’bﬂzan"i3 Q@N‘?@udﬁ’@g" spREIiS Primerd] d¥digRd Habddon the pubhshed

pr ef er abl I ndi vi dual doses, Whl ch cap consi %
fsé‘ﬂueé‘ﬁ%#ﬁﬁé’ fu PNAR @Wea'ﬁl%ﬁm’fl%h cafiem PEPist was subcloned into the

APRhARGARES redsfonWeltor pBEN%\?)Qfﬂ g@o@l%ﬁﬂ XHoftestrit@ionRRES. Positive
limt given above can he exce when this is shown

todprIse WerfeaRensed angang doas tepﬁ?rﬁl“il&thielﬂubg?hﬂéts%lence was SeleCted for

rg%ﬁ&‘aﬂéﬁbﬂta]%cmgpéses’ whi ch have no liniting

Cchar act er. Exanpl es Exanple A

| - D met hyl am nonet hyl ene- 3- (4-ni tro-phenyl)-thiourea A

m xture of 5 g (25.3 mvl) (4-nitro- rhenyl)-thiourea

and 33.8m (253 nmol ) N, NDi net hyl f or mam de di net hyl

acetal was heated to 100 $fletradstbetiohhe precipitate

was filtered off, washed wth diethyl ether and dried

to yi mNPY

o d}%@alﬁfwﬁwﬁ% szi%% éwgﬁﬁ3§&%%f&rﬁ§sf&feg%ﬁl 10 pg 5
)DNA. Bhg(the lifbfecthiviing reagen@alwasdays pftetepnsfaciion.gengtiqin selectlon (1

2 H@@NWES %éi ?‘ﬁ? Ze)%er(ag ggﬁlgdpwri 6%,%@%(‘1&@ (;I{_él rwas further used

[fBr pharﬁmco]ogmh]slhrytaatnnz@i)lont hi azol - 4-yl ]
-o-tolyl-nmethanone HN A m xture of 0.6 g (2.4 mol)

| - di met hyl am nonet hyl ene- 3-(4-nitro- hrenyl)-thiourea,
0.61 g ( 2.88 nmol) 2-brono-I-o-tolyl-ethanone
(W00907666) and 1002 u (7.2 rmol) in 3 nm EtCOH was
heat ed to 90 C for 1Radioligantdep embingingn under

vacu 23t & A5} Ubslesdt CAlSmbinant

di | ut'é soI %&gﬁh{gﬂgﬂﬁx{’ rzggt eg xﬁﬂﬁ( BL )&g%set man Fotse
c:NPr’tS5-memtpmr JamVEY5Jayeresbrpbere by ithree rfeqqrzq/ﬂﬁw@w C)éF1<?§I laghypotomc Tris
ekl (5 Gt Bﬁpfg, 1 mM MgCl,), homogenized and centrifuged at 72,000 x g for 15
min. The pellet was washed twice with 75 mM Tris buffer, pH 7.4, containing 25 mM
MgCl, and 250 mM sucrose, 0.1 mM phenylmethylsulfonylfluoride and 0.1 mM 1,10-

pheneanthrolin, resuspended in the same buffer and stored in aliquots at -80°C. Protein
was determined according to the method of Lowry using bovine serum albumine (BSA) as

a standard.

Radioligand competition binding assays were performed in 250 pl 25 mM Hepes
buffer (pH 7.4, 2.5 mM CaCly, 1 mM MgCl,, 1 % bovine serum albumine, and 0.01 %

NaNj containing 5 pg protein, 100 pM [lzsl]labelled peptide YY (PYY) and 10 pL DMSO

containing increasing amounts of unlabelled test compounds. After incubation for 1 h at



with a layer of and concentrated under vacuumto yield
549 g (67 %9 of the internediate

wO20(5M14892 r 0- phenyl ami no) -t hi azol - 5-yl ] - o-t ol yPEMEPH@®MO08698
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20

ne. The residue wastaken up |nzg/b()—| and hydrogenat ed
with 1 bar over Pd/C at roomtenperature to yield

B Dol PO S By B B o i

B_ﬁ'x' ﬂ%‘ﬁ@@s‘e?seé kb ﬁﬂz‘}br@seﬁ@é df { AM unlabelled PYY. Spec1ﬁc blndlng is defined as
met hyl - benzoyl ).- t hi azol 2-yl ag

ffylre}lcg t@réemtqwl)blgd@g@p FRSReotie bﬁ%@;pg IC,, values are defined as

2- (4- am no- phenyl am no th| | -4 th 5
ﬂleaﬁ@in‘?ﬂ!tfatl‘{fo Oﬁzaq?%ﬁﬂn}st) s Ty G PR A Dabelled
Wkl @y (Qt 13 mwedrnihdd Olﬁgh elgea? - sagréssionl apblysisi dser logit/log
(co rmallgf available) in 3 mMl DCM and heated to 60
Gangfpropgtion ofhe hin f-ation of the volatiles the
residue was taken up in 1.5m of MeOH/ formc acid 3

I 2 aghigUBh@Rie@dint the @yle sieg uahaﬁﬁng-ll%hﬁtep&ntativec atripounds of the
eluting with a gradient aceto ter. After

r |

avEpEPRes Bis tet C?Iﬁéoﬁb‘? cﬁﬁ%f W‘a’@t 0‘?’1 5% of the
title conpound was obtai ned. M5 (n1e) 454 2 (VH

100% Exanpres Z 1o ZZCauwubden prepared acdoN@#Yh ouse
the procedure described for the synthesis of [Exanple 1
(see table 1). Exanple C

| - Oi met hyl ami nonet hyl ene- 3- (3-ni tro-phenyl ) - thi ouIrCéO(ngA)
A mixture of 5 g (25.3 mml) (4-nitro-phenyl)
-t hi our €@z 38@%“(_2\8@1 a2 -mdshylidbenedybly | f of mani de74

di met hyl acet al eat e 100 for h. [The

preci pi { &8z SYI?IF‘P{O P@‘d’ g‘#?’enmw C¥Ed| ethyl ether
and driged to yield 6.31 g (99 % the t|tIe coppound as
whi te s OEEmpRBNERRAE-2MdifonlavEid [@6)5-@= 3. 18 (s, B
NVe ) 3. %@etﬁﬁ+be§szv azol-2 %1 &finppiphehyl}-2mided =B. 1,

l(—|-5),b 7.189 (" br, Eﬁ H4/H6), 8.81 (s, |IH H?2) 8 94
s, br, TERamBlNeY:, 5-Aof32{mdhyl-NHA-[ [BHCHablkg-) | M5 0.99
(me): %%né’oy()MﬁlazoIl@%%mﬁ&WBh 11D
[ 2- ( 3- AiRAzAREMHhAMIA) - t hi azol - 5-yl ] - o-t ol y| - met hano
ne A mxture of 0.6 g (2.4 nmol)

| - di met hyt-am nomet hyl ene- 3- (3- ni tr o- phenyl ) - t hi our ea,
0.61 g ( 2.88 nnDI) 2-brono-1-o0-tolyl -ethanone

W0090766 6
g eat e@oqn@o s@s fi@élc%gsg ﬁlgoxf&f%}agm)% H?}E%SEDFQV‘( 5 n(ﬁ}lyé\’al%ore preferred

V@ Bave ICs values below 100 nM, particularly below 10 nM. Most preferred
compounds have ICs values below 2 nM. These results have been obtained by using the

D)

foregoing test.

The compounds of formula I and their pharmaceutically acceptable salts and esters
can be used as medicaments (e.g. in the form of pharmaceutical preparations). The
pharmaceutical preparations can be administered internally, such as orally (e.g. in the
form of tablets, coated tablets, dragées, hard and soft gelatin capsules, solutions, emulsions
or suspensions), nasally (e.g. in the form of nasal sprays) or rectally (e.g. in the form of
suppositories). However, the administration can also be effected parentally, such as

intramuscularly or intravenously (e.g. in the form of injection solutions).

The compounds of formula I and their pharmaceutically acceptable salts and esters

can be processed with pharmaceutically inert, inorganic or organic adjuvants for the
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m xture was treated with diluted aqueous dil uted
solution and extracted with ethyl acetate. The

woaodsimed2organi ¢ | ayers were filtered throughpraTiEPeag4/008698

of silica topped with a |ayer % and concentrated in
vacuo to yield 570 g (70 9% of he internediate

2- [
;[[J(r)ocguclt1o of Qat‘bﬁ noéeg:emﬁq)ge)tsf gs ndﬁla}((]ti g%latm caB)sules l_{Jat((')to/se, corn
IHFc}aanddaerm dhasedfhtaBn @Iearld-@(d ait ity selisretc ermpdreatsed, dor example, as
duri ng 16 h.t eI fter t evapor ation
10 oo st Pl el BT SRR 7 310, 2
(MH, 100% Exanple 23 Thi ophene-2-sul fonic aC| d
[ 5- ( Buiteltlbydjubars torlspft gHat odpsgleylamnfonoqxample, vegeta le oils, waxes,

[ﬁgh%ﬁ% L}r%lﬁd(;'suqﬁtanc aéwlé‘? ﬁ]olfo]fwtc( 0yll] ngmlt 2)| yl met hanon

e and 44 ul (O 32 nmmol) NEt in 1m MeOH was treated
wi t h Sgitalde adjugantd Prithopiodutiiapeisnbitipng and eyryps oiel for pxranple,

SFRTEGROR i L et gl o Jol at  Tos the

 resi due was taken up in 1.5m of MeOH/ formic acid 3

| 2 &nialdebfjeransslfardnjeetionr sobtionl atre farxanples watesaldobals, polyols,

ient of acetonitrile / water. After
g a%%)?g’te (g‘%ﬂg?@srgg product fractions 6 g (12 % of the

title compound was yielded. M5 (me): 454.2 (M
1009 uitrblepilogarts fareupposiiaries aedar phamieedturekarhardgged oils,

xEJTatP %ﬁfg&{cﬁorqgﬁﬂ fi@%b&& the synt hesi s of

see ta
(4- Am no- benzyl ) -carbam ¢ acid tert butyl ester o A
m xt M@regverythgp mnq:emq@ﬂ yreparatﬁmﬁ@w%mpﬁ@ervatwes, solubilizers,

éffsg{;%[ ?%%las?ﬂ{%mo gah@&' &)ﬂyﬂlée?’s,%e@tﬂ%ﬂﬁ%&u@%rsa%eteners,

acet
tcplemrets flaivetants, s for(varying thesisnosia gressyrer atffess, magking agents or

ﬂBﬁH?ﬁég r ‘f]ﬁge}p an rl‘onéfn]i §tll &K@ptﬂ%%b%@@ﬁﬁg Vﬁ'ul[lble substances

es t sl QU Was extiract acet at
andthe organi c fractions were washed W|th05N )
aquedn gcaqxdrncs wiiththe invandonitiesgmponndsoifoamalilend dheir

b@@ﬁﬂféeﬁﬁggﬁk@épgﬁ@e st 4 AR 1 end Boghb TG o
@mhmmmar@pwcwmyqa’yesc@ﬂlb%m tena nﬁfadut@lﬂm@wlarbs%@ng Aisorders
an gBE&‘P’?{‘ Sd aéé'ghnifam \)1%& ggffyaﬂg Wi EbiisE HeFREd Go the

est er ‘and
individual requlrements in each particular case. In general, in the case of oral

administration a daily dosage of about 0.1 mg to 20 mg per kg body weight, preferably
about 0.5 mg to 4 mg per kg body weight (e.g. about 300 mg per person), divided into
preferably 1-3 individual doses, which can consist, for example, of the same amounts,
should be appropriate. It will, however, be clear that the upper limit given above can be

exceeded when this is shown to be indicated.

The invention is illustrated hereinafter by Examples, which have no limiting

character.



m (13.5 mmol ) benzoyl isothiocyanate in 60 mM THF was

stirred at roomtenperature forl and afterwards

wevepmaved under reduced pressure. 80 m  MeCHPamaP20108/008698

10

g (40.5 mml ) potassium carbon?Ze in 80 mM water were
added and the m xture was stir
for 16 h. The m xture was cgcenﬁrat ed under reduced

d at roomtenperature

pressure and ‘extracted with Sacetate. The or gani c
| ayers were washed with saturated sol ution and

cenaplRtA at ed under reduced pressure. The residue was

purified by flash col um chromatography on silica

it ttinintaGu it T o RRERAF B | 10l T ons 3. 67

g (97 % of the title conmpound as yel |l ow anor phous

sol i

d N{?&Rl{ﬁ@{) MHz, DMSO d6) d=1.39 (s, 9H, Boc),
408 T3=6 OH, CH), 7.17 (d, J= 8.2 Hz, 2H,

. , 7.85 4N J= 8.2 Hz, 2H, H2/H6), 7.36 (d,
I J 6. 1Hz, NHBoc), 7.38 (s, br, 2H, NH), 9.62 (s,
I'H NH) I\/IS (me): 282.2 (MH 100% Exanpl e Sodi um
3- 0x0- 3- 0- t ol yl -propen-|-ol ate Na A suspension of 4.02
g (74.5 mml) sodi um net hoxide in 200 m diethyl ether

was treat ed with 10 g (74. 5 mml) 2- met hyl acet ophenone

xgwgﬁ{gc P?; ’inﬁrlﬁ}l)a t byl Cp ttﬁ1olﬁl?9aea{ndvj3%9%3 mmol) N,N-

suspensi on

Ihikrdelt fofrﬂlﬁrrﬁdé'ldlmetﬁ)ﬂ a2talrwhs heatbd tb mﬁ) ool h. The precipitate was

tﬁ%@?‘g‘?é ;’Eagh%g&ﬁ@éazlg}g naaef An %?CL 0| );18%1 %grélagrqzét’ dltle compound

URQeingeqdliged pressure to yield 8.09 g (59% of the

title conpound as white SO|Id 1- H NWVR (300 MHz, DWVSO

CC)JEI%I, %Még%#&%hpﬂgw& édiégg 3g€ Nl\éf_'éoi %Qé‘_lz’:}%{ Ilﬁvlez) 8.05 (s, br,
, 1H, N—CH NMe,).
161 (k10980 BXQPL S G 11, PONID. 1059 5 1EL N=CENMe,

8.09 g (43.9 mml) sodi um
3M6>(m/8)=@5i%I(MH "oAeh-1-ol ate in 150M DCMat - 78 C

was treated dropwise with 2.14 m (41.7 mol) Br in 15

m DCMand allowed to stirr for 2 h at - 78 C. The
m xture was warned to O C and filtered. The filtrate

was concentrated under reduced pressure at 5 Cto
yEeinaplzBo2 g (75 % of the title compound as white

solid. 1-H NVR (300 Mz, DVBO d6) d= 2.18 (s, 3H,

5 PPVBIAnfinéphefylathiho)¥hiazol?4-78-d-Solylbmethahbne

20

M o)
N /N
H,N

A mixture of 0.6 g (2.4 mmol) 1-dimethylaminomethylene—3-(4—nitro-pheny1)-thiourea,
0.61 g ( 2.88 mmol) 2-bromo-1-o-tolyl-ethanone (W09907666) and 1002 -ul (7.2 mmol)
NEt; in 3 ml EtOH was heated to 90 °C for 16 h. After concentration under vacuum the
mixture was treated with diluted aqueous diluted NaHCOs solution and extracted with
ethyl acetate. The combined organic layers were filtered through a plug of silica topped
with a layer of MgSO4 and concentrated under vacuum to yield 549 mg (67 %) of the

intermediate [2—(4—nitro—phenylamino)-thiazol-S-yl]-o-tolyl-methanone. The residue was
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CH, 11.9 (s, Br, IH OH. Ms (me): 240.0 (WH,
100% . Exanple |
w2050 4592 nonet hyl - phenyl am no) - t hi azol - 5- yl ] - e€T/@P104/008698
et hanone; hydrochloride A mxtyye of 3.14 g (13 nmol)
2- bronD 3- hydroxy-1-o-tolyl -propenone and 3.67 g (13

Jp LA OLOMT one @ggé%:s ?geﬁlv)%f:g%ﬁg? éére?PHft Etexrobnpﬂéﬁbfkrature to

I'n ace Irre 16 h.

;ndmaﬁcaﬂ filohtioh And etapoidtion 3BReng @8i%lef thatite @mﬁ@%@j
with ethyl acetate and the organic | ayers washed with

tu u ution, water and-brine, dried
ﬁﬁ( % §ﬂ%€§“§fﬁ?¥ﬁ under reduced pressure. The
reS|due was taken up in 150m dioxane and 20 ml of a 4
N HCO di oxane sol ution was added and stirred at room
tenperature for 16 h. After addition of diethyl ether

Qﬁgﬁ gcipitate was filtered off, washed with diethyl
r and dried under vacuumto y|eId 2.79 g (59 % of

Thiopbete-PANEIIC 1L 6130 I Rensont- (e} 2 ipiss] ghgpyl)-amide
9H Ar + NH), 8.07 (s, IH H5 thiazole), 8.8 (s, br,
ﬁfole bf 31|\§g((ml%)1mo§ 4-(4-dnhb-phk %11nc5xt&iﬁ2ble4&ﬂ -0- tolyl—

uoro | - N- enz Q
RMUCER AR ey %%uﬁmegm Fe O slenienLohasd o .0
ﬂué#xe;leﬁtnﬁlf?on lhchlor|1de (commetrchmlly avjaﬂable) in3 mlt D|CM and heated to
tndo l‘ﬂ;gb@q%pg%tgg% %@ \ﬁaga)tlﬁlq hgrzq%wblp) as k%n u(f) iy 1rgem1 of
e@l—?’%&nﬁ 45Yyh: a?ﬁriﬁg el H M?x’ﬂsed? Q& HPEC purlﬁcatlon eluting with
Conmer ci al y avail abl e) and 69 u in,3 o
n’grald@vlt mé@cegtmﬁrﬂebrwaﬁer eeem@r%@nrpf By %uévg ions 7 Gp (16 %) of
ﬁé gﬁ#ﬁ&ah&§oggﬁn&p3|due was taken up in 1. 5m

c acid 2/1 and subjected to reversed phase
HPLC purification eluting with a gradi ent of
@m&bﬂﬁﬂﬁébﬂ{mé@%%) After evaporation of the product
fractions 10 ng (21 % of the title conpound was
obtained. Ms (me): 494.1 (MH, 100% Exanples 38 to
54 have been prepared according to the procedure

e Lo e o LS L0

% er}ﬁxa&ﬁeelr(séeﬁbzewre of 3 g (13 5 mmol )

-am no- benzyl)-carbamc acid tert-butyl ester (WO
9740028 Al') and 1.81m (13.5 mmol) benzoyl
I sothiocyanate in 60 m THF was stirred at

Example C

1-Dimethylaminomethylene-3-(3-nitro-phenyl)-thiourea

A mixture of 5 g (25.3 mmol) (4-nitro-phenyl)-thiourea and 38.2 ml (286 mmol) N,N-
dimethylformamide dimethyl acetal was heated to 100 °C for 1 h. The precipitate was
filtered off, washed wit diethyl ether and dried to yield 6.31 g (99 %) the title compound as
white solid.



roomtenperature for 1 h and afterwards evaporated
under reduced pressure. 80 m MOH and 5.6 g (40.5

waonisjo1goeassi um carbonate in 80 m wat er wer ePaUa®2004/008698

10

15

20

25

and the mxture was stirred at boonltenperature for 16
h. The m xture was concentrateg under reduced pressure

ereSyt fn NieeNell ader S5 G S e 0SB db et M. 7.56 ppm
Fg?Ls ﬁeﬁ%eﬁ' 8@(1%%%%}? HIMmE-g)es e e 1 Wasr-pys bi (segr,bH PhNH), 10.83

col um ronatography on silica eluting with a
dﬁbﬁlléhN-c@Hﬁ‘éMﬁﬂe / ethyl acetate to yield after
evaporation of the product fractions 3.56 g (94 % of

t &yl £53C nghods yel | ow anor phous solid. 1-H NWR
(M@(()ﬁl/é) 2353D3l3;%(m:{g|'6) g®1 39 (s, 9H, Boc), 4.10 (d,
J=6.0Hz, 2H, CH2), 6.9- 7.4 (m 7H, Ar + NHBoc + NH ),
9.69 ppm(s, IH NH). M5 (me): 282.0 (MH, 100% .
Exanpl e K [2-(3-Am nonenyl - phenyl am no) -t hi azol - 5-yl ]
&b- met hanone; hydrochloride A mxture of 3.04 ¢
(12 mmol ) 2- br ono- 3- hydroxy I-o tolyl- rorpenone and
3.56 (12 thi carbani c acid
NPRED T Pﬁ%ft%%*ﬂ T g 5’? ‘%ﬁ?ﬂé’t‘e 60 C for h.
After reanaI of all volatlles the resi due was
exfracteqewmgh ethyl acetate and the organic |ayers
vvazs t\h\\/s dr at/ed aqueous NaHCC>3 sol ution, water
and buine, Nt h and evaporated under reduced
pressure. The regidue was taken up in 150m di oxane

and 20 M of a 4 N HO di oxane solution was added and

stirred at roomtenperature for 16 h After addi t.i n1 hi
oA ficerhgf 06tn@r mmolph-dimeihylaminamelhviens-drldanitsprpheny-thiourea,

f g%‘ 3‘%5}&19 )? Q%/gnﬁgﬁfolﬁr@hﬂfw@ @W@%%éﬁ?ﬁﬁdm)d)pul (7.2 mmol)

the" title compound

(]SBQ ifvBiznl HD%bNgkﬁl}ea@bd tp 9§ °Cdor BHh. prﬁﬂv@yncegltrf@op H,pdgrvacuum the
8%%1%9%' V)/'ds tZea Lwifh ﬁ;glt %r?i%eoﬁ‘g dﬁuﬂ% At @zQ|ich :MED extracted with

ﬁi VH 1009 Exa
5etEy1Luaetate2Thet¢ry mhdptgaps—le@rwm

teprel FRERHSN _atpﬂp &g%ﬁphcz topped
g7 15 (:15 ﬁﬁ%ﬁ%ﬁﬁ 74 DENZERESH PRABISSicf SH0the (B B of the

[ Rrtdrincalivte [Rved- h&ﬂrewhem;lammmd)na@ﬁr%YB’ra—gﬂxlrlpet@ap@,mey The residue was
h ature 111'1
PR HP O bl e M hadCed o SHOR 13 FafNaRtn) remperature during 16 o

( piekinEtee iktdtipnamdicvasiretiorndRB B9 (25 60 o6 thertiflecompogngy
DCM was stirred at 60 C for 16 h. After evaporation of

t o] at,i hdue was taken up in 1.5m
N&%ﬁ)gﬁgléﬁzglge’équ%gnd subj ected to reversed phase
HPLC purification eluting with a gradi ent of

acetonitrile / water. After evaporation of the product
fractions 31ng (62 % of

Example 23
Thiophene-2-sulfonic acid {3- [5-(2-methyl-benzoyl)-thiazol-2-ylamino] -phenyl}-amide

A mixture of 31 mg (0.1 mmol) [2-(3-amino-phenylamino)-thiazol-4-yl]-o-tolyl-
methanone and 44 ul (0.32 mmol) NEt; in 1 ml MeOH was treated with 21.9 mg (0.12
mmol) thiophene-2-sulfonyl chloride (commercially available) in 3 ml DCM and heated to
60 °C for 16 h. After evaporation of the volatiles the residue was taken up in 1.5 ml of
MeOH / formic acid 3 / 2 and subjected to reversed phase HPLC purification eluting with



the title conmpound was obtained. M5 (nfe): 494.1 (M
100% Exanples 56 to 74 have been prepared according

woaodshe4392 ocedur e descri bed for the synthesis BET/EP2004/008698
Exanpl e 55 (see table 1). Tabl§ 1. Ex MWnane starting
materi als MW found [2-(4-An1nb-%ﬁenylanino)-

Thi gphene- 2-su] f.oni ¢t hiazql - 4- - i .-

PR i ek g bl ot Bl pltions o me 1200 of
#R4itR dodpdundens gieldedt hi azol - 2- sul fonyl chloride

yl am no] - phenyl } -am de (commercially avail abl e)

- (4: Ami.na- n { n0) - Thi ophene- 3-sul fonic
Ms @/gﬁ%@% @ﬁoﬁf@% acid {4-[5-(2-nethyl - 2 455.6
met hanone and Thi ophene-3- 454. 2 (M H) benzoyl )
Eiriples R4 B 3Ghdvebegi prepinsd acwrding i thy] progasng fgscrpgdfer the

C r ci-al | i 5- Chl or o-t hi ophene-2- [ 2-

5 %W%%@%%%%%s%@ﬁém fonic acid { 4-[5-(2-[
thiazol -4-yl] -o-tolyl- 3 490 nethyl -benzoyl)-thiazol -
nmet hanone and 5-Chloro- 488.0 (MH) 2-ylam no]

- phenyl }- thi ophene-2-sul fonyl chloride am de

9 reially avail abl e) MW nane starting materials MV
&% &&ﬁ%@-(4-ﬁmnv-phenylanino) - 2-Fluoro-N-{4-[5-(2-

(4-Amino-benzyl)-carbamic acid tert-butyl ester

H,N

10 A mixture of 7 g (57.2 mmol) 4-aminobenzylamine (commercially available), 13.7 g (63
mmol) Boc,O and 9.57 ml (68.7 mmol) NEt; in 100 ml aceton was further treated with
3.74 g (17.1 mmol) Boc,O and stirred at room temperature for 16 h. After evaporation of
all volatiles the residue was extracted with ethyl acetate and the organic fractions were
washed with 0.5 N aqueous NaOH solution and dried with MgSO,. Evaporation of the

15  solvent yielded 12.14 (95 %) of the title compound.

MS (m/e): 223.3 (MH", 100%)

Example F
(4-Thioureido-benzyl)-carbamic acid tert-butyl ester

N

H,N
T
N\n/O\K
20 ©
A mixture of 3 g (13.5 mmol) (4-Amino-benzyl)-carbamic acid tert-butyl ester and 1.81
ml (13.5 mmol) benzoyl isothiocyanate in 60 ml THF was stirred at room temperature for -
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thi azol -4-yl] -o-tolylnethyl- b enzoyl)-thiazol- 467.5
nmet hanone and 2-Fluoro- 466.1 (MH 2-ylam no]

wophsrgsPp2 benzenesvi |l fonyl chl ori de benzenesubPComaniodeossos

(comrercially avail abl e) [2-(49Am no-phenyl am no) -
3-Fluoro-N-{4-[5-(2- thiazol 43;j>|m] -o-tol yl net hyl -

?. elzf?eiﬂfvg‘rid@%\‘? p-oraﬁgz ﬁﬁi‘?&ﬂﬁ@@ gﬁesaﬁg. &t ikl MRO®E arftb6 & (40.5

-yl am no|" - phenyl } - benzenesul fonyl chloride ",
pemnek petagsit: eetq iocidrel watel Wereadded ast hp mixture was stirred at
RS MAN ST Dol ELUBERL M, Lhnk g
eetrhdedwshztyl 2carite Jrig-orgemes layqramepe vgasypdayﬁth@turated NaHCOs;
- | f | QL '
SRS PROASIGRL (P15 AL, BSEFTARALL psmy s
2poUmbi Ehroorategtaghy: dresifica-elutiigavigh 2 gradient ogﬁlmp?( pp};ylhypt_ate to yield

%ggg%%ha%togléﬁ%% a}?ﬁoﬁg?tf?aﬁﬁ@%wg B2 o Lekt tidelcbHPORAd as yellow

amorphous solid.

1-H-NMR (300 MHz, DMSO d6) 8=1.39 (s, 9H, Boc), 4.08 (d, J=6.1Hz, 2H, CH,), 7.17 (d,
J= 8.2 Hz, 2H, H-3/H-5), 7.35 (d, ]= 8.2 Hz, 2H, H-2/H-6), 7.36 (d, 1H, J=6.1Hz, NHBoc),
7.38 (s, br, 2H, NH,), 9.62 (s, 1H, NH).

MS (m/e): 282.2 (MH, 100%)

Example G

Sodium; 3-o0xo0-3-o-tolyl-propen-1-olate

A suspension of 4.02 g (74.5 mmol) sodium methoxide in 200 ml diethyl ether was treated
with 10 g (74.5 mmol) 2-methylacetophenone and 6 ml (74.5 mmol) ethyl formate under
vigorous mechanical stirring at 30 °C. The suspension was stirred for 3 h at 30 °C and
cooled to room temperature. The suspension was filtered and the precipitate was washed
with diethyl ether and dried under reduced pressure to yield 8.09 g (59 %) of the title

compound as white solid.

1-H-NMR (300 MHz, DMSO d6) 6= 2.18 (s, 3H, PhMe), 4.78 (d, J=10.1 Hz, 1H, CH),
7.07 (m, 4H, Ar), 8.50 (s, br, CH).

MS (m/e): 161.0 (MH’, 100%)

Example H
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wa-205t0ny392 N- { 4- [ 5- (2- thiazol -4-yl] -o-tolyl mePayiEP2004/008698

benzoyl ) -thiazol- 463.6 nethaggne and 2-Methyl- 462.1
(MH 2-ylamno] -phenyl}- benzénesul fonyl chloride

zenesyl f.onam de ommercially avail abl e)
B RO BTN RETEoRS08. 13 ot hyl N {4- [ 5-
thi azol -4-yl] -o-tolyl- (2-nethyl-benzoyl)- nethanone
477.6 thiazol-2-ylamno] - 476.1 (MH)
:}-nzenesulfonyl phenyl }- chl ori de
er c[al I benzenesul f onam de avai | abl ) MV nane
i ngBrmatteri al s MWV found [ 2- (4- Am no- phenyl ani no) -
5- Fl uoro-2-nethyl -N-{4- thiazol-4-yl] -o-tolyl-
[5-(2-nmethyl -b enzoyl)- nethanone and 5-Fl uoro- 2-
481.6 thiazol-2-ylanm no] - 480.2 (MH)
nmet hyl - benzenesul f onyl phenyl } -

A solution of 8.09 g (43.9 mmol) sodium; 3-0x0-3-0-tolyl-propen-1-olate in 150 ml DCM
at —78 °C was treated dropwise with 2.14 ml (41.7 mmol) Br; in 15 ml DCM and allowed
to stirr for 2 h at —78 °C. The mixture was warmed to 0 °C and filtered. The filtrate was

concentrated under reduced pressure at 5 °C to yield 7.92 g (75 %) of the title compound
as white solid.

1-H-NMR (300 MHz, DMSO d6) 8= 2.18 (s, 3H, PhMe), 7.25 (m, 4H, Ar), 7.74 (s, br, 1H,
CH), 11.9 (s, Br, 1H, OH).

MS (m/e): 240.0 (MH", 100%).

Example I

[2-(4-Aminomethyl-phenylamino)-thiazol-5-yl]-o-tolyl-methanone; hydrochloride

SN c
\%Oi
N

NH,

A mixture of 3.14 g (13 mmol) 2-bromo-3-hydroxy-1-o-tolyl-propenone and 3.67 g (13

0]

mmol) (4-thioureido-benzyl)-carbamic acid tert-butyl ester in acetone was stirred at 60 °C
for 16 h. After removal of all volatiles the residue was extracted with ethyl acetate and the
organic layers washed with saturated aqueous NaHCOj solution, water and brine, dried
with MgSO4 and evaporated under reduced pressure. The residue was taken up in 150 ml
dioxane and 20 ml of a 4 N HCI dioxane solution was added and stirred at room
temperature for 16 h. After addition of diethyl ether the precipitate was filtered off, washed
with diethyl ether and dried under vacuum to yield 2.79 g (59 %) of the title compound.
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nmet hanone and 3- Met hoxy- 478.1 %N¢FD 2-yl am no]
- phenyl } - benzenesul f onyl chl 8PPde benzenesul f onani de

i al | i | abl - (4- A no- L 0) -
R B o M BB bR o 727

i 18- -7 478.1
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benzenesul fonam de (commercial ly avail abl e
[MS (=/eArd2de @ﬁ&bﬁoﬁ%)no) - g :

2- Met hoxy- 5-net hyl - Nt hi azol - 4-yl] -o-tolyl-

{4~[5- (2- et hyl met hanone and 2- Met hoxy- 493.6 benzoyl)
-thiazol -2- 492.1 (MH 5-nethyl-benzenesul f onyl

é%ﬁ;%ﬂ%%u[fgﬁgﬁlﬁé chl oride (comrercially
5-Fluoro-2-methyl-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino] -benzyl}-
benzenesulfonamide

A mixture of 35.8 mg (0.1 mmol) [2-(4-aminomethyl-phenylamino)-thiazol-5-yl]-o-tolyl-
methanone; hydrochloride, 25 mg (0.12 mmol) 5-fluoro-2-methyl-benzenesulfonyl
chloride (commercially available) and 69 ul (0.5 mmol) NEt; in 3 ml DCM was stirred at
60 °C for 16 h. After evaporation of the volatiles the residue was taken up in 1.5 ml
MeOH/formic acid 2/1 and subjected to reversed phase HPLC purification eluting with a
gradient of acetonitrile / water. After evaporation of the product fractions 10 mg (21 %) of

the title compound was obtained.
MS (m/e): 494.1 (MH’, 100%)

Examples 38 to 54 have been prepared according to the procedure described for the
synthesis of Example 37 (see table 1).

Example J

(3-Thioureido-benzyl)-carbamic acid tert-butyl ester

HZN;N(S /IOJ\
JORDN

A mixture of 3 g (13.5 mmol) (3-amino-benzy1)—carba1ﬁic acid tert-butyl ester (WO
9740028 Al) and 1.81 ml (13.5 mmol) benzoyl isothiocyanate in 60 ml THF was stirred at
room temperature for 1 h and afterwards evaporated under reduced pressure. 80 ml
MeOH and 5.6 g (40.5 mmol) potassium carbonate in 80 ml water were added and the
mixture was stirred at room temperature for 16 h. The mixture was concentrated under

reduced pressure and extracted with ethyl acetate. The organic layers were washed with
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-o-tolyl- 2,5-D nethoxy-N-{4-[5- nethanone and

WO 2600skspk - benzoyl ) - 2, 5D met hoxy- 509. 6 PCT/EP2004/008698
t hi azol - 2-yl am no] - benzenesubfonyl chl ori de 508. 2
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(comrerci ally benzenesul fonam de avai |l abl e)

BB B s i 3 e I h 6 % cr2. 69
?facf({? b, AP DRHBRNERN,Y, 949 ppae (D 1KIMNED).

uoronmet hoxytri fl uoromet hoxybenzenesul f onyl

chl ori de benzenesul f onam de [ [
AR (MI—IQ, 100%(3. (comrerci ally avail abl e)

Example K

[2-(3-Aminomethyl-phenylamino)-thiazol-5-yl]-o-tolyl-methanone; hydrochloride

A mixture of 3.04 g (12.6 mmol) 2-bromo-3-hydroxy-1-o-tolyl-propenone and 3.56 g
(12.6 mmol) (4-thioureido-benzyl)-carbamic acid tert-butyl ester in acetone was stirred at
60 °C for 16 h. After removal of all volatiles the residue was extracted with ethyl acetate
and the organic layers washed with saturated aqueous NaHCO; solution, water and brine,
dried with MgSO, and evaporated under reduced pressure. The residue was taken up in
150 ml dioxane and 20 ml of a 4 N HCI dioxane solution was added and stirred at room
temperature for 16 h. After addition of diethyl ether the precipitate was filtered off, washed
with diethyl ether and dried under vacuum to yield 2.81 g (62 %) of the title compound.

1-H-NMR (300 MHz, DMSO d6) 8= 2.5 (s, 3H, PhMe), 4.11 (m, br, 2H, CH,), 7.2-7.7
(m, 10H, Ar + H-4 thiazole + NH), 8.36 (s, br, NH,)

MS (m/e): 324.2 (MH", 100%)
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Examples 56 to 74 have been prepared according to the procedure described for the
synthesis of Example 55 (see table 1).

Table 1:

Ex MW name starting materials MW found

2-(4-Amino-phenylamino)-
Thiophene-2-sulfonic [2-(4-Amino-phenylamino)

) thiazol-4-yl]-o-tolyl-
acid {4-[5-(2-methyl- i i
1 455.6 i methanone and Thiophene-2-{454.2 (M-H)
benzoyl)-thiazol-2- _
_ .. |sulfonyl chloride
ylamino]-phenyl}-amide . .
(commercially available)

[2-(4-Amino-phenylamino)-
thiazol-4-yl]-o-tolyl-

methanone and Thiophene-3-|454.2 (M-H)"
sulfonyl chloride

(commercially available)

Thiophene-3-sulfonic
5 4556 acid {4~[5-(.2—methy1—
benzoyl)-thiazol-2-

ylamino]-phenyl}-amide

5-Chloro-thiophene-2-  |[2-(4-Amino-phenylamino)-
sulfonic acid {4-[5-(2- |[thiazol-4-yl]-o-tolyl-

3 490 methyl—beﬁzoyl)—thiazol- methanone and 5-Chloro-  |488.0 (M-H)"
2-ylamino]-phenyl}- thiophene-2-sulfonyl chloride

amide (commercially available)
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(commercially available)
2-(4-Amino-phenylamino)-
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phenylamino)-thiazol-5-yl]-
o-tolyl-methanone;
2-Chloro-N-{3-[5- (.2_ hydrochloride and 2-Chloro-
methyljbenzoyl)-tmazol— 4-trifluoromethyl- -

59 |566 2-.ylam1no]—benzyl}—4— benzenesulfonyl chloride 564.2 (M-H)
triffuoromethyl- (commercially available)
benzenesulfonamide




2, 5- Di et hoxy- N-{ 3-

- benzoyl) -

WOh@&Ex04592- y| ani no]j
(MH benzyl}-

(2-

r')

nmet hyl

[5-
o-tolyl

phenyl am no)
- net hanone;

( hydrochl ori de and 2, 5- 5P@T/EP2004/008698
Di net hoxy-b en

benzenesul fonam de chl or| de (cormerm al l'y avail abl e)

-t hi azol
523.6

nesul f onyl

-5-yl]

2. Ara
\)'_I‘\III ¢

et hytphenytamnoj=thirazot=5-yI |-
Be MAVINGxy - feode [ 5- (2- 0- t ol y Stengmetarials ] MW found
met hyl - benzoyl ) -thiazol - 4931 6 hydrochloride and 3
:\"/gtthl (MBH) 2-yl almf noj | -benzybhks- Ammomethyl—
oxy- benzenesul f ony ngen fo h orjd

(conmer ci alj} ?M&F%ﬂ%‘){? g ’Pg‘ Bﬁ‘?‘ﬁ‘b‘f@aﬁﬂ elg e

rzreﬂ” or o- N-({23n{eﬂry[ BenzohBny| afo- tub;)l -théthagade; 5-yl ] -

- i azol - o- : 566 ;

o | %‘%o é’t’féﬂi g1 an%moLydr ot hﬁ) eic{a%ﬁagla?% i or ol 22! (M-H)

264 1f (M I—I)bd;rtzy]fH uor omet hyl - Dlmethoxy—benzenesulfony

-tni f1 uor aggthyl Fﬁlﬁg§u|f d% bensengsul f onyl

chl Eri de (COFIT%EfCSI a{ﬁ%ﬂy avai | abl E((2: (ggeimglﬁ}grret hjl -

N-{3-[ 5- (2-|Met hyl phenyl ami no a"aﬁ"l‘hl%?zol 5-yl] -

benzoyl \ -tihi azol -2- o-taol y| pet hanone - 508-6 yl, a nc]

- benzyl }-3- 507.2 (M H) hydr geh(3oAmieometyl-

3- Nift roni t rjobenzenesul f onyl . .

phenylamino)-thiazol-5-yl]-
3-Methoxy-N-{3-[5-(2-
. o-tolyl-methanone;
methyl-benzoyl)-thiazol- . )

61 [493.6 ) hydrochloride and 3- 492.1 (M-H)

2-ylamino]-benzyl}-
) Methoxy-benzenesulfonyl
benzenesulfonamide . )
chloride (commercially
available)
[2-(3-Aminomethyl-
2-Chloro-N-{3-[5-(2-  |phenylamino)-thiazol-5-yl]-
methyl-benzoyl)-thiazol- |o-tolyl-methanone;

62 |566 2-ylamino]-benzyl}-5- hydrochloride and 2-Chloro- |564.1 (M-H)
trifluoromethyl- 5-trifluoromethyl-
benzenesulfonamide benzenesulfonyl chloride

(commercially available)
[2-(3-Aminomethyl-
N-{3-[5-(2-Methyl- i )
] phenylamino)-thiazol-5-yl]-
benzoyl)-thiazol-2-

63 |508.6 |ylamino)-benzyl}-3- o-tolyl-methanone; 507.2 (M-H)"

' Y't “F hydrochloride and 3-Nitro- '
T . benzenesulfonyl chloride
benzenesulfonamide ] .

(commercially available)
[2-(3-Aminomethyl-
4-Chloro-N-{3-[5-(2-  |phenylamino)-thiazol-5-yl]-

1 laos methyltbenzoyl)—thiazol- o-tolyl—met‘hanone; 496.1 (M-H)
2-ylamino]-benzyl}- hydrochloride and 4-Chloro-
benzenesulfonamide benzenesulfonyl chloride

(commercially available)




chl ori de benzenesul fonam de (commercial ly avail abl e)

[ 2- (3- Ami nonet hyl -

4- Chl oro- N-{3-[ 5-( 2-

wohersyiiesaz no) - t hi azol - 5-yl] - nethyl - benzoyl) PCHIERZ®KA08698
o-tol yl -nmet hanone; 498 496.1 (MH 2-ylam no]

- benzyl }- hydrochl or| de and 4-Thl orobenzenesul fonam de

b—enzenesul-formy—chloride \\, rer-ct-at l"y' avatrtabtey v

EaneMWar t i mgmeat erial s MV f Z(&Immr{gzmﬁterlal&m nomet h;}MWfound

EI-{B [|5 (2-ivet hyl phenyl am no)| -tbiazol-5-yl] -

enzjoyl ) -t hi azol -2- o-tolyl-n _gﬁﬁg 5@11

1 ani noj ~befdys-J5-42-M6aRyl2 ( ME}) drochl o and

4-Nitroni trphen gnt% yl lfé)nyl Q agino)-thi az0l-5 YT

benzlenesul foranm’ ? rci Cblt&ﬂyﬁﬁf&tﬁaﬁhbh@,)

[62- ({803 noryrhmm;w}—b@zcrk} 4| uor &B enyl). - |\é;] 507.2 (M-H)"

pheny! am nolipy azol -5-y1] - AT bl e g iteo-

p-t o] yl - met hanone; 495. 6 benzbgﬁz)znesulfom)zlcahloﬁde

hydrichl ori @én%ﬁﬂéw(lﬁ?nﬂnlﬂ?r o- ? rﬂlelchtl vla no]

- benzyl }- phenyl) -nmethanesul anesu onarpi de

chi-or-+-de—{ecprrrerctatty—avait

[ 2- (B- Ani nofret hyl phenyl ani no)|l 2—(!!T|A3121@PH@'E}VH -

A- Vet hoxy - N s [FRiok@pheayI RNy | | pRBEARRBE-thiazol-5-y1] -
{3-[5-(2-methyl- o-tolyl-methanone;

66 |495.6 benzoyl)-thiazol-2- hydrochloride and (4-Fluoro- [494.1 (M-H)"
ylamino]-benzyl}- phenyl)-methanesulfonyl
methanesulfonamide chloride (commercially

available)

[2-(3-Aminomethyl-

henylamino)-thiazol-5-yl]-
4-Methoxy-N-{3-[5-(2- phenylamino)-thiazol-5-yl]
i o-tolyl-methanone;
methyl-benzoyl)-thiazol- ] )

67 |493.6 ) hydrochloride and 4- 492.1 (M-H)
2-ylamino]-benzyl}-

) Methoxy-benzenesulfonyl
benzenesulfonamide ) )

chloride (commercially

available)

[2-(3-Aminomethyl-
2,5-Dimethyl-N-{3-[5- |phenylamino)-thiazol-5-yl]-
(2-methyl-benzoyl)- o-tolyl-methanone;

68 |491.6 thiazol-2-ylamino]- hydrochloride and 2,5- 490.2 (M-HY
benzyl}- Dimethyl-benzenesulfonyl
benzenesulfonamide chloride (commercially

available)

[2-(3-Aminomethyl-
Pyrrolidine-1-sulfonic  [phenylamino)-thiazol-5-yl]-

6 ' 456.6 acid 3-[5-(2-methyl- o-tolyl-methanone; 4553 (M_H)'

' benzoyl)-thiazol-2- hydrochloride and '
ylamino]-benzylamide  |Pyrrolidin-1-sulfonyl chloride

(commercially available)




nmet hyl - benzoyl ) -thiazol- 493.6 hydrochl oride and 4-
492.1 (MH) 2-ylam no] -benzyl}-

wokblsmiysobenzenesul fonyl b enzenesul f onam de chCOEPL®4/008698
(comrercially available) [2-(3; ﬁm nonet hyl -
2,5~Di net hyl -N-{3-[5- phenyl anf -t hi azol - 5-yI] -

2- t_h.\J/! - nn7n\ll \ o—tolvl—met ..anone' 4916
IR avoW- 2-yhameno] - hydr ochl|seitis madrigls5-  490. 2 [MW found
M H benf¥l} Di net hyl - benzgnesul f onyl|

penzenesul flonani de chloride ( &Hole vallable

_2-(3-An1nonethy| Pyrrolidirgpﬁ?gﬁﬁbonl%lpheny an1%o)

-t hi pzol - aci.d % L yiappino)-thiazol- 5—y15

o] y1 - et R a5allghEst g t()M Hhehanzey! )

thla%oITZ-ahﬁdﬁthlnmﬂwb and ¥ m.nq, nzylan1c$ -

KA R e e JeeeonRere Pty 63.0 (M-H)

avai | abl e nare starlin t]?htdpaleﬁe -RAEfonyld

[ 2- (B- Am norybmhybbbem@’laamgﬁo) hijgzol o lyﬂYl
Ihi ophene- 2} sul fonic o-tolyl - QQPH gonlfza%ﬁr
B-[51(2-methyl - 469.6 hydrochhwnhbb)and 468.0 (M H)
benzoyl) -thiazol-2- Thiophene-2-sulfonyl ylanino]
1benzylam de chloride (comer ) abliminomethyl-
henylamino)-thiazol-5-yl]-
Thiophene-3-sulfonic phenylamino)-thiazol-5-1
] o-tolyl-methanone;

acid 3-[5-(2-methyl- ) .

71 |469.6 i hydrochloride and 468.0 (M-H)
benzoyl)-thiazol-2- .

. ) Thiophene-3-sulfonyl
ylamino]-benzylamide i )
chloride (commercially
available)
[2-(3-Aminomethyl-
2-Methyl-N-{3-[5-(2-  |phenylamino) ~thiazol-5-y1]-

S methyljbenzoyl)-thiazol- o-tolyl—met‘hanone; £76.1 (M-H)
2-ylamino]-benzyl}- hydrochloride and 2-Methyl-
benzenesulfonamide benzenesulfonyl chloride

(commercially available)
[2-(3-Aminomethyl-
2-Fluoro-N-{3-[5-(2-  |phenylamino)-thiazol-5-yl]-

73 4816 methyljbenzoyl)-thiazol— o-tolyl—met.hanone; 4802 (M-H)
2-ylamino]-benzyl}- hydrochloride and 2-Fluoro-
benzenesulfonamide benzenesulfonyl chloride

(commercially available)
[2-(3-Aminomethyl-
3-Fluoro-N-{3-[5-(2- phenylamino)—thiazol-5—y1]—
methyl-benzoyl)-thiazol- |o-tolyl-methanone; .

74 |481.6 . . 480.2 (M-H)
2-ylamino]-benzyl}- hydrochloride and 3-Fluoro-
benzenesulfonamide benzenesulfonyl chloride

(commercially available)




avai | abl e) [2-(3-Am nonet hyl phenyl am no) -
t hi azol -5-yl] - Thi ophene-3-sul fonic

wo-20@logks9eret hanone; acid 3-[5-(2-methyl - 469. 6 PCT/EP2004/008698

10

15

20

hydrochl ori de and 468.0 (M H) _kenzoyl) -thiazol-2-
Thi ophene- 3-sul fonyl yl am no] -benzyl am de chl oride
(commercially avail able) [2-(3-Am nonet hyl -

2-Methyl -N-{3-[5-(2- phenyl am no)-thiazol-5-yl] -
nmet hyl - benzoyl ) -t hi azol - o-tol yl - net hanone; 477.6
476.1 (MH) 2-ylam no] -benzyl}- hydrochloride and
2- Met hyl benzenesul f onam de FgameteSul f onyl chl ori de
(comrercially avail abl e) [2-(3-Am nonet hyl -

2- Fl upr o- - ' -t hi - b- - :
2 Pt e 0Kl Ak Bl s e
48gredientMoklthe pradyttam ofshblets ohthel fpllowingd cowipbsitione and

2- Fl uor obenzenesul f onam de benzenesul fonyl chloride

(comrercially avail able) [2- @gr—%@'epomet hyl -

3-Fluoro-N-{3-[5-(2- phenyla -thiazol -5-yl] -
met hyl - benzoyl ) -thi azol - o-tol yl - met hanone; 481.6
480ive irfgwdignt2- y| ami no] - benzy?§AmBydr ochl ori de and

%ﬁr&'&&s‘?ﬁﬁﬂ@@éﬂ%ﬁ& fonam de 155 mg
Corn starch 25 mg
Talc 25 mg
Hydroxypropylmethylcellulose 20 mg

425 mg

Example B

A compound of formula I can be used in a manner known per se as the active

ingredient for the production of capsules of the following composition:

Per capsule

Active ingredient 100.0 mg
Corn starch 20.0 mg
Lactose 95.0 mg
Talc 4.5 mg
Magnesium stearate 0.5 mg

220.0 mg



benzenesul fonyl chloride (comercially
avai | abl e) Exanpl e A A conpound of formula |I can be

waged/oi#592 manner known per se as the active i RQTEH2Z@®MD0S69S

10

15

for the production of tablets gff the follow ng
conposition: Per tablet Active T ngredient 200 g

M crocrystalline cellul ose 1§iég¥§prn starch 25 ng
Tal ¢ 25 ng Hydr oxypropyl meth ul ose 20 ng 425 ny
Exanpl e B A conpound of fornmula | can be used in a

manner known per se as the active ingredient for the
production of capsules of the foll ow ng conposition:

Rer A dinpr edi ent Corn starch Lactose Talc
Magnesi stearateCLAIMS 1. Conmpounds of formula | (CH

) (-CHS- V- RL R(l) wherein RL is amno, aryl or
heteroaryl; R2 is hydrogenRW al kyl; R3 is hydpogen,

al kyl or hal ogen; R4 is al ky al L Ry id _ pf
hydrogen,'alkyu.or hal ogen; Kggiﬁalﬁ§2 M (CH, )5 R
R

R 0O @)
S
NH
ve

wherein
R' is amino, aryl or heteroaryl;
R? is hydrogen or alkyl;
R’ is hydrogen, alkyl or halogen;
R* is alkyl or halogen;
R’is hydrogen, alkyl or halogen;
aiszeroorl;
b is zero, 1 or 2;
and pharmaceutically acceptable salts and esters thereof.
2. Compounds according to claim 1, wherein R? is hydrogen.
3.  Compounds according to claim 1 or 2, wherein R® is hydrogen.
4.  Compounds according to any one of claims 1 to 3, wherein R* is alkyl.
5.  Compounds according to claim 4, wherein R* is methyl.
6.  Compounds according to any one of claims 1 to 5, wherein R’ is hydrogen.

7.  Compounds according to any one of claims 1 to 6, wherein b is zero.



b is zero, 1 or 2; and pharnmaceutical ® acceptable
salts and esters thereof. 2. Conpounds according to

wobheismidsonherein R2 is hydrogen. 3. Conpounds BCTEPI0MGIS6IS
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toclaiml or 2, wherein R3 is fiydrogen. 4. Conpounds

according to any one of clains to 3, wherein R4 |s
kyle I erei

T R R aRY ChOS (S 1 T e L Bl

1 to 5 wherein R5 i s hydrogen. 7. Cbnpounds accor di ng

t® arfyoropeunsls actoriding to anpose ofdimeilriol, Whergay misd,

Compounds according to any one of claims 1 to 7,

Wer &tdin armséees&d v‘\}%e : gﬁgaey&malﬁe ﬁ% o wgelfeﬁl }gw R alkylamino,

of cl al ails

acco rcbﬂkﬂam@l% We@)ﬂethbfphemé orpyroliding, Whhl@rrePhﬁnRh thigphenyl and
non Ogj})f%ﬂ rf}}ﬂ] Qre cgﬂti%}l ted B¥ne to 1?%&%@@&}4{1&9({; independently

pyrr rein p I opheny
pyr r cEleetied) ﬁnonaalérylebalpgﬁmaalkyxys tm&uqrpwéwm nifrognd trifuoromethyl.
three substituents independently selected from al kyl,

@dﬁ?ﬁ)@écorﬁfd fib UpEA q@tméﬁn Tt ﬂl@oltﬁ{lﬂe -3-vl, 3- ﬂuorophenyl 4-
trlfluor% Y npoun accordin Y
wher dluorepheng?, ﬂhn@tbﬁlehen}ér%rmeﬁ@minwﬁwﬂémvl dimethylatino,

fluor ﬁ el, 2- ) lphen 1 4 dlﬂuorophen 1, 5-chloro-2-
2- met eny %e K 75
t hi ophethe ny 5— mph@ng Mppyqp’bﬁ@ﬂyx -chloro-5- -trifluoromethylphenyl,

2, 4- di_f; %@Hﬁe&gﬁt{?@eﬁ l r4o gfho%ﬂk?lﬂ’phenyl

2-fluoro uor

2-chl or o- 5- trlfluoronethylph nltrophené
420 tGuphewtiyds asgordinggtp ﬁ@xypﬁeﬂfimms izo 1gs om

according to any one of clainms 1 to 11 selected from
thlophen 2-sulfonjc

{ 4- [ Bhiop oPhigt- ﬁ;ﬁﬂl{fa@ﬁf I{ﬂ?ﬁﬁéﬁﬁhﬂzb%ﬂza}‘}? fibipzalrdsglapine] -phenyl}-
anldeﬁﬁalophene 3-sul fonic acid

{4-[5-(2-nethyl -benzoyl ) - thiazol 2 yl am no] -phenyl}-

?gi_ ?%h}f%@%@%-?%@iéﬂi;?? '&te{ﬁe[gg(g nzogli) th{azol 2-ylamino]-phenyl}-
h idggmi de;
g ?Pﬁ%%%“ﬁ[{i [ 5- (2- et hyl - benzoyl) t hi azol - 2-yl am no]

- pherﬁltﬁloﬁjfﬁléfﬁ@é% SORANE A% (4 fz -methyl- benzogl) -thiazol- 2-ylam1no]

fluoro 2- et hyl - benzoy ) -t hi‘azol - 2-'yl am no]
-pheﬁﬁ#?y ﬁ@ﬁé@nesulfonanlde
4-fiuoro-N-{4-[5-(2-nethyl -benzoyl)-thiazol -2-yl am no]
- phenyfhorodRnge ety BEsiRy]) -thiazol-2-ylamino] -phenyl}-

benzenesulfonamide;

3-fluoro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;

4-fluoro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;

2,4-difluoro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;

2-methyl-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;



2,4-di fluoro-N{4-[5-(2-nmethyl-benzoyl)-thiazol -2-yl am
i no] -phenyl}- benzenesul f onam de;

wa-2005t0n3392 N- { 4- [ 5- ( 2- net hyl - benzoyl ) - t hi azol - 2PgiTaRr2a08698
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- phenyl }- benzenesul f onam de; - 53 -

2,5-di nethyl - N-{4-[5-(2-net hyl -benzoyl ) -thiazol - 2-yl am
| no] -hamybthyl-R DESMIHNBEAZAEL) -thiazol-2-ylamino]-phenyl}-
5-fl yor o- 2- yt heqa‘zlﬁl-%4 [EQ(Z rre?hyl benzgyl) th})azgl
-yla eﬂ6‘]ne6 fv’}l ®benzenesul f onam de;

3- met hoxy- N-{4-[5-(2-nmet hyl - benzoyl ) -t hi azol - 2-yl am no
] - pHieﬁybl}o-meﬂﬁééM [F-dAanethy:benzoyl)-thiazol-2-ylamino]- phenyl}
4- et 54(2-netb.yl-benzoyl)-tb.iazol -2-yl am
noj - l#%yl}ef'\hﬁooghlzﬂeéﬁesul f onam de;

2- met hoxy- 5- net hyI N-{4-[5-(2-met hyl -benzoyl)-thiazol -
2-y| drined)oxyHdrigt[p- (Zt;@ﬁhﬁlnmpﬂbﬁlaﬁi@e?—ylammo] -phenyl}-

2, 5- didgBtheXYordndide;[ 5- (2- met hyl - benzoyl ) -t hi azol -2-yl a
ni noJ - phenyl } - benzZenesul f onami de;

5-chl 2- ]

Uos ( R Ny R b sbeo ) gt ts gyl
benz espgen salfiarandde;

N-{4-[5-(2-nethyl -benzoyl)-thiazol - 2-yl anm no]

NP? in%/g} P% %&'{ &{ —ﬁi—@?—’ff—lﬁﬁl azo %erg?nﬂr?g%ylammo] “phenyl}-

phen n}zenesnlfqrra@m gizenesul f onam de;
2 chI oro- N-{4-[5-(2-net hyl -benzoyl ) -thi azol - 2-yl ani no]
- phenyk}diéethb fN @mﬁ% 1hRAZ& ML SlikdobnaylidBio] -phenyl}-

4- chl oro- N nmet hyl - benzoyl ) -t hiazol - 2-yl am no]

- phen@ﬁ“}zen% %%Wé‘éiﬁrl fonami de; N-{4-

[ 5- (2- et hyl - benzoyl ) -t hi azol - 2- yl am no]

- phenchhbtﬂenpmembeyrz\éhe{smKimldnensz} -thidzodt2ridamino]-phenyl}-
-sul fonic ac

{4- [SI?e(DfeIFres fo}fan% nzoyl) t hi azol - 2-yl am no] -phenyl }-

am de; di net hyI am ne-1-sul fonic acid

{ 4- [ 5N¢{A- [fetnmethybhernpy) -thiseel o lamipe ighepy]}-4-trifluoromethoxy-

phenyyd Boddth@ehene- 2-sul fonic
aC| d. ? nZéﬁ%sgzorret hyl - benzoyl ) - t hi azol - 2- yl ani no] - phen?

O TR S BERETS 2 e B o

phenybémzentsdBonamide;

2-chloro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino] -phenyl}-5-

trifluoromethyl-benzenesulfonamide;

4-chloro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;

N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-4-nitro-

benzenesulfonamide;

pyrrolidine-1-sulfonic acid {4-[5-(2-methyl-benzoyl) -thiazol-2-ylamino]-phenyl}- .

amide;

dimethylamine-1-sulfonic acid {4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-
phenyl}-amide;



3-fluoro-N-{3-[5-(2-nethyl -benzoyl ) -thiazol -2-yl am no]
-phenyl }- b enzenesul f onam de;

wa-20051004392 N- { 3- [ 5- ( 2- net hyl - benzoyl ) -t hi azol - 2PgiTaRr2a)08698
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- phenyl }- b enzenesul f onam de;_g,4 _
2-met hyl - N-{3-[5-(2-net hyl - benzoyl ) -t hi azol - 2-yl am no]

- phe T .

A e e TR T
i noj - ﬁyl} benzenesul f onam de; 5-

uor o- 2- net hyl - N-{3-[ 5- (2- net hyl - benzoyl ) -t hi azol - 2-yl a

m noj5- ﬂﬂwt&opmlamﬁﬁﬁ)ﬂicf RUBYFL he(2- ﬁref@%@%%yf)l‘d'l%zol 2-ylamino]-
[5-(2 nzoyl ) -thiazol -2-yl am no] -phenyl}- b

et
enzeﬁg§B]$ ﬁ%de 4- et hoxy- N-{ 3-
[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] - phenyl}-
benz ool NA@EA15dE-methyl-benzoyl)-thiazol-2-ylamino] -phenyl} -
2- met &N-{3-[5-(2-met hyl - benzoyl ) -t hi azol -
2- yI§%|%¥f§ﬂﬁ§%H¥ benzenesul f onam de;
2-chl oro- N 3 [ 5-(2-met hyl - benzoyl ).-t hjazol yl am no]
2 oherfy pore- N R (G oA h ek BHedi Pismang hen)

4- chlgdh@e¥sdlfonamide;
[ 5-(2- nethyl benzoyl ) -thi azol - 2-yl am no] -phenyl}-

b

(5 (R RSy r bl bspapy tegl2idgminol -phenyl)-

- pherbgn¥er@sulifdrraniidnzenesul f onani de;

di met hyl am ne-1-sulfonic acid {3-

L o> he 5“2/ ?ﬂirﬁgtz;gpﬁn{%g PS'— ()Z-fnlafhﬂz B!anz%yM | &%, 50 ~ylamino] phenyl}
5-f | hsneerEswianapideyr { 4- [ 5- (2- net hyl - benzoyl ) - t hi azol -

-ylannD] benzyl } - benzenesul f onam de;

2, 4- d-Ahowor- mn%tﬁﬂ WERN(ER (10 lb@ﬂaﬁyithmidma;zl@imﬁo vy} -

i no] -.benz zenesul f onami de;
5- chﬂﬁ?@ﬂ%ﬁ@gﬁﬁﬁﬁgﬂz sul fonic acid

4-[5-(2-net hyl - benzoyl) t hi azol - 2-yl am no] -
benz\3-antltecy-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

5- Chhﬁ%gr% 5$ﬂ%. hL{4 [ 5- (2- et hyl - benzoyl ) -t hi azol -
2-yl am no - b enzenesul f onami de;

2-chl oro-N-{4- nmet hyl - benzoyl ) -t hi azol - | anj.no
-ben Z%rp}ethpx{}h -[{3 [ (2 meth% benzoyl)- ¥h1)azol 2~ylam1no] ghe 9}} ]
benzenesulfonamide;

2-methoxy-5-methyl-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;

2-chloro-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-4-

trifluoromethyl-benzenesulfonamide;

4-chloro-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;

N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-3-nitro-

benzenesulfonamide;

dimethylamine-1-sulfonic acid {3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-
phenyl}-amide;



trifluor onethyl-b enzenesul f onam de;
t hi ophene-3-sulfonic acid 4-

w3322 hyl - benzoyl ) ~t hi azol - 2-yl ami no] - PCT/EP2004/008698
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benzyl am de; -55 -
4-fluoro-N-{4-[5-(2-nethyl -benzoyl)-thiazol -2-yl am no]

- benzﬂhhér&%—%ﬂﬁ%ﬂ- 2—'_{&-‘?9—%5—‘.11{?%2%1-ben|23)}f12—thiazol-z- amfnao .—bnengl}-

2-fluoro-N - net hyl zoy hiazol -2-y

- benBgnrenepdfonapddsil f onami de;
3-fluoro-N-{4-[5-(2-nethyl -benzoyl)-thiazol -2-yl am no]
- benzyd Hiflbers2efessH(f-anahyldfnzoyl)-thiazol-2-ylamino] -benzyl} -
2- chl,or o- N-él?- 5-.@2.- nmet hyl - benzoyl ) -t hi azol - 2- yl anmi no]
_benAsPyenss QrI{afI}l Br onet hyl - benzenesul f onani de;
N-{4-[5-(2-net hyl -benzoyl)-thi azol - 2-yl am no] - benzyl } -

3- ni tr-oiderrtriephdnt @nanfodi; acid 4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-

4- chl 'lﬂ‘g{cﬂ:’ [ 5- (2- et hyl - benzoyl ) -t hi azol - 2- yl am no]
-benzyl}~ b ehzenesul f onani de; N-{4-

ey Fiom R s beh et r Gt Hearoy]) thiazol-2-ylamino]-benzyl)-
di metdenkadsmeonhnsdd;f oni ¢ acid 4-

[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] -

benzy, 1 de; . .

D e hERoRE N4 - (st e ts o By -2 iasBp 5yl o)
- benzyiflnordyecth@rimsuérfesud foviadede;

2,5-di nethyl - N-{4-[5-(2-net hyl -benzoyl ) -thiazol -2-yl am
i noj - =y ; I ' _ _thiazol-2- nol-
o et AR &%@F%% T BieRgL org ey szt 4 iaminol
] - bé??w}’l}‘ml eanzenesul f onam de;

3- met hoxy- N-{4-[5-(2-net hyl - benzoyl ) -thi azol - 2-yl am no
] - benayvblo-NpENEE(RemetHyDBamdosE - thiazol-2-ylamino]-benzyl}-

5-fluyoro-2-nmet hyl.-N-{3-[ 5- (2-net hyl - benzoyl ) -t hi azol -2
-yl ath%fneégﬁw*’}lde’benzenesul f onami de;

2,4-di fluoro-N-{3-[5-(2-nethyl - benzoyl { -thi azol - 2-yl am
i no] -bénayd-N-{4bEn@emethyl-bemzanyl)etbjazol-2-ylamino] -benzyl}-

5- chl =t i =.2-sul fonic acid 3-
[5-(2'%?2?’%‘5{’1? eﬁ‘?gﬁﬂ )-t hi azol - 2-yl ani no] -
benzyl am de;

5- ¢ hi bilgom-Net4 B (2-methyl-peugorlnibiargh-2 tlaming] -Persillaz ol -
2-y| R esulpsinavilis;-

2-chloro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-5-

trifluoromethyl-benzenesulfonamide;

N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-3-nitro-

benzenesulfonamide;

4-chloro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide;

N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-4-nitro-

benzenesulfonamide;

. dimethylamine-1-sulfonic acid 4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-
benzylamide;



benzenesul f onam de; 2-chloro-N-{3-[5-(2
- met hyl - benzoyl ) -t hi azol - 2-yl am no] - benzyl } - 4-

wonrbdsioaedonet hyl - benzenesul f onam de; PCT/EP2004/008698
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2, 5-di met hoxy- N-{3-[ 5- (2- et hylsdenzoyl ) -t hi azol - 2-yl a
m noj - benzyl }- benzenesul f onam de;

3- mStZlﬁiéﬂlyiﬁl\{%-[[§(i2néf§§1%z&3@ﬁ%ﬁ¥ﬂol—2tﬂérﬁﬁf&|] Ra}ipm no

] benz g q zenesul f onam de;

2-chl 69@'{%“[&?1 - met hyl - benzoyl ) - t hi azol - 2- yl ani no]
-benzyl }-5- trifluoronethyl-benzenesul f onam de;
N-{ 3- %Mrﬁet&:g]t—]iyﬂtl— be(2zmythyl-beimazDth2zyll 2glangho Peswyll} -
3-ni tﬁe%?&%?@ﬁn%%& Qnami de; 4-chloro-N-{3-
[5-(2 oenzoyl )-thiazol - 2-yl am no] -benzyl}-
benzenesul fonam
N- { 3-4-Brethpoxpray Hédl 5ﬁaﬁ§@§lvlyquoﬁmhlamlﬂ Hainfro] -benzyl}-

- bendydn}erfesittdnaahighzenesul f onam de;
C-(4-fluoro- phenyl) N-{3-[5-(2-nethyl - benzoyl) -t hi azol

-2-yl nes I onam.de;
4 nﬁt%&?@‘%?‘zq%gz@ W@f‘ﬂy it Sypgal nvlagiel eppdhn no

- bdrenydresulfomnasdesul f onam de;
2 5-di met hyl - N-{3-[ 5- (2- met hyl - benzoyl ) -t hi azol - 2-yl am
ngtr)]r o&flﬁ %r)rélei fn&@ﬂ%{\?ﬂg 35’ éﬁ qg&%ld@enzoyl) thiazol-2-ylamino]-benzyl}-
3- [ 5-henzensswipnapudei oyl ) - t hi azol - 2-yl ani no] -
benzyl am de; thi ophene-2-sulfonic acid 3-

[ 5- ( 2;matthioro benzps()- ﬂé%ﬁz&hzgylyhﬁﬁoﬂgloylammo ~benzyl}-

benzyl am de; lfthl ophene- 3-sul fonic acid
[ 5-( eﬁ%w 1924y ) - t hi azol - 2-yl ani no] -

benzyl am de;

2- mt%g&ﬂefd—ﬁﬁe;ﬂﬁné%—mﬁ)hw achER DY 2 Jmdthyl deaboyR)-sHiami-Boflamino] -

- benq%k%};l?@{c%nzenesul f onam de;

2-fl [ 5- (2- et hyl - benzoyl ) -t hi azol - 2 yI am no]
-bengdﬂ- benzenesul f onam de; and 3-fl uoro-

[ 5-( ety b-nieshoxy Ny {3t ﬂﬁr@zmleﬂm%@nwhd}naz@lehﬂan}mo]-benzyl}

benzepasidfaradhfg,; 13. Conpounds according to any one
of claims 1 to 12 Sel ected from

2-chloro-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-4-

trifluoromethyl-benzenesulfonamide;

2,5-dimethoxy-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-
benzenesulfonamide;

3-methoxy-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide;

2-chloro-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-5-

trifluoromethyl-benzenesulfonamide;

N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-3-nitro-
benzenesulfonamide;

4-chloro-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide;



t hi ophene-3-sul fonic acid {4-
[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] -phenyl}-

wamm14592 PCT/EP2004/008698
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3-fluoro-N-{4-[5-(2-nethyl - ben%(};g,ll) t hi azol - 2-yl am no]
- phenyl } - benzenesul f onam de;

4-1l l‘i@ {? %‘Léi%nitﬁgl(lgﬁngg};lfwh%zo?agﬁé(m noj ri)en%}(rﬂ 45 ﬂi{/I am no]

phenyl enzen
2! nethmemst{ﬁmp@uéez met hyl - benzoyl ) -t hi azol - 2- yl ami no]
- phenyl } - benzenesul f onam de;

2- netdg 4—?[1151‘61?55})\&“) N:=B4sL@- i(ngtl{ﬂi EMOVDQH?&QMLj-yIalﬁhﬁépbenzyl}
2-yl a é%ﬁﬁlg - benzenesul fonan d

di matrﬂ?/til rlar%lfi}?’f onic acid {4-

[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] -
phenyl-edroxgeN-{3-5-¢pesthyl benabfl pahiazok@damino ] -benzyl}-

{3- [ %eggén”g}lpo%l - lfi)(izenzoyl )-thiazol -2-yl am no] -phenyl}-
5 fluoro 2-met hyl - N-{4-[5-(2-net hyl -benzoyl )-tb.iazol -
2-y| @8- du]letbﬁlnliy[ﬁ} [5-(Bemgditkbenzoph dhiage - 2-ylamino]-benzyl} -
2, 4- dieh L yREArNafddd; 5- (2- met hyl - benzoyl ) - t hi azol - 2-yl am
i no] - benzyl }- benzenesul f onam de;

5-chl oro-. I azol.-
2~ y| AU IeD N s A e nPpHEaR) oo A-plainol
2- | Uehoyldn{dé; [ 5- (2- met hyl - benzoyl ) -t hi azol - 2-yl am no]
- benzyl }- benzenesul f onam de;

_Sbfel é{g}q?)he%éé shorkie Fggtﬁ)g[?én!- gg%@aﬁl}/—l&ﬁztow) -acﬁﬁlzélﬁxiamgﬁ]

enzenesu
2- chltenggldmide; [ 5- (2- net hyl - benzoyl ) -t hi azol - 2-yl am no]
-benzyl }-5- trifluoronethyl-benzenesul f onam de;

N- { 4- t[;ﬁ;}pélgnélﬁlsmf&m@ gaasy 5)(;zoﬂlleﬁﬁ/%er?zoyi)&maa@ﬂz-ylammo]

ben Hthtrobenzenesul nam de;
N-{4 egzy(gm t hyl - benzoyl ) -t hi azol - 2-yl am no] - benzyl } -
4-ni tr obenzenesul f onam de; di nmet hyl am ne- -sul fonic

gm d 24me[:1'grl-([\2{3‘¢5 h%mdﬁl@)dii}yit()yl}t}hhmt—aLylﬁn'yio@ﬁenzr,]l}—-
enz i
[ 5-( er%?r}’?f/lllllf%léﬂ’i%?l ) - th| azol - 2-yl ani no] -benzyl }-
benzenesul f onam de; and

2-fluoro-N-{3 —[5—(2—methyl -benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide; and

3-fluoro-N-{3-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide.

13. Compounds according to any one of claims 1 to 12 selected from
thiophene-3-sulfonic acid {4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-
amide;

3-fluoro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-phenyl}-

benzenesulfonamide;

4-fluoro-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino] -phenyl}-

benzenesulfonamide;

2-methyl-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino] -phenyl}-

benzenesulfonamide;



4- met hoxy- N-{ 4-
[ 5- (2- et hyl - benzoyl ) -t hi azol - 2-yl am no] -benzyl}-

woensmewnl f onam de. 14. A process for the preparaP2mmooscos
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of a conpound according to any gne of clains 1to 13
conprising the reaction of a conpound according to

for M-ﬁfe%ﬁ/—fﬁeﬂlﬂ—g\?— &4—_@5-&%—%}&?1??—)%_%9%&/&)? i&lo%%}}rl’%gfrﬁgg —ghenyl}-

according tq.formil

obt ail??née”@é‘ﬁfﬁ)éﬂﬁgy?éf formula I, wherein RL to R5, a
and b are defined as in claim11. 15. Conpounds
accordimethytamiaey - aitfenizfactd & [8(21inethyBbéioyl) Siadsl-2-ylamino]-
theratg%{ li}—%‘?r;ihé{ active substance. 16. Conpounds
according'to afdy one of clainms 1to 13 for the

preparation of nmedicanments for the prophyl axis and

t her dpippbeng-Risnkéerie acidd d b-(armetbpldsamadbyl)-this oyl deylsmino] -phenyl} -
assocjmgied Wi th the NPY receptor. 17. A pharnaceuti cal
conmposition conprising a conpound in accordance with

any one of cl ai t 3 an t herapeutical ly inert
carr i%ﬁ?orfé"n’qugﬁﬂ\i'é‘l'g?‘](%'rﬁﬁ giﬁ%oﬁb‘él&ﬂﬂlﬁgylﬂ@l%gbenm}‘
one denedm@butfonkiddet3 for the preparation of

medi canents for the treatnent and prophyl axis of

arthrj i i v~ eat di s ers,gnd obesity. .19.

A corbs ot RE TR PO R R B

when beapresdfomemidaccording to a process of claim 14.

20. A nethod for the treatnent and prophyl axi s of

ar t hra s, - ali et . hesh ) )
i G B D ARy PR il benay
anou ené‘fneﬁlﬁoé‘ﬁﬁ’é@‘ﬁd as defined in any one of clains

1to 13.21. A nmethod of treatnment of obesity in a hunan

i N neeflusb-Nyah 5t 2eatt®hbeni) thResl-yiagtno]-benzyl}-

admni strati.en to,the human a therapeutically

ef fec el“%/eéleﬂf]rgol?ﬁfm%?’ a conmpound as defined in any one

of the clains 1 to 13 and a therapeutically effective
anourit-fledroaNt{¢pas(@-methiybbenyoyl) 3hi2azol-2Fle mire Jxbehzyl}-
accor&hmegﬂfoqllaﬁﬁg@;ﬂ, wherein the lipase inhibitor is
orlistat. 23. The nethod according to claim2l1 or 22

f i myl i al
ag {n a-gﬁ?gﬁg{%g qu’- (28-1%%’3{}7?—53%2%%71)?1:%%%&%-Iyﬁtmino] -benzyl}-5-

trifluoromethyl-benzenesulfonamide;

N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-3-nitro-

benzenesulfonamide;

N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino] -benzyl}-4-nitro-

benzenesulfonamide;

dimethylamine-1-sulfonic acid 4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-
benzylamide;

2-methyl-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-

benzenesulfonamide; and
4-methoxy-N-{4-[5-(2-methyl-benzoyl)-thiazol-2-ylamino]-benzyl}-
benzenesulfonamide.

14. A process for the preparation of a compound according to any one of claims 1 to 13

comprising the reaction of a compound according to formula



24. The use of a conpound according to any one of
clains 1 to 13 in the manufacture of a nedi canent for

woheostne€at nent and prevention of obesity in a pariEenio4/008698
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20

who is also 10. . receiving tregfnment with a |ipase
inhibitor. 25. The use according to claim?24, wherein
the lipase inhibitor is orlistgt. 26. The
phar maceuti cal conposition of N
conprising a therapeutically effg - f a
| i pase inhibitor.o,27. The pharma cal conpogktion
according to clai 26,0wherein t pase i nhifitor 1?
is orlistat. 28. [ $<§L§ﬁ4hereinbefore 1)
/

descri bed.

R

in the presence of a compound according to formula

0
Cl—8—(CH, )R’ (V)
0

in order to obtain a compound of formula I, wherein R!to R aand b are defined as

in claim 1.

15. Compounds according to any one of claims 1 to 13 for use as therapeutically active

substance.

16. Compounds according to any one of claims 1 to 13 for the preparation of
medicaments for the prophylaxis and therapy of illnesses which are caused by

disorders associated with the NPY receptor.

17. A pharmaceutical composition comprising a compound in accordance with any one

of claims 1 to 13 and a therapeutically inert carrier.

18. The use of a compound according to any one of claims 1 to 13 for the preparation of
medicaments for the treatment and prophylaxis of arthritis, diabetes, eating

disorders and obesity.

19. A compound according to any one of claims 1 to 13, when manufactured according

to a process of claim 14.

20. A method for the treatment and prophylaxis of arthritis, diabetes, eating disorders
and obesity, which method comprises administering an effective amount of a

compound as defined in any one of claims 1 to 13.
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21.

22.

23.

24.

25.

26.

27.

28.

-60 -

A method of treatment of obesity in a human in need of such treatment which
comprises administration to the human a therapeutically effective amount of a
compound as defined in any one of the claims 1 to 13 and a therapeutically effective

amount of a lipase inhibitor.
The method according to claim 21, wherein the lipase inhibitor is orlistat.

The method according to claim 21 or 22 for simultaneous, separate or sequential

administration.

The use of a compound according to any one of claims 1 to 13 in the manufacture of
a medicament for the treatment and prevention of obesity in a patient who is also

receiving treatment with a lipase inhibitor.
The use according to claim 24, wherein the lipase inhibitor is orlistat.

The pharmaceutical composition of claim 17 further comprising a therapeutically

effective amount of a lipase inhibitor.

The pharmaceutical composition according to claim 26, wherein the lipase inhibitor

is orlistat.

The invention as hereinbefore described.

gt



