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Novel Thi azol e Derivatives The present invention is
concerned with novel thiazole derivatives,their

woamsfoagsar e, phar maceut i cal conposi ti ons cont aPQT/mg2004/013517

them and their use as

medi canment s. Thet hi azol ederi vati vesof the present
invention are useful in treating obesityand ot her

di sorders. In particular,the present invention rel ates
to conmpounds of formula (1): ORA NNI 3 R (D wherein
Rl is | ower al koxy, |ower alkylam no-Ilower alkoxy, or

-N(Ra) Rb; Ra is hydrogen, |ower_ alkyl, carbanoyl-I ower
al kyl , hydroxy-lomerE@mi§b¥Qﬂkiﬂ¥@Eéﬂ¢ | ower al kyl,
| ower al ki nyl, |ower al koxy, |ower alkoxy-I|ower alkyl,
di -1 ower al kyl am nol ower al kyl, cycloal kyl;or Ra is
phenyl -1 ower al kyl , resi due erein th heny] noj ety
Tgmeé%wnw irsABCerngyd V\t/gl’nof‘f?ll thiag {lmt@a& their *
niaﬁgf’aﬁﬁﬂg %ﬁhﬂaee@ﬂcal @dﬁﬁﬁoﬁdﬁ@ conkMB g tRérK QXY i use as
hal ogen; menber ed het eroaronat.i c
meplirgmentit Elperﬁhr?@ols Héfl‘éqi“’@ﬁ/@f tthPF‘%f'@’éWné{?f&}Pél iR upetil ipjtregting
Owﬁﬁyaﬁ@@ﬂ§aagoﬂ@geroaronat|c ring being attached to
renalnder of the nolecule by |ower alkylene; or
7-menpered saturated heterocyclic. r
opt PP iEy et AT G B or R g OHOPBbR O%Pglc(:l)gd
from nitrogen, oxygen and sulfur, said heterocyclic
ring being optionally nono-, di-,Qor tri-substituted,
i ndependently, by lowey alkyl; Rb|is hydrogen, |ower
al kyl or | ower al koxytN ower ; Ra and R toget her
with the nitrogen at%ALEo they are attached form
a 4-, 5- or 6-nmenbeDéd Pt urage unsat ur at ed
heterocycllc ring optlonhgly conﬁalnlng a further
het er oat om sel ected frorfRnitrogen, oxygen and @yl fur,

said heterocyclic ring being optionally nono-, di-, or
ri-substituted, independently, by |ower aIkyI
HidXy,

R is lower alkoxy, lower alkylamino-lower alkoxy, or —N(Ra)Rb;

R® is hydrogen, lower alkyl, carbamoyl-lower alkyl, hydroxy-lower alkyl, di-hydroxy
lower alkyl, lower alkinyl, lower alkoxy, lower alkoxy-lower alkyl, di-lower alkyl amino-
lower alkyl, cycloalkyl; or

R? is phenyl-lower alkyl residue, wherein the phenyl moiety may optionally be
mono-, di- or tri-substituted, independently, by lower alkyl, lower alkoxy or halogen; or
R%is a 5- or 6-membered heteroaromatic ring containing one or two nitrogen

atoms in the ring, with the said heteroaromatic ring being attached to the remainder of

the molecule by lower alkylene; or

R*is a 5-, 6- or 7-membered saturated heterocyclic ring optionally containing one
or two heteroatoms selected from nitrogen, oxygen and sulfur, said heterocyclic ring

being optionally mono-, di-, or tri-substituted, independently, by lower alkyl;

RP is hydrogen, lower alkyl or lower alkoxy-lower alkyl; or
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hydr oxy-1 ower al kyl, |ower al koxy, |ower al koxy-I| ower
al kyl , cyano, hal ogen, phenyl and/or benzyl; R2 is

woydspgess7or | ower al kyl; R3 is phenyl nobno-, ®CI/EBR004/013517

tri-substituted, independentlyp._by |ower alkoxy,
hal ogen or perfiuoro-lower alkoxy; and R4 is a

mon q@/aﬁlldl IC t85QR@ith fhie MekrERh ia@fiakd WhiBheyi e&b B@adhe f@in a 4-, 5-
two ni en ato in the rin iLd.rin
Qi st S BEET CRHER R OSBRI 08 B@ﬂcrr@%é Fontaining a further
K"éﬁ&@éﬁbm @cﬁ&lqlfbrﬁ rmtB@g'eEl' o MeE&T :irQit/@ﬂfﬁﬁ' skﬂ&iéter@&ycﬁc ring being
ar ngceuti ca accept a er
e monsy yéégﬂ-év PR 5@%@%{5 glmlewgmqbél hyelreyey,
K5R2dxRVRr B nldv&? kb ef 1R alkekn 1l angl, cpardd)Bal6ren, phenyl

proteln coup receptor superfamly. alternative
/?E@%uYorn1of CBl, CBIA has also been descri bed,
but it did not exhibit different properties in terms

of |R@@Bﬁ&bgaﬂbﬂg“@pgkﬂgceptor activation than CBI
(D Shlre Carrillon, M Kaghad B. Cal andra, M

rnnna . Le Fu rrara,
5 ot ga vl oygiopgi- ey suigpisel, BRiFbenddgy 1?‘@%&03?/ > halogen
biSpetidoylovecdked); id t he brain, whereas the CB2
receptor is predom nately dlstrlbuted in the perlphery

and ﬁ‘[f gsé({)rg%y%l}gcca%lﬂmﬁﬁ%gnrllgrlo}%%ﬁq@ gﬁneg'&l?ﬁsf ogféwg g}trogen atoms
ii«iache ti gkl (dP8Shg hbn6 )i- o’fhﬁFsﬁBsﬂtﬁtedmndépiafdemdy by towekr alkoxy,
I.de effects a,CBl -sel ective conpound is desirable.
0FF Y BARRHANEY> (DO-THC) is the principa
psychoactive conpound in the Indian henp (Y. Gaoni, R
Mechowd pliarmicevdivnllyCivesptalfoslt tBérepl964) 1646), canabis
savita (marijuanan), which is used in medicine since
ages (R Mechoulam (Ed.) in "Cannabi noids as

t herape lilﬁii'feg ?ﬂ@%eg ég%?%? bEEbid cglgtbr C@ fé'ng% ghz) e D

is a non sel receptor- ago
aohtddanﬂdé)qtlmbtlhag 19SAe &sprateimediphesi re(epam qupkifanily.fAgy alternative

i g%or% EBLREh, FANRShEIFHRBE ARV ENG S SRR S cnt

e’revetsal OSS experi ence
byopettdS i terine of Bgankdrbdudjhg arpbe’cq:rtter @ttnvmmrathao rﬁDB 11 (. $hdee, C

&ai'ﬁ%rl\[ﬁ)%oi\/f 2(?&2%{ $ ﬁggééwﬁ@ﬁi%?@?ﬁ%%gﬁ??@é @éa}put, P. F;arrara,

P lﬁolnﬁhemt 27036) (1995 I I7Rp-31).90iR) CBi3@cépt by, is Erdibly located in the brain,
¥ |61|§| sﬁﬁ%ﬁz recep‘%or iS %‘&%mu%éi? ﬁlsg%u(tgé in(t?igggl)lphery and primarily

localized in spleen and cells of the immune system (S. Munro, K.L. Thomas, M. Abu-
Shaar, Nature 365 (1993) 61-61). Therefore in order to avoid side effects a CB1-selective

compound is desirable.

A’-tetrahydrocannabinol (A’-THC) is the principal psychoactive compound in the
Indian hemp (Y. Gaoni, R. Mechoulam, J. Am. Chem. Soc., 86 (1964) 1646), canabis
savita (marijuanan), which is used in medicine since ages (R. Mechoulam (Ed.) in

“Cannabinoids as therapeutic Agents”, 1986, pp. 1-20, CRC Press). A’-THC is a non-

selective CB1/2 receptor agonist and is available in the USA as dronabinol (marinol®) for
the alleviation of cancer chemotherapy-induced emesis (CIE) and the reversal of body

weight loss experienced by AIDS patients through appetite stimulation. In the UK
Nabolinone (LY-109514, Cesamet®), a synthetic analogue of A>~THC, is used for CIE (R.
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Anandam de (arachi donyl et hanol am de) was identified as

t he endogenous |igand (agonist) for the CBl receptor
WORNG/0588srt wee, Curr. Med. Chem, 6 (8) (1999) P6BAP2004/013517

664; WA. Devane, L. Hanus, A_dfreuer, R G Pertwee,

L.A. Stevenson, G Giffin, D. Gbson, A Mndel baum

GAPeﬁWeé‘ %ﬁrmﬁ%eu{_\/%&h@(ﬂ 19M 9955 5896£5, 25 81, (WP sob9AG: BYans, Drugs
andam de and a ar achi onoylglycerol (2-AG nodul ate
69ﬂ6}%@0 Drie99nidpth ¢ nerve teninal negatively adenyl ate

cycl ase and vol tage-sensitive Ca2+ channel s and
act 'A‘fféh&&nld%ﬁaia@ﬂiﬂé@lé‘chﬁxﬁﬁiﬂuf&éb #8s #dEnthicdiehe éndo _%Qious ligand

@wﬁhf%@& @ﬁééecmtor( <B ' Soﬁ%@@) Csmlv%f(;‘t r g%gL lé't§8> (19597 635-

6@& fV@ ‘At DRGaMel rl‘-ﬁrﬁﬁ NEM L& RIEIPEARE:, %n&i | Révensdn, N Griffin, D
decreases the rel ease of neurot ansn1§ter

s, Naoddbaraet. i bt o Sl ST
f&éné%lde%a@dmmo eﬁ@z—%@%é&lﬁiﬁﬁﬁﬁé pfr@s%apw nerve

through CBl recepto di ated mechani sm, CBI

terminat negaEvell RAYY esqyg ags| ivoltage-semeitizata’ ich a’#‘%f‘ibqfﬁlg“t“’ates the
1&@?@%} 1%&1@@1&@ lt*hch@ﬁ]ﬁ@l stf I@Itaf&nDoMe?dRaT A3, LG Petrocellis,

phar macol ogy’ 14

Trendsan I‘@PSOSEZI?YICC U @2%@9@&} 2158)Mhemb[y| a@?ctln\g nem@t&q{%@mer release
i{d/ og ac§bxﬁmﬁﬂ& d&rea%’é“%ﬁé ﬁlea.yé/éof nelEHAREmitRr Q& CNBdrker, C.C. Felder,

&e 1993) 7656-60) and caused
I&pp@a@ﬂéfb@pﬁﬂéﬁéi%ﬂ)é ight loss (G Col onbo, R

Agablo G D az, CLobina, R Reali, G L. GCessa, Life

glc 'g A “td%?%% %ﬁ%(; 1]3% ch):lﬁfe]a% / )fﬁeqlfrg@%fr&sihscﬁ P?ec&;tbmeﬁlated

edhahish0 G8l1 rS&e@tcﬁ sdéﬁﬂwﬁaﬁmg@ha@ bicekthd int@ke iafictdmgasgyiated

PR BT s BE S PRkt BB e kol PalcEyprmacoloey

Mst (BR(198Y 3L5-3TCt OeFlRy, Fa M .Rriley, $1ABRDA7 T6Singdun,ds Mackie,

Woike Revner Srocchiftb i S0 ot A D GRLEES o80T g samset appetice

WF presgbeYAd w@lghm&t(hﬁmmn%o, RUAgHtb, GeDRRel. [l@abinal RMRE, G. L.
endocannabi ;db and ob/ob m ce and

%}é%éffelsﬁ%@&&gﬁﬁ%ﬁ ?ﬁllﬁ eat ment of normal rats and

ob/ob m ce reduces anandan1de and 2- arachi donoyl
gl y @i ié thetpiBndiy | iﬂ] Q}Jn@ whﬂh&ﬁeh botHAlN@Ss bamdés@atetional

t hat endogc nn th
eifpRA MY uﬁﬂé@% dod Bregend eeagy B8R0 P e nase food

Hebtid6n,arBl Ife@ép'ﬂ)ﬂl&fotk&ft rhid@edt@ess tanahei€ wiltlrtypd egtnateschnd the
B Rl DK Bog BB Rt g Bhoegice
Ratidr bRk e, defective leptin signaling is associated with elevated hypothalamic, but not
cerebellar, levels of endocannabinoids in obese db/db and ob/ob mice and Zucker rats.
Acute leptin treatment of normal rats and ob/ob mice reduces anandamide and 2-
arachidonoyl glycerol in the hypothalamus. These findings indicate that
endocannabinoids in the hypothalamus may tonically activate CB1 receptors to maintain
food intake and form part of the neural circuitry regulated by leptin (V. Di Marzo, S. K.
Goparaju, L. Wang, J. Liu, S. Bitkai, Z. Jarai, F. Fezza, G. I. Miura, R. D. Palmiter, T.
Sugiura, G. Kunos, Nature 410 (6830) 822-825).

SR-141716A, a CB1 selective antagonist / inverse agonist is undergoing currently
phase ITI clinical trials for the treatment of obesity. In a double blind placebo-controlled
study, at the doses of 5, 10 and 20 mg daily, SR 141716 significantly reduced body weight
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Sugiura, G Kunos, Nature 410 (6830) 822-825).
SR-141716A, a CBl selective antagonist / inverse

wagesiosgssi s under goi ng currently phase [11 cli RCTAIP2004/013517

trials for the treatnment of obgsity. In a double blind
pl acebo-control | ed study, at the doses of 5 10 and 20

WHerf@nhare I3 pl4ctBd BF. Baihi, M. %ﬁﬂlﬂﬂCi&dﬂlﬁeﬁI Befyne, H. Heshmati, G
wei ght when conpar ed todglacebo Bart h,

ks iy Oq,‘mmkzﬁeﬁémtqun%s A researc rfﬁpqtent@vln@g dp{gls Abstracts of

B 4pRi) 20 ok ¢k RBHGEH Me%hﬁ% &% B aited Sta@8] Sugust 26-30, 2001).
topotential new drugs stracts of Papers, 222nd ACS

hhtl Meeti n I cag IL, Unite t at es, ust

3@ egmyou@%g@aﬁgamf%ﬁﬁe@wsméewa{ "‘BF Bt
@ﬁpe@ﬁbely BRERE BForAd ﬁ@@ﬁhﬁéa‘-‘kkyﬂﬁ&@ﬁ Q‘AM‘ QI YPAchN®RY SR, Chﬂders, .
agoni sts are an1noa|ky| ndol eco

Lmoldidi gasu’:@o, Arlng\{add JgP @ggalcgln(gxp §“her 25@&5&19%1) 170- 183) like 6-
EMdWV\HNSLL@qu Mﬂ@amx?&i Mﬂolalﬁ%ﬁycaagi h&%}er,at iy kwaf& NIDA

br ono- Casi ano, cock

Bes Koty 102(1991) 451 oG BHORGYadHinfSGIOH TR Hawham K M.
%iid@k Mr H@sdlﬁ&o@‘r HVEQﬂJey ne MM@%Qms k. dﬂﬁ%x%@aWaR ﬁoé\é‘ke, H. 1

annl S,

STPEL, fov S 61#68%7[()& 15 A 11& R\Pe?ﬁ%n‘?@r% GlLfﬁfDeS Sernandy, X Li, A
f—ﬂ-]? %,7 Maﬂlaanmg- 1% Ba E@ [BBES, (1@59 @oid. fSS)nA(rsﬁoerﬁg gﬂlﬁf‘&’ﬁhene and

i yanni s,

bq;ggﬁa Mm@@@yl35AﬁbeEﬂé@[ K]Eﬂpm@hgﬂ\é Iaw@y,M Glass,K P. Mackie,
Re]l:l/l%%éﬂ éu]r @ﬂll’n'axgﬁoéaﬁu&enq} ﬁellgﬁﬁsorklﬁvl\lé CﬂQH@GG d’& Koppel,

d ass

M. Bmwmsitmﬁ Pl@m@colHamaiher B8 1)JCBAP3A]1- 7&Ad15908@18ﬁ/¥99602248
T
SR o2y B RS RE K3 5 Govcrs,

Ues5861D61. Poupddris . M5, I@Irdqepthgrw)trg iMec Shotni. BethOdilondg99) 2233 —
%68?2%?1@%9 I\%@L 5= rﬁg&lﬁ?\ﬂagl%dgned'r;oqsggﬁ r%llﬁ r’nI ‘]W'c_)'uters, 8 Oscaro. T.
Hbppaet 90 BPoeRBE, P.-22CHr)ptab. T@tal, Dadl. Lambert, I Med Chem. 45 (9)
G L e TR LA, e SRy s
Gaversepgoni®onTesh@B1 Redptot. AMOERT5609 (FRATE324hAT, WIB0T@F34
gﬁ?ﬁ%%sﬂﬂﬁ@é Ofe3) §vlf8§¥%h6%? ﬁfi‘is%%éﬁ%‘& WSofdkas (rras0s810-

eceptor r I'nver se
ACBHisclesd phbﬁLtutvﬂIDO)lﬁ@ﬁ@)H(aﬂRﬂ%BaﬂﬁesAmwat\m a.%wmsts of CBL.

HeDKAAC S Erd s EO Aol SRR AERR e shragonises. n
lsevbrai? pateyts })rrdgddydndamt bﬁdg@d$,5€tbphmazﬂ-6mamkcarboxamlde derivatives
t
SRR B CRLeions VB R, Cwonpeg wamages,
@%9@@06&;@?63&5&46 EEﬁ%éSAeanSI56w&é,rEE576357d@éd9@4d18)
non- bri dgedl , 5- di phenyl - 3- pyr azol ecar boxam de

gg g Imy g% éym fg El-g%%‘%%‘dtﬂ%%figﬁle sé}&ttﬁg Qﬁxie%l};écitiﬁg €Bi%eceptor

antagonists respectively inverse agonists. Such antagonists / inverse antagonists are useful

in medical therapy, particularly in the treatment and/or prevention of diseases which are

associated with the modulation of CB1 receptors.

Unless otherwise indicated, the following definitions are set forth to illustrate and

define the meaning and scope of the various terms used to describe the invention herein.

In this specification the term “lower” is used to mean a group consisting of one to

eight, preferably of one to four carbon atom(s).
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WDO719063, EP658546, EP656354, US5624941, EP576357,

US3940418). It is an object of this invention to
wonresiodesssel ective, directly acting CBl recept 8BCT/EP2004/013517

ant agoni sts respectively inverse agoni sts. Such

antagoni sts / inverse antagonists are useful in

mediTRltedn € APen™ Peférk t€ Bhigviney chlbrih&)®@rémaatamnbdiasdreferably to

Cﬁ%g\/entl g]p} of di seases which are associated with the
tegrddMoBPeCBl receptors. Unl ess ot herwi se

indicated, the followng definitions are set forth to

i 1| UBHertaing “ARkd”, difriene it bembRatom@itanths geqepspfefdrii® a branched

various ternms used to descrjhe the,inventio erein

9 igPE AR SpamoRAER AU e PEtasPEDY rien] S G rsfrenty
Artniteme,Prsfeblyttheqb sbRn tcorbeh @lims, picet praithhly @he @ een carbon
to four carbon aton(s).The term "hal ogen” refers to
%PWerine, chlorine, bronine and iodine, preferably to
chlorine and fluorine. The term"alkyl", alone or in
conbitratim® flowet k@l hésneprdn psmbinatien svithatheryrampdhaderoto a

st rai ght - chaj I t t 1 | i phat

sl 2 pErIEh SR o s St Tisrlr na P Sk Caspan atoms

plé&]fﬁil)a%ﬂeyto(f@ﬁ dagb i étbﬁl@.l’ﬂé) ldatebans ﬂll”rth_lii_’ﬁ exefipliied Iby radicals such as
r r one to ten car t ONE. e, term,"| ower

B <, foEn g RoRoBYn s ST FADBY h DBl e, 3-

hethebatl,n-Bedyt, 2nahgdBugt asd thailight - chai n nmonoval ent

al kyl radical of one to eight carbon atons, preferably
one .t.0 fouccalgar bon. at o

. _This, i s. furt «
exernpta RECEGOT Seie P Beqine RO PhyPin Kot R heterm “lovwer
zﬁlkcgéyﬁ D?»ﬂer,s td ﬁﬁ@trmrngonﬂblﬁ:MF ,é{’ ?-IFWEMB;Y“ ]ﬁ?b‘l}ﬂg&l af lower alkoxy
t-butyl, n-pen - ne utyl, nshex
FORPYAIF G PPGHY HHR1 FIRRON T REPORo I DAoL arBd heyvlowr,
witle ngtlooxp bRing@peciatigpeiferrdd. is al kyl. The term "I ower
al koxy" refers to the group R-0O, wherein Ris |ower

ot s R TGS e B st @ e HOBHPHIRRE hiefbin R s a lower

dlsdbesidey and hexyl oxy, with nmethoxy being especially
preferred. The term "l ower al kylam no" refers to the

gro - NHR 1. rei . R 1S | kyl i»0 . »
ey e oV Baiine SR YL BT NEDR Wil 1P and &
arbleRh) iRdepentertlialoRer dky r&idwr e each i ndependently a

| oner al kyl residue. The term "cycloal kyl" refers to a

monoyRl &k “%T&%yclje%e&:s {o3hG R valthut EJ}ES&cﬁgraﬁgcﬁl of three to six,

preferably five or six carbon atoms. This term is further exemplified by radicals such as

cyclopropyl, cyclobutyl, cyclopentyl and cyclohexyl.

The term “lower alkinyl” refers to a lower alkyl group of two to four carbon atoms

containing one or more tripple bond(s) in the alkylene chain.

The term “hydroxy-lower alkyl” refers to a lower alkyl group wherein one of the
hydrogens of the lower alkyl group is replaced by hydroxy. Among the preferred
hydroxy-lower alkyl groups are hydroxymethyl and 2-hydroxyethyl.

The term “di-hydroxy lower alkyl” refers to a lower alkyl group wherein two of the
hydrogens of the lower alkyl group is replaced by hydroxy. Among the preferred di-
hydroxy-lower alkyl groups is 2,3-dihydroxypropyl.
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preferably five or six carbon atons. This termis
further exenplified by radicals such as cycl opropyl,

woyalsoseasyl , cycl opentyl and cydohexyl. The terPaT/EPzosen13517

alkinyl" refers to a |l ower al kgl- group of two to four
carbon atons containing one or nore tripple bond(s) in

the 'ﬂﬂlékﬁéhﬁ@h@ﬂﬁ-llé’wer_ﬁll@d’f 1@fe toliylBeralkyl %&“@Ip *&h&yﬂn one of the

ers t | ower. al kyl erein
%%P%@é AL RSOV RIAIR KPP RepIeced BUphengL ?[né“ﬁIPg‘E’éﬂ mpgjety may
EYEERRY be ABRRY, di)er Bi-Shintihaed hiydipexdedt§yiBy lodlek Wkyl, lower alkoxy
groyps are hydroxynethyl and 2- hydroxyethyl. The term
Oﬂhaﬁyﬁroxy | oner al kyl" refers to a | ower al kyl group
wherein two of the hydrogens of the |ower al kyl group

i's repd lﬁemd‘peﬁﬂulay@tlc%y alkaﬁghjﬁf&m ﬂb@%ﬁﬂk@%ﬁbﬁwfﬁmm all of the
r a rou 1S | 0] e term
ﬁsgf??'e 8B of et B irope T acag)‘%@@f)f)%m?n pafrierred

p&ﬁﬁ@tdﬂlomeamﬁx;t upyidegessmethoxpe | ower al kyl group
I's replaced by phenyl. The phenyl nolety may

optiagnally b.e nono- trissubstituted

P e e e PSR BALY accen G Ples b R bk S 0 i coqunds of

fﬂiﬁmﬂﬁ(ﬂWﬁh@ﬁ(&%&kﬁt or biparic aaldk ouch'as hedeichlotie aaidl byaﬂi‘bbromm acid,
er.ei.n

al koxy.gr dro ens of,th

ARy Lo B ArE BBt TSRO0 DIy L Ecic S, aceti
@cﬁ&]tflﬁfrfaﬁd aﬁﬁL ffdchiﬁfc?cidowfana|ak1ﬁ1}(1y1e@i’aﬁm§3hcﬁnc acid, salicylic acid, p-
tri net haxy. ter phar eut |
iR b RamG At Sid Bk culich BEHOTIp S o S ine buminens, preferred
§0ts Rutheaclds)ardforateBahigladtes; cidfated) }gﬁmdlﬂ(&i‘ded,shﬁu@ﬂioﬂﬁdes and

 Blnern Bnicachl sfihoorrethuiart bepe ekl sty

acid, maleic acid, acetic acid, fumaric acid, succinic
acid, tartaric acid, nethanesulphonic acid, salicylic
aci dln @m«)ém’msthﬁmhp tienpreseacinyestivh telutes|tb kesomplount oﬁfoemula (I) as

ggﬂft]rbetgoaﬁipge, g1re gggl %agfoggﬁmg ﬁlﬁéxégn% A g’lkoxy, or -N(R*)R".
Ryaferablelowdrdiiaxy hysithe R anithiesy. Hmﬂermﬁe hamalldytammnc—lmerdlkoxy

T Y i L e

pipepidinyt] each dforhith maf bptiasaligetdnedr dbm;tltwbbé,n&dapeﬁenﬂy, by

IS | o al kox m Nno- al kex

s BB P Ty R R R A b oo AR Ver alkr, cyamo,
hﬂbg&yphamébebabWb | ower al kyl am no-1 ower al koxy
residue Rl is tert but yl am no- et hoxy. Preferable
reS|gr ]N( ? pyrrolidinyl and piperidinyl,
each ALK nay og i'onal ly nmono- or di-substituted,
|ndependently, by

In another embodiment, the present invention relates to a compound of formula
(I) as defined above, wherein R! is a residue -N(R*)R?, and R®is hydrogen, lower alkyl,
carbamoyl-lower alkyl, hydroxy-lower alkyl, di-hydroxy lower alkyl, lower alkinyl, lower
alkoxy, lower alkoxy-lower alkyl, di-lower alkyl amino-lower alkyl or cycloalkyl.
Preferable lower alkyl residues R* are methyl, ethyl, n-propyl, n-butyl and n-pentyl, with
ethyl and n-propyl being especially preferred. Preferable carbamoyl lower alkyl residues
R? are carbamoylmethyl and carbamoylethyl, with carbamoylmethyl being especially
preferred Preferable hydroxy lower alkyl residues R® are 2-hydroxy-ethyl and 3-hydroxy-
propyl, with 2-hydroxy-ethyl being especially preferred. Preferable di-hydroxy lower alkyl
residue R* is 2,3-dihydroxy-propyl. Preferable lower alkinyl residues R® are propynyl,
ethynyl and butynyl, with propynyl such as prop-2-ynyl being especially preferred.
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| ower al kyl, hydroxy, hydroxy-|ower alkyl, |ower

al koxy, |ower al koxy-Ilower al kyl, cyano, hal ogen,
woheosyssssr ben2yl . Preferably, Rl is -N(Ra)Rb. PCIVEP2004/013517

anot her enbodi nent, the present.-invention relates to a

conmpound of formula (I) as defined above, wherein Rl

Pi2fedatl SR ﬁkoﬂ( B@JHBes, Ra&BQmB&ldX‘} dﬂb{&fy%a OIchMﬂ?Wlth methoxy

al kyl ba k d - s
mwa%;{mr%ﬁd m@rab 183;(@}@ ger 1 m%%w
ey @h oetuo;kyaﬂgz[ aall Iﬁyétho p?%@hﬂﬁhkﬂ&bxﬁﬂh}fh Being \W&jecially

SR MSE L RTIRG W
éi\i‘niéﬂh atrmﬂo-m gyin2 RE H?Ahmhﬁi &ﬁKlﬁﬁﬂ%Vﬁhﬂethypﬁﬁﬁxﬂi)t&Hyl and 2-

Pr ef bl
B

PREQHTOYIIRUIBY besRenRr ﬁ@ PREGLRDLY cRilsHeryll %dloBéﬁtfyﬁ rc;’i’cbd)tmtyl and
hydr oxy 1 ower flkyl r ues are 2- t hy
aiistppze lan o ?laﬁﬁspéﬂﬁﬁf ffgl

especial l'y preferred Preferable di - hydroxy | ower
al kyin drpsha léﬁ1b%ﬂnh§nt2th3 isBiyrdh Geritioprrelatek to Ptcﬁﬁpdita{d &f formula

SSUEI AR, LESLUER, 5. ke RUBBHDLy SV 98, cr

£81%6) Iﬂhér%’iﬁ Fih@f)l@e"ﬂyﬁﬁlof&}eﬁl@i] apliendllowe linc&iok QY of @b bublsttited,
met noxy

hox po ho be
egeéeéeﬁm%r@f@rw%ﬁm ordrizmaBo b O ﬁ@&ﬁﬁﬁc e ety lower
allk¥} sucB 9 fHeffoxiRar AAle éﬁeauhpwﬂemml et hoxyet hyl , and
met hoxypropyl, wth nethoxyethyl belng espeC|aIIy

pr ef pref@able @1{ abdrallgl rdsﬁﬁ@JRaadrkBEI@m DaméBgi- bkeiﬁ?l Rdluoro-
eth di am_no-

i met Iam
ewﬁ Pg?lleélﬂﬁ o H@#r@ ~P1§n(1elefﬁ>wl i @;ﬁy‘ﬁ% they- R%F%H “effiyly with
BenA eABThDbeln @b BIAl g rBgtred W t h
2- d| et hyl am no- et hyl being especially preferred.

Pr ef ﬁ{ ﬁhitﬁer%ﬂid@l@hkﬁ‘d, ﬂﬁ réb@ﬁﬁnﬁ@ltﬁfn&ehws koh e@fﬂpound of formula

3 e nt a op % §1|S QRI 3P X membered
kel ’él S

ﬁ@ﬂéﬁﬁh{ﬁhhﬁ’&ﬁﬁ% &Sﬂtﬁdlngkﬁhe@lﬁ (i) ﬁ{trc%ﬁb @d:irﬂiﬁiﬁtth? tihg with the sald

resent inven re 0 aco

Beterraroate SBbbns dshes 1o e rotesaaPud i Qolergiady v itene

and i s, a phen | ower al k

o R P o S RS S

tnﬁdlec%!&h? lodvet aﬁﬁylerﬂar 1ﬁfr@d‘icﬁbi B af@P@yeidind2-yb ehsl, Iztpytrﬂm 2-yl-methyl,

RS e, SOk BT o S S HER TR EY pELa-2-ymethyl

Rhehen BioingidRAg Y1) - ONE fvithl Kiyridigsi- ﬂlakﬁliyl Bainglespdetiliz pleferred.
2- et hyl - benzyl , 3-fl uorobenzyl, enet hyl ,

| - meth yﬂlotﬁeﬂi)é'iﬁ’tﬁk}&mlaﬁoﬂ)d prédedt invention relates to a compound of formula
QB as deér?%talggég w%rc]ereerl]x h) 1sealtrtc]¥due E&)Rb and R*is a 5-, 6- or 7-membered
saturated heterocyclic ring optionally containing one or two heteroatoms selected from
nitrogen, oxygen and sulfur, preferably nitrogen, said heterocyclic ring being optionally
mono-, di-, or tri-substituted, preferably mono-substituted, independently, by lower
alkyl such as methyl and ethyl.

Preferable heterocyclic rings R* are azepan-1-yl, 4-methyl-piperazin-1-yl, 1-ethyl-
piperidin-3-yl, 1-methyl-piperidin-4-yl, 1-methyl-pyrrolidin-3-yl and piperidin-1-yl.

In another embodiment, the present invention relates to a compound of formula -
() as defined above, wherein R! is a residue -N(R*)R®, and R” is hydrogen, lower alkyl or
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benzyl and phenethyl being especiallypreferred. In

anot her enbodi nent, the present invention relates to a
woanpmasss7of formula (1) as defined above, whePeTmPRD4/013517

is aresidue -N(Ra)R, and Ra-§s a 5- or 6-nenbered

het eroaromatic ring containing one or two nitrogen

1%%%1(&)}?7-16%% é(ijﬂ(‘{lg}?rte%&riﬂle Ioher ﬁl&ylde?@@ﬁﬂ@afef)ﬂiaﬂ{yh etkl)i‘yh &-propyl,
Jbeing attached to the_ renpai nder of. trF ecyl e .
i6QRAERY al-Bybrit B e e PN B b e s el BRG DT A &gpwﬁmemg
@P&iﬁrytpa@ﬂeﬁéd.tmgfteﬁmerlswaﬂ ANy -16¥ert Nyl FEd AU ds Dyndthosrethyl.
al kyl ene in residue Ra are 2-pyridin-2-yl-ethyl,

5 b e st Pyl R0 POHE ALt gy mithyl, eyl n-propy,
iép;?)rz]sp'yzldmu%g;ﬁkobgieﬁ{net-bﬁqlcﬂ ad fari-butl. qilamlttlhér ath’bc;c&mbyﬂa R®and R
W -pyridin-2-yl-e ej ng, especi referred.

IR IWF?%DWMF%W 'Tlo‘?‘ﬁéﬁ?fl' %’ggﬁf Trﬂ?}gﬂ’f%f)tﬁ‘y el ates

to a conmpound of forrmula (1) as defined above, wherein

Rl iBreferatdfiRtieethPoragoRbopyand Ra is a 5-, 6- or

7- menber ed saturated heterocyclic ring optionally

cont ai ni on r _two,heterqato sel.ected from

ni ¢ r Syieties cboiusnh WE PR IRYRReP 481GS 5 1 ruendffopmula
(e heddipé bbevel whereheR iga optdue nal(RS) RipmaB? atid-R® together with the
tri-substitute referab no- subst i t ut ed,

PseRbAan i Yo Ry Sier B FRER 4 T ke geturated or
ehdapiratePhefees gllicrimesgioalietinaininggstuRherliateroatom selected from
azepan-

1-yl, 4-nethyl -pi i,n:L-yl .. .
SRR dhn oo by BB YT bt g s sad
hetefe)ﬁi?dﬂc-rmgﬂfgﬁigi dji{tibnfﬁayyﬂnoﬂdﬂ-d dip) quetri-ghibstitlited, plrdfenably mono- or di-
anot.her, enpodi : e pn nt, in ' t
SERE BT TP Py s U5 AR bR i kR 1 B,
Iosved allkogy-thieer alNglRayaRo, halogknRbhengl dnddodgmnayl. | ower al kyl

orl ower al koxy-lower alkyl. Preferable |ower alkyl
e bl frerie TR dti St byl SPaR fotsels? MR htsogen atom
&Idvl%{ﬂchalgﬁi ar& stpachy hretieonph okvay edbaloryhqlinef ezetidihyl, 2,5-dihydro-
BYROThSRFLTAY: PirFi YRl et T a0 PP syl pingridiny
being espatiklly pbefedaShaipdtbrpbyclietinyd formepbpBybnd R” together with the
e s T R
pfuﬂaa‘ﬁl&dmfﬁd-%lblls@wd, faidepet()rlydehthwéxy lavérydllsili sbchaes methyl, hydroxy,

- met hoxy- e . Pr r [ hyl [ | |
Fo Ut B e S VL oh APBIE ke ko
lcwed all9hqeeH Asimethokemetlyh cfdnp, hdoghaf sunleds filtoroephenilemey or benzyl.
Rl is a residue -N(Ra) Ro, and Ra and R together with

Zhe ._cgrrg %9 grﬁ@tﬁgxge%%yéﬁ;cit rEAP%:fcgrg[yeg?JyeRa%%H%qggetlfleq he nitrogen
atom to which they are attached are morpholino, thiomorpholino, pyrrolidinyl,
pyrrolidinyl mono-substituted by lower alkyl such as methyl, pyrrolidinyl mono-
substituted by hydroxy, pyrrolidinyl mono-substituted by hydroxy-lower alkyl such as
hydroxymethyl, pyrrolidinyl mono-substituted by lower alkoxy-lower alkyl such as
methoxymethyl, pyrrolidinyl mono-substituted by lower alkoxy such as ethoxy,
pyrrolidinyl mono-substituted by cyano, azetidinyl, piperazinyl, piperazinyl mono-
substituted by lower alkyl such as methyl, piperazinyl mono-substituted by phenyl,
piperidinyl, piperidinyl mono-substituted by lower alkyl such as methyl, piperidinyl
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unsaturated heterocyclic ring optionally containing a
further heteroatom selected from nitrogen, oxygen and

weuabdsusgsspr ef er ably sel ected from nitrogen andPeuiEP2004/013517

said heterocyclic ring being optionally nono-, di-, or

tri-substituted, preferably nono- or disubstituted,

hBHeREERMH b b@f{zyl 9mhdaiykmonbysdlbawtedmydfydm¢eyl pipatdiny] di-

al kyl , Iomer a kox | ower al kaox mer aIk]h cyano,

%@Nﬁﬁ PsﬁﬁﬁﬁépoﬁbﬁEQP %@% O BBf Vet er ocycli ¢

rings forned by Ra and R together with the nitrogen

at ot ovr chblobipyend/tBe pids@ligvbnaiog réf@teptuod éarapound of formula
i onor phol i no, azetidinyl, 2,5-dihydropyrrolyl,

égrrolldlnyl pi perazi nyl and pi peridinyl, wth

pyrrolidinyl and piperidinyl being especially

preferred. The heterocyclic rings fapned by Ra and R

together with the nitrogen aton1tq ich they are

attached may optionaEy b di ~gifbst it ut ed,

preferably nono-substit hd endently, by | ower

al kyl such as nethyl, O dr@kyz By y-1 ower al kyl

such as hydroxynet hyl , Iomd@ al koxy "such as et hoxy,

| ower al koxyl ower al kyl such as met hoxynet hyl , dJano,

hal ogen such as fluoro, phenyl and/or benzyl. More

pr ef | e hetero C|IC r S for

t oge?sff%%n\ﬁﬁi F‘Pﬁo‘feh@ F’tnrRod %chf’%ﬁﬁ ¥g° %W%S@raé)ﬁe jower alkyl

adsireméck @e@ylror phol i no, thi onmor phol i no, pyrrolidinyl,

pyrrolldlnyl nDno substituted by | ower aIkyI such as

nmet h yrr idin osubstit

oyt onbsRYR R LRI ToR Gy L A eovie ey ine
PHFR B, ﬁibdtﬁm&umlhw the pyplotitioh @if thyd centralothaabls trintgut ed
by | ower al koxy- Iomer al kyl such as nethoxymet hyl,

' 2%/ L Lglg/ Iorq%ggefegfgia 2u ? St | % lll{tsz § dléy ?%etn\/@xekl)laat&%éﬁ t%l{ﬁ@ca%on atom

@K@l%|4dpdsytion @théteﬁhiﬂah&xha,zok&lrp%t hzatmyherrmafiasabtfsﬁlmb@umdnt R?is

| ower th ) }
E‘%%’S% B% ﬁf‘lg %Vl \xlbc?npeR a’C§| A )9' tﬂ¥ Fc):larlﬁce)n a’%nn atl the 5
pokdos Bb el deﬂtr@ldhilayolé gwer al kyl such as methyl,
pi peri di nyl nono-substituted by benzyl, piperidinyl

nono stitu p.0) dr oxy, plperldlnyl
dlSUBi@#Pﬂ#gjéﬁﬁ% %Bgﬁogﬁhh as fluoro, and

2, 5-di hydro-pyrrolyl. In another enbodi ment, the

presén hnouh\zeahb@dlmeet eguetent mventigrotatadessp afcorypgiad ePformula

({) as deigine'\é above, Wheren(l 93 is phenyl which is mono-, di- or tri-substituted,
preferably mono- or di-substituted, independently, by lower alkoxy, halogen or
perfluoro-lower alkoxy. Preferable lower alkoxy substitutent of a phenyl residue R’ is
methoxy. Preferable halogen substitutent of a phenyl residue R’ is chloro. Preferable

perfluoro-lower alkoxy substitutent of a phenyl residue R is trifluoromethoxy.

In one preferable embodiment, the phenyl residue R’ is mono-substituted,
preferably in para-position, with halogen such as chloro or with perfluoro-lower alkoxy
such as trifluoromethoxy. In another preferable embodiment, the phenyl residue R® is di-
substituted, preferably in meta~ and para-position, independently, with a substitutent

selected from halogen such as chloro and lower alkoxy such as methoxy.
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as defined above, wherein R2 is hydrogen or |ower

al kyl. Preferable | ower al kyl residue R2 is nethyl.
weubwstossssent R2 can be present at positions 4 sCcTEP204/013517

the central thiazole ring. Prefyerably, substituent R2

is at the 5-position of the central thiazole ring. In

one mEREMaRLBueOE gﬁfmme%xy%hgﬂﬂr @%Brdﬂlﬁﬁéhyl 4-
attached to the carbon atom at the 4 i on of

twdneremethpraplsny] enciychloro-ariethery- Bh%W it 24 dlmetthoxy-phenyl
1ﬁﬁgﬁgkgggggnagn@§ hydrogen or |ower al kylsuch as
net

attached to the carbon atomat the 5-
position of the centgﬁl t hi azol e rlng Most
pr ef Bragther eppofingnfdhe gessent iRveRHeR Feftesipformand of fymula

@5 854 el QH&)‘%t W& etnet al £ trdnBcRlie FRRURA IR optiRb A @ntdiding one
as defined above, wherein R3 Js phenyl which %% nono- ,

o twogtitrogen ajoms i1 therig; saif Bngbepg pomgneli- Qfytri-substituted,
1ﬂ'de1§é1'1t€1§ﬁﬂl}‘ Wy%*ver aNdepende by ﬁerﬂﬁof@l’éﬁfer Akkoxy,

hal‘ogen or perfl uoro- Iomer al koxy. Preferabl e | ower
al koxy s%gstltut t of a phenyl resjdue R3 is nethoxy
Pr ef Bicfpatie c %‘i%%attictr{i’tgé { CFARINGONGOF W%&itm%n r%oms in
ﬂh% r&1¥ 49¢ Pyri ryﬂhﬁ@in‘?l REd byrdm Qmﬁi%ﬁﬁd)@b&ﬁg ¥specially preferred.

st tutent a phe resid
SR ASELR wemptic Fag Jearﬁ PP 41 & EhB e sk Prefebly mono-

@nﬁ%'bsﬁtaséddﬁﬂeﬁﬁdeﬁﬂms}@ow Ry b @hs xmm;@t Bibyeni sich as
para-position, wth hal ogen such chloro or_with

¢Hexa andribiore qE by BetERYP Lolenalket such et RERGXY| n

anot her preferable enbodi nent, the phenyl residue R3

i s disdpsfdriblé efbo @it phenhl Wit 1is rAdkb-, di- or tri-substituted,
par.a i tutent

osition, jn en th_a subs
Bt B qmon oF Hlaf@@@wt%fﬁ z:fHi ﬁ%ﬁgﬂﬂi&rba 1oWer AlleRer halegen,sy
géi@l'iloﬁﬁlm Iy, Rl el hBeﬂhgéépéldﬁﬂy fe’llfeﬂ Preferable lower alkoxy
di rreg)ggxag )geny - chl or o- Efn%‘E& ¢
B R PREXS) ismghexy: Kirefribls helap syRsgitnserss of a
hdiyl ?esfaud uzﬁafemmfo rah@ Wbrob Whtﬁ&hﬁﬁr@ ‘b@ﬂn@ ledpepiatf pfelfei‘fisd Preferable

n anot odi nt, ﬁ ntl n re
perilgorys ﬂ OB¥ YOS O?ﬁ 18&8 peromg ?’@r n

R4 is a nonocyclic aromatic ring optlonally cont ai ni ng
one Morio%b@ﬂﬂht@ﬁﬂﬁn tregiBuds R* hf'@r&fe[’@l}r ﬁx’bbtﬁtutddﬁg ob&:lonﬁpsmon

tltut nt |
dr k@a@wg%lg%w BFidpeY PR R 9&51 ﬁé}r@?%‘b%and para-
pesaey.clic aromatic rings R4 contalnlng one or two
nltrogen atons in the r|ng are pyridyl, pyr|n1d|nyl

and BY¢ rféar%gle resuiues RY are%yzl dlcﬁforr]g %Sl?ﬁci ahlmyo![J pﬁ ny angQ chloro-4-

fluoro-phenyl, with 2,4-dichloro-phenyl being especially preferred.

Preferred compounds of general formula (I) are the compounds selected from the

group consisting of:

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
acid ethyl ester,

2-[(2-chloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic acid
ethyl ester,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(morpholine-4-carbonyl)-thiazol-2-yl]-

benzamide,
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Such nonocyclic aromatic rings R4 are nono-, di- or
tri-substituted, preferably nonoor di-substituted,

wonadspasssent | y, by | ower al koxy such as met hoxPCT/EP2004/013517

hal ogen such as chloro and flugro or by
perfluoro-1lower al koxy such as trifluoronethoxy. In a
pr efze[(@bdhgo@r%@%mmrdiaﬂofo%aﬁ@ lamMhd [Cthid 8] boxylic acid
di- or tri-substituted, preferably nono- or
Hethglapds t ut ed, independently, by |ower al koxy,
hal ogen or perfluoro-|ower al koxy,w th hal ogen being
es pexi-didhYorpri¢f(@rdhRio-pRea 1PN M- ey Mdineal k@¥¥nyl)-thiazol-2-y1]-
substjtutent of a phenyl residue R4 is nethoxy.

&3etdsp| e hal ogen substitutents of a phenyl residue
R4 are chloro and fluoro, with chloro being

espep @ dpiosfienyd2 Ptiehlerableopsblinor ikt calboasyc acid
ubst it ytent o yl residue i s
éfﬁgﬂeﬁhyi%ﬁﬁph%ﬁﬂinﬁ)%ﬁg:%ﬂg’t i tuted phenyl residues R4

are preferably substituted in ortho-position.

di - syt iHloiosibnpBENY 4-chipso-ghesy Rdmatod-thiaedledadkirlyoxylic acid (2-
ubﬁ%jtuted hg_ortgqﬁfaaition and paraposition.

%P?F Happing-stald)-fERYIRIMEfe 2, 4- di chi or o- phenyl ,

2-chl oro- phenyl, and 2-chloro-4- fiuoro-phenyl, with

2, 4-i-cidhdsro-Fhe Aydinkehoxy-gep@diNd 4y mogfledinedL-carbonyl)-thiazol -2-

Preferred conmpounds of general formula (1) are the
%gﬁﬁ%ﬁﬂﬂgaselected fromthe group consisting of:

2-[(2, 4-di chl oro-benzoyl ) - (3, 4-di met hoxy- phenyl ) - am no

] - t 2-4@20d-dichlararblenaop - (3, adimetkotyyphangt) enmino] -thiazole-4-carboxylic
2= (2-chl or.0- benzoyl ) - (3, 4- di net hoxy- phenyl )-amni no]-th
?ﬁigFQB%W@ngoxylic acid ethyl ester,

2, 4-di chl oro- N- (4-chl oro- phenyl ) - N-

[ 4- (2bE2phdidhheebenarybo(Byd-Himhéthagophadyl)tdmino]-thiazole-4-carboxylic

benzam de..2-
T%aggﬁngg&%henyl)-(2,4-d.ichloro-benzoyl)-anino]

-t hi azol e-4-carbox7lic a c i diethyl am de, _

2, 4- Yitehildow-N- B4-dimashoypbrenyl) NN {(Ryrt plidinol i @itreey])-thiazol-2-

| | ).+t hi azol -2-yl]- benzam de,
'§I?%ﬁ¥@%ééro-phenyl)-(2,4-dichloro-benzoyl)-anino]-thi
azol e-4-carboxylic acid

( 2- d21iEbhichinrndeaton)-§3.ddithgthoxivblenyl) -amino]-thiazole-4-carboxylic
- -benzoyl ) - (4-chl or o- phenyl ) -am no] -t hi azo
G caslhggmnienzoy ) pheny1)-att no

c acid (2-
di met hyl ami no- et hyl ) - met hyl - am de, ) ) .
2- [%/2,4-dichloro—b enzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic

acid (2-dimethylamino-ethyl)-methyl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
acid 2-methyl-benzylamide,

2-[(2-chloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic acid

benzylamide,

2-chloro-N-(3,4-dimethoxy-phenyl)-N-[4-(pyrrolidine-1-carbonyl)-thiazol-2-yl] -

benzamide,

2-[(2-chloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic acid
cyclohexylamide,
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2, 4-di chl oro- N- (3, 4-di met hoxy- phenyl ) - N-[ 4- ( nor phol i ne
-4-carbonyl)-thiazol -2- yl]-benzam de,

wa-2psd5888di chl or o- benzoyl ) - (3, 4- di net hoxy- phenpCTARR0MO13517

]-thiazol e-4-carboxylic acid digthyl an de,
2-[(2, 4-di chl oro-benzoyl ) - (3, 4-di met hoxy- phenyl ) - am no

1 - t _azoligo A Bt BRAXYS b diReitd PR BBINGR] -thiazole-4-carboxylic acid
4- d_?gﬂl or o- \- (Z?};qﬁ(di m;t hoxy- phe%}i/}li) - N H4- Easgrer olca}rd(i)xr? cad

21
- Elporsbersriamideni azol - 2- yI] - benzani de,

2-[(2, 4-di chl oro-benzoyl ) - (3, 4-di met hoxy- phenyl ) - am no
1 - t M azotigolb-pRE 4-gicHIok L beylyl) hevivib phighle-4-carboxylic acid
2-[ (Zl,?g;fli chl gr ﬁgé(%lzoyl )-(3, 4-5§y?ret hox?- phenyl ) - arriX}r:o
qthylnmgthgl-amides ar boxyl i ¢ aci d
(2-di met hyl am no- et hyl ) - met hyl - am de, 2-
[(2,44 di-Qlﬂbﬂf—ph&fs}'l)zﬁ%éﬂ—ﬁ'rcbﬁrébéﬁzwl)mﬂf;{loplﬂlﬁawlé-4afﬁbmjflic acid
-t T(Ygzgl e-4-carhoxylic acid 2-nethyl -benzyl am de,
methyb PARRB-BAS0y | ) - (3, 4- di met hoxy- phenyl ) - ani no] -t h
I azol e- 4- carboxylic acid benzyl am de,
2- chp 9 (P ciofo3pherdi)n@i4rax ophr®Birioyt) Nmino]-thiazole-4-carboxylic acid
%14- (yg)l/)r roii di.ne- | -carbonyl)-thiazol -2-yl] - benzam de,

ety PEYGPBUSRNZz oyl ) - ( 3, 4- di met hoxy- pheny! ) - ani no] - t h
i azol e- 4-carboxylic acid
cycl phiéxyhlars-gredd )| (22%4-dithoro-beenrgh) ydnhinb B-thiazhlemt dacboxylic acid

h | )-am no] -t hiazol e-4-carboxylic acid
MB‘Z&’P@@B‘@ | ani de, 2-

[ (4-chl oro-phenyl)-(2, 4-di chl oro- benzoyl ) - am no]

- t hi 2zadiehldrehiF dochlbrioeplaemiyld- M+ iy R-nathylypyrr didiinke | -c@&bonyl)-
.4- chl - phenyl ) - (2, 4-di chl or o- benzoyl ) - am no]

hl(’?ﬁoi‘?a%gﬁl?zég}%%xyl i c acid methyl - phenet hyl - ani de,

2-[ (4-chl oro-phenyl)-(2, 4-di chl oro-benzoyl ) -am no] -t hi

azol 2:44dickdptie iy (4-chleamwphamypt) Hy4[ 418 -diydtoxyapyircdidirge- 1-carbonyl)-

E}{i%io?-ligﬁtgil?ﬁ?nrf%é )-(2, 4-dichl oro-benzoyl ) - anmi no]

-thiaz -

=Carboxylic acid

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid

azepan-1-ylamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
methyl-pentyl-amide,

2-[(4~chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
butyl-methyl-amide,

N-[4-(azetidine-1-carbonyl)-thiazol-2-yl]-2,4-dichloro-N-(4-chloro-phenyl)-

benzamide,

2-[(4~chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
dimethylamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
(2-diethylamino-ethyl)-ethyl-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(2-hydroxymethyl-pyrrolidine-1-
carbonyl)-thiazol-2-yl]-benzamide,
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et hyl - propyl - am de,
2, 4-di chl oro-N-(4-chl oro-phenyl)-N-[4-(2-nethyl -pyrrol

wodbes@sgsscar bonyl ) - thiazol -2-yl]-benzam de, PCT/EP2004/013517

2, 4-di chl oro- N- (4-chl oro- phenyl3 : N[ 4-(3-hydroxy-pyrro
l'i di ne-1-carbonyl)- thiazol-2-yl] -benzam de, 2-

[ (4 M{@Hﬂofmﬁﬂéﬂyl)‘ (-4ictl e bHbenyhesnamy] thiardle@icarboxylic acid
le azol e ah oxylic acid azepan- 1-ylam de,

12131 ¢4 P’@f%"%ﬁ &S~ (2, 4- di chl or o- benzoyl ) - ani no]

-thi azol e-4-carboxylic acid nethyl -pentyl -am de,

2 [ (B4chtrbhr- Nh(eﬂﬂMﬂ&»roG[&eﬁyﬂlNﬂhQEQSbﬁf&lﬂ)tdy)ne&iﬁ-@?ﬂrohﬂlne 1-

| e-4-car c aci.d butyl -nethyl -am de,
tgan%l%n?ét‘%o 25 i eR@Midhy| ) - t hi azol - 2-yl ] -2, 4-di chl oro
-N- (4-chl oro- phenyl) benzam de, 2-
[ (4- ghi(Bellophehsy) - (24-didil e lbenmybennowl Jhiamiled] carboxylic acid

th| l.e-4-car boxylic.,acid di met hyl am de,
ihyi rRRsyhR Y84 _ di chl or o- benzoyl ) - ami no] - t hi

azole 4-carboxylic acid
( 2- dd{hyhlar-phesi iy, é)-defntwb—ban'mjida),—amino]—thiazole-4-carboxylic acid

&p@?@ﬁ‘%{l&% @g‘?%gﬁéﬂ PRy £”4 (2- hydr oxymet hyl

- benzam de, 2-[ (4-chl or o- phenyl ) (2, 4-di chl oro- benzoyl)
- am ﬁ,@}dltllﬂbaz-b] e+-dhlomr-plosayl )i - [dg# eimethyl-piperazine-1-carbonyl)-

g‘l%oé"%cﬂﬁ%hoxﬁi&%hm o;gmpggnyl) N[ 4- (2- (S) - met hoxyme

thyl - pyrrolidine-lcarbonyl)- tiiiazol-2-yl]
- ben2gndiddpro-N-(4-chloro-phenyl)-N-[4-(2-methyl-piperidine-1-carbonyl)-thiazol-

32{9%6 hl oy 0- phenyl) - (2, 4-di chl or o- benzoyl ) - am no] - t hi

am1
careboxyl ic acid

(1 -nmet hyl - 3- phenyl - propyl ) - am de,
2- [ (2-[¢bichiovo-phemy})-f2, 4 Aichlato disneeyd)-peinad ythirzelaidnesrbaetylic acid

%%@‘(g"@%g%y e B/@gny 4% et hyl - net hyl - ani de,

2, 4-di chl oro- N-( 4 chl orohﬁmhen yl)-N[ 4- (4 met hyl - pi pera
zi ne2t (/b@hbmﬂlrnylhﬁzézlm @oyhenzoyh amig] d@iazole-4-carboxylic acid

ethyl-(2-pyridin-2-yl-ethyl)-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(4-phenyl-piperazine-1-carbonyl)-thiazol-

2-yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid

amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
[2-(1H-imidazol-4-yl)-ethyl]-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
(2,3-dihydroxy-propyl)-methyl-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(2,5-dihydro-pyrrole-1-carbonyl)-thiazol-
2-yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
(4-methyl-piperazin-1-yl)-amide,



10

15

20

25

2, 4-di chl oro- N- (4-chl oro- phenyl ) - N-[ 4- ( 2- net hyl - pi peri
di ne-1-carbonyl)-thiazol - 2-yl]-benzam de,

wa-2pshsedsl or o- phenyl ) - (2, 4- di chl or o- benzoyl ) - arCnaEP2G0R013517

azol e-4-carboxylic acid - 14 -
met hyl - (2- pyridi n-2-yl -ethyl)-am de,
2-[ (ﬁ [chlBbes- @H@[Wj 12, 4211c4ﬂdibﬂﬂ'éhﬂi‘y®)- Hamodythjpzeleidnelbdsylic acid

z 4- car, box
@t a%e b‘é‘a’ﬁlﬁq 8%’9( >zet§7?1 -8RI ) - ani de,
2, 4-di chl oro- N-(4-chl oro- phenyl ) - N-[ 4- (4- phenyl - pi pera
zi nezl (@ahlb%l)phén)ﬂﬁ(a@-@hchl(ﬁ*o}ﬂehzcﬁ;ﬂé)qszﬁcd&hlazole -4-carboxylic acid

or.o- phen , 4-di chl oro- benzoyl ) - am no] -t hi
éz%’rnéetﬁgéﬁ’ﬂ% WR ‘)é‘?? > am de,

2-[(4-chl oro-phenyl)- (2, 4-di chl oro-benzoyl ) - am no] -t hi
azol g-[44-chlobepyikyd)-aLit-dlidhReroHidnzal damio] 4hiakgleet-turbdxylic acid

- am de, .

?ef?(Yi'PéﬂP'&rHleﬁgﬂ%) - (2, 4-di chl or o- benzoyl ) - ani no]

-thi azol e-4-carboxylic acid

( 2, 31\131[4?{/411’)@;2@7} -pipepyine- retrbyhyl phige)]-2-yl] -2,4-dichloro-N-(4-chloro-
?)8hloro N- (4-chl oro- phenyl ) - N-[ 4- (2, 5- di hydr o- pyr

Phi BYY91 ) -t hi azol - 2-yi]-benzani de, 2-

[ (4-chl oro-phenyl)-(2 4-dichl oro-benzoyl ) -am no]

- t hi azediehlércaN-bbxhlore phenyl)-N44nthioyiorph@areatzcarbony})-fhiazol-2-

[ (4-chl oro-phenyl)- (2, 4-di chl or o- benzoyl)
Y@ﬁ%ﬁg?nnkhlazole 4- carboxylic acid (2-dinethylam no-

et hyl ) -et hyl - am de,
2-[(4- éh—IChlomewﬂnemglb 2,¢-2lidhl diioelbenaeyd - besinrdythjazale 4reqrbeilic acid

?ggggﬁéﬁﬁ dﬁ?éﬁgjgropyl) am de,

2-[(4-chl oro-phenyl)-(2, 4-di chl oro- benzoyl -an1nog
-t hi 8z d#l@lﬂbrcmhbwd%(z,é dighlaronanagi]}-pminn | sthjasgle- rgrbiexylic acid

%ﬁnﬁ§brogig%2ﬁpperldlne | - carbonyl ) -thiazol -2-yl]-2,

chl or ophenyl ) - benzanmi de,
2 4-di chl oro- N- (4-chl or o- phenyl ) - N-[ 4- (t_hi onor phol i ne-
4- Caﬂb[(ﬁﬁo}pb)orpmbazﬁb (24-dj¢hlotsehenapylitemino] -thiazole-4-carboxylic acid

%néﬁggpgkgﬁg ?le) (2, 4-di chl or o- benzoyl ) - ani no] - t hi
OXYy

azo I'c acid
2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(3-(S)-hydroxy-pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(3-(R)-hydroxy-pyrrolidine-1-carbonyl)-
thiazol-2-yl}-benzamide,

2-chloro-N-(3,4-dimethoxy-phenyl)-N-[4-(2-methyl-pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2-[(2-chloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic acid
methoxy-methyl-amide,

2-[(2-chloro-benzoyl)-(4-chloro-phenyl)-amino]-thiazole-4-carboxylic acid (2-
diethylamino-ethyl)-ethyl-amide,

2-[(2-chloro-benzoyl)-(4-chloro-phenyl)-amino]-thiazole-4-carboxylic acid (2-
dimethylamino-ethyl)-ethyl-amide,
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(1-ethyl -pi peridin-3-yl) -am de,
2-[ (4-chl oro-phenyl)-(2, 4-di chl oro-benzoyl ) -am no] -t hi

weazals@sgsscar boxyl i ¢ aci d car banoyl net hyl - am dePCRAP2004/013517

[ (4-chl oro-phenyl) - (2, 4-di chl orp- benzoyl ) - am no]
-t hi azol e-4-carboxylic acid nmet hoxy-net hyl - am de,
2, 4- mtmbidlm@f\ldﬂém:bhmyg Nt{@r(yLos)Jihc{tHoﬁy&:e(t@l:plymhdw 1P

rroI d ne 0 - thiazol-2-yl]-benzam de ,
szPnéf PL Nﬂﬁ ‘},Zyianfo phenyl ) - N-[ 4- (3- (R) - hydr oxy- p
yrrol i di ne-1-carbonyl)- thiazol-2-yl]-benzam de ,

2- clp- dﬂ@rcNN @—éhldthFh‘hﬁlQ)’Np[he(By}hﬁdrbk}{ -dyrtclidimd-bychrbohyl)-thiazol -
l.i di ne-| -carbo - thiazol-2-yl] -benzam de, 2-

2[*(1 b@ﬂ?ad?’élebenzoyl) (3 4- di met hoxy- phenyl ) - ani no]

-t hi azol e-4-carboxylic acid nethoxy-nethyl-am de, 2-

[ (2-%Hhlot®@Neohzhiptd-phéhyt)aNe] md{mbﬁrwpl)elmﬂmoe]rbonyl)-thiazol—z-yl]-

-t hi azf I e-4-carboxylic acid (2- diethylam no-

bep %ﬂ“ fet hyl - ami de,

2-[(2-chl oro-benzoyl ) - (4-chl oro-phenyl)-am no] -t hi azol

e- 4-THbaytd-beraoiig- (4-2hlodd-phtimyt ) -amiimg - thiazole-4-carboxylic acid ethyl-

et hél grﬁ@t hyl - am de, 2- chl oro- N- (4- chl or o- phenyl ) - N-[ 4- (

1?-0? ) “hox 7net hyl - pyrrolidi ne-| carbonyl) -

t hi azol -2-yl] -benzam de ,

2- ¢ ht-ohlorNN-44-chloos-phertydadil- J4- (3-fnéthyBpimy diiirg-1 papriyaglyl) ethiazol -2-
BQF | - car. onyI )-thiazol - 2-yl]-benzam de,

Eﬁrl’%‘% K (4-chl or o- phenyl ) - N-[ 4- (t hi onor phol i ne-4-ca
rbonyl ) -t hi azol - 2- yI] - benzam de,
2- [ (2{ entidom-berropt (- Cbkbrgmh@nyi)-pmemﬂkf}ua@ﬁien%farbmyélz atid ethyl-

ylic acid ethyl propyl- am de,
?eé’P{F%’!élE@ (4 chl oro-phenyl )-N-[4-(2-nethyl -pyrrolidin

e-l-carbonyl)-thiazol -2- yl]-benzam de,

2- [ (2{Entldoro-bemoyht (-chlpretibens)-prangi thiazalertbTarbprviis rid
&e&m?c?—rrgéﬁwll-érﬁlcﬁg' d et hyl met hyl - ami de,

2-chloro-N-(4-chloro-phenyl)-N-[4-(4-methyl-piperazine- 1-carbonyl)-thiazol-2-

yl]-benzamide,

2-[(2-chloro-benzoyl)-(4-chloro-phenyl)-amino] -thiazole-4-carboxylic acid
methyl-propyl-amide,

2-[(2-chloro-benzoyl)-(4-chloro-phenyl)-amino]-thiazole-4-carboxylic acid

carbamoylmethyl-amide,

2-[(2-chloro-benzoyl)-(4-chloro-phenyl)-amino]-thiazole-4-carboxylic acid

amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
acid (2-diethylamino-ethyl)-ethyl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
acid (2-dimethylamino-ethyl)-ethyl-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[4-(2-(S)--methoxymethyl-
pyrrolidine-1-carbonyl)-thiazol-2-y1]-benzamide,,
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2-[(2-chl oro-benzoyl ) - (4-chl oro-phenyl)-am no] -t hi azol
e-4-carboxylic acid nethoxy-nethyl- am de,

wa-2005/058837 N- ( 4- chl or o- phenyl ) - N-[ 4- ( 4- net hyl - pPOEBER200MO13517

-1 -carbonyl)-thiazol-2- yl]-bengam de,
2-[(2-chl oro-benzoyl ) - (4-chl oro-phenyl)-am no] -t hi azol
e- 4- garhemytd- N-@pualxﬁahbw pRESBYN-= @ml@l@moﬁr ~pyrrolidine-1-

or.o- henzo (4 chl or o- phenyl ) - am no]
Q%T§P%7BL Razpl2ay 'éi%ain&‘ &ci d car banoyl met hyl - ani de,
2 [(2 chl or o- benzoyl ) - (4-chl oro- phenyl ) -am no] -t hi azol

Q@tcﬂl@Pﬂ)rSfd-N p8;4-dirastheey- henzzfl -(thiomorpholine-4-carbonyl)-
2h % fl chl ora benzoyl ) - FS di rret hoxy phenyl ) - am no
RE Y 20]-bewemy Boxyl i c aci d (2-diethyl anino-ethyl)

- et hyl - am de,

2-[ (2,42, @icﬁﬂﬂ@ﬂcﬂbéiﬂﬁiﬂ%@ J-dihe oty Phlefid ) ymirid rtiay olani-oboxylic
Lthla ol e car,boxylic acid (2-dinethylam no-ethyl)

= ﬁfh “RRRI -amide,

2, 4-di chl oro- N (3, 4-di met hoxy-phenyl )-N-[4-(2-(S)--net

hoxy ae[t(hyldigfﬂbm-bdizﬁﬁa (b Acdidedivkly)phiehylpamind - thidzole-4-carboxylic
Za
3°1§ éﬁﬂ{EoF’(?t}f\‘”r)?’S‘aﬂzl}dEFWéq%oxy phenyl ) - N- [ 4- ( 3- hydr oxy- py

rrolidine-Icarbonyl)- thiazol-2-yl]-benzam de,
2 4- di4cdinlcb]b®eN (344h1®l'etmek71@hyn)ﬂ}+ehM-ﬁ}fneﬂmqu-pyﬂrbbdine-ﬂh@rbonyl)-

i ne bon t hi azol -2-yl] -benzam de,
Ehlf‘% %g‘ﬁjgﬂ?%?l)ge’benzoyl )- (3. 4- di met hox7- phenyl ) - ani no
]-thi azol e- 4- car boxylic acid ethyl-propyl-amde, 2-

[ (2>2-[d2gRdiclordybearzoyl))(3 ﬂ&ilﬁmdhomtﬂ}wnyléphnfmgﬂ FHhiagmierdbtarboxylic
thl aé@l-‘?ﬁéﬁ}%&a{r& eyI ic acid bis- (2-nethoxy-ethyl)

2 4-di chl oro- N- (3, 4-di net hoxy- phenyl )-N-[4-(2-met hyl -p
yr r ol2k[d2 Aedithlomr-berrpil) -(3 #hdiswethox-pHehyl) aamnelrthdazole-4-carboxylic

g ( zoyI) (3, 4- di net hoxy- phenyl ) -am no
]aC]thh %@81%; “%Ld%graé‘gxgl ic acid ethyl-nethyl-anide,

2-[ (2, 4-dichl oro-benzoyl) - (3, 4-di met hoxy-phenyl ) -am no
]-t h|2alzdicblo49d‘é|(bé>dim|e‘dmxy phenyl) -N-[4-(4-methyl-piperazine-1-carbonyl)-

thiazol-2-yl]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
acid methyl-propyl-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[4-(3-methyl-piperidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[4-(3-hydroxy-piperidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[4-(4-hydroxy-piperidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino] -thiazole-4-carboxylic

acid carbamoylmethyl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic

acid amide,
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aci d net hoxy-nmet hyl - am de,
2,4-di chl oro- N (3, 4-di net hoxy-phenyl )-N-[4-(4-nethyl-p

wOpeosazssse- | - car bonyl )- thiazol -2-yl] -benzam #8€T/EP2004/013517

2-[(2, 4-dichl oro-benzoyl) - (3, 41¢lL net hoxy- phenyl ) - am no
]-thiazol e-4-carboxylic acid nethyl -propyl -am de,

2, 4- glif GhEbR5-Bherdy®)- (2, 41081 16 N By BOMhIn o} Mhiazole-4-carboxylic acid
A R T T R A

%gﬁﬂgf}ﬁp&gn n-4-yl)-amide,

2, 4-di chl oro-N-(3, 4-di met hoxy- phenyl ) - N[ 4-(3- hydr oxy-

pi pegijci Hlﬁofd— 15’2 4 dﬂﬂ’dr@ﬂ)@hzé%d)yﬁ&nﬁ@ﬁhﬂ%l@qrcarboxyhc acid
,g§$|chI0£ 4 tho - phenyl ) - N-[ 4- (4- hydr oxy-

pie (Hi Yl-r93 zoI 2-yl]-benzam de, 2-

[ (2, 4-dichl oro- benzoyl) (3 4- di met hoxyr - phenyl ) - am no]

- t hi 270-ehidrephboXy(d &d&ﬁﬂ&o%hmyﬁmﬁ] hitlazolanti gheboxylic acid

AR g e o ) S

[(4 chl or o- phenyl ) - (2, 4-di chl or o- benzoyl ) - am no]
-t hi 2404- ehlér&@h ¥(3, M@dl’ﬂbro—benzoyl) amino]-thiazole-4-carboxylic acid

éz fb(‘n‘gétgﬁ?’&‘%&)g ﬁ%‘Vl) etél}é)fnagl%hl or o- benzoyl ) - ami no] - t hi

azol e-4-carboxylic acid nethyl -
( 1- net[lychlpys-pakmyd)-(2, 3—dydhlem¥hedeoyl) -amino]-thiazole-4-carboxylic acid

Cbr TR i ten: nyr - ) TAm el tn

[2- (et hyl-methyl-am no)-ethyl] -am de,
2- [ ( 24edichioen-phésyhlprd- phenyili- NHMe(at-Bidlopoy bipesidineel-carhpnyl)-

| e-4-
e i 15e BRSTHET . ot gyl et hyl ) - ani de,

2-[ (4-chl oro-phenyl)- (2, 4-di chl oro-benzoyl ) - am no] -t hi
azol e-[¢4-chiobophknyd)-42,#-dlichloro-benzoyl)-amino]-thiazole-4-carboxylic acid

S NPT S B R RBIE eyl )N [4- (4, 4- i 11 uor o- i

peri di ne-| -carbonyl)- thiazol -2- yla benzam de,
2- [ ( 2-4edichblioos dhéhfdimethoay-gheyil o Nol Somethyl-#) (parrohdine tlharbonyl)-

z.0l c acid
t m?ﬁbuﬁi %%“9 roxy-et hyl)-am de,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-5-methyl-thiazole-4-

A r—

N

carboxylic acid (2-diethylamino-ethyl)-ethyl-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[4-(3-hydroxy-pyrrolidine-1-
carbonyl)-5-methyl-thiazol-2-yl]-benzamide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-methyl-4-(thiomorpholine-4-
carbonyl)-thiazol-2-yl]-benzamide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-methyl-4-(2-methyl-pyrrolidine-1-
carbonyl)-thiazol-2-yl]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-5-methyl-thiazole-4-
carboxylic acid ethyl-methyl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-5-methyl-thiazole-4-
carboxylic acid methoxy-methyl-amide,
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2, 4-di chl oro- N- (3, 4-di met hoxy- phenyl )-N-[5-nethyl -4-(p

yrrolidine-I|-carbonyl)- thiazol-2-yl]-benzam de,
wa-2psd5888di chl or o- benzoyl ) - (3, 4- di net hoxy- phenpCTARR0MO13517

] -5-nethyl-thiazol e-4- carboxykic acid

(2-di et hyl am no- et hyl ) - et hyl - am de,

2, 4-glif m-QE&ﬂ&b(&né}oﬂ; @h%ﬁﬁ@kﬂ?—?ﬁkﬂﬁ)&ﬂaﬂr&% -hysdiyDazole-4-
pyrrolidine-Icarbony] met hyl - t hi azol
Capleyrlifpeid methyl-propyl-amide,

2, 4-di chl oro- N- (3, 4-di met hoxy- phenyl ) - N-[ 5- net hyl -4-(t

hi onpLRREHILRENAE, £arheRky-phétyBzRL [52nyih1-4 48 naetildaperidine-1-
2,4- dIC |.oro- N-if 4-di, Jtq%}gxyyg)ﬁenyl) l\é’[S meth;lﬂlCtﬁp

carRemy) %qlé’ﬂ'l ?bonyl)- t hi azol - 2-yI ]
-benzam de,

2- (2,4%@51@&1 o @-bﬁﬁﬁ@dﬁbi}f pBerfy ANABt hetkyt-pliatvy bholmriAcrbonyl)-
é‘ meﬁéfﬁl -t hi, zoI e-4- carboxylic acid
IEFF}Q 91]12&

2-[(2, 4-dichl oro- benzoyl ) - (3, 4-di et hoxy- phenyl ) -am no
] - 5- pE( ¥l didthozisdneod)- (8, archmemoqu-paemd)-ammo]-s-methyl-thiazole-4-

AR Bl bereeyl) (3, 4

carboxylic acid nethyl-propyl- am de,
2, 4- giacditliofo-IN-(34-4ird btieich pliynyb R BiaiA- (3- (8) {eBhargt yy tolidin(e3l -

eitpa gt S5y Bl ool

2, 4-di chl oro- N- (3, 4-di et hoxy- phenyl ) - N-[ 5- et hyl - 4-(m
or phot [|(11e-d4c}daxrobb)mzbyl) (8 At dimeth@yyphenyl bendaeti-Stegethyl-thiazole-4-

Zik bRt LB GEPERHL (et hoxy-pheny!) -ari no

aci d
(2- hydr oxy- et hyI ) - met hyl - am de, °
2, 4- 8j4edicblooe-N- {4;(2:-(31) “ptrivopyr: ey | )canhop;ql)@m(egyl -gigrol-2-yl]-
>I<\%Q°¥-51r ol i d'x{r]-p ﬁf %Qﬁ%lnqlaeﬁ met hyl -t hi azol - 2-yl ]

2-[(2, 4- d| chl or o- benzo yl)-(3, 4-di rrethoxy pheng )-am no
]-5- ﬁe[t(hyhldrmpdnznjflb}(l,él @dﬂmbd:nzgylér@ndno -5-methyl-thiazole-4-

tert t hyl d
ﬁgf @H bdr(glémw%{ ?é'y(;) zy;ngmpy(rer ol i di ne-1-carbonyl)

-5-nmet hyl -thi azol -2-yl]- N ( 3, 4-di net hoxy-phenyl)
- ben2anilighloro-N-(4-chloro-phenyl)-N- {5-methyl-4-(pytrolidine-1-carbonyl)-

%?%écﬁ-ft-ﬁlhazofﬁ&?@W) (2, 4-di chl or o- benzoyl ) - am no] - 5-m

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-5-methyl-thiazole-4-
carboxylic acid (2-diethylamino-ethyl)-ethyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -5-methyl-thiazole-4-
carboxylic acid (2-dimethylamino-ethyl)-ethyl-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(3-hydroxy-pyrrolidine-1-carbonyl)-5-
methyl-thiazol-2-yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-5-methyl-thiazole-4-
carboxylic acid (2,3-dihydroxy-propyl)-methyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -5-methyl-thiazole-4-
carboxylic acid ethyl-propyl-amide,
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car boxylic acid diethylam de,
2,4-di chl oro-N-(4-chl oro-phenyl)-N[5-nethyl-4-(pyrro

wodbes@sgsscar bonyl ) - thiazol -2-yl] -benzam de, PCT/EP2004/013517

2-[ (4-chl oro-phenyl)-(2, 4-di chhero-benzoyl ) -am no] - 5-m
et hyl -t hi azol e-4- carboxylic acid

(2- djetdoeryt ' 4-Nic@ldry beadyeamino] - 5-methyl-thiazole-4-
2-%(4?%%L0%0- %§3§$9¥(2,4-dichlopgﬁbenzgyl)-a%ino]-S-m
e byl acid z8yéraethdgmidey | i ¢ aci d

(2-di met hyl am no- et hyl ) - et hyl - am de

2, 4- QJ[pﬂﬂ&%ﬂ)-.ﬁhérﬁd):gz,mo:hMerbehiom-Mm(@shm&gmhime-@-
l'idine-Il-carbonyl)-5- nethyl-thiazol-2-yl] -benzam de,
carpowylic prigmeethadinefiyl-2m4d%i chl or o- benzoyl ) - ami no] - 5-m
et hyl -t hi azol e-4- carboxylic acid

(2, 324{AyibRxyhaiyRyl,d-digldyybeandyd e amino] -5-methyl-thiazole-4-
2-[(4-chl aoro- hﬁgyl)-(2,4-dichloro-benzoyl)-anino]-S-m
etthyyilic Rrid7ps IR psHBIdR | ¢ aci d

et hyl - propyl - am de, 2-[ (4- chl or o- phenyi ) - (2, 4-di chl or o-
benz oyl diclapid Bl ¢Scliietdphertyl)-Hz[Gl @ethyl-¢-d mvoplydline-acirbonyl)-

t.hyl - yl - am.de,
gﬂ-%’igﬁﬁgﬁggﬁﬁéﬁyl)-(2,4-dichIoro-benzoyl)-anino]-S-m
et hyl -t hi azol e-4- carboxylic acid

met hexy4-aelohy phaii P€2,4-dichloro-benzoyl)-amino] -5-methyl-thiazole-4-

2-[ (4-chl or Q-phenyl ) - (R, 4-di.chl or o- benzoyl ) - am no] - 5- m
é?%éFﬂFﬁFgggﬂggl9%%é¢%§%9ﬁg%L§Eﬁ%’nethyl-propyl-anide,
2, 4-di chl oro- N-(4-chl oro- phenyl ) - N-[ 5- net hyl - 4- (nor pho
| i ne24-~diaklbaniN-}4-chlor@pheny?)-H- [4- e (Raethdey-pyrrolidine-1-carbonyl)-5-

2-[(4~chl gr.o- 1):(2, 4-di chl oro-b ) - ani no] - 5-
SR S iy aci o (2 nydroxy-etiyl)
- et hyl - ani de,

2. 4- q%/[fﬁmilran}ome-lislh(eﬂyla-m,é{die}ﬂhmalyén)zoﬂ?-[ami(xe]-—@-m)etb)tlﬁbiazdp%-
ChRostliceid RN by Roxf Bl ke 2201 - 2- V1]

2-[ (4-chl oro-phenyl)-(2, 4-di chl oro-benzoyl ) -am no] - 5-m
et hy 254+ tichipod-&1-44-chlr b phyhyl b Nabd-2-(R) ~cyano-pyrrolidine-1-carbonyl)-5-

tert-butyl-{2~hydro et hyl ) - am de,
é?%bg$§ﬁ¥8¥%yﬂb%ﬁg%ﬁ¥%?o-phenyl)-N—[4-(2-(R)-cyano-pyr
rolidine-|-carbonyl)-5- nethyl-thiazol -2-yl] ) .
- benzalt? dedichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-5-carboxylic

acid diethylamide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-(pyrrolidine-1-carbonyl)-thiazol-2-

yl]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-5-carboxylic
acid (2-diethylamino-ethyl)-ethyl-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-(2-methyl-pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-5-carboxylic
acid ethyl-methyl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-5-carboxylic
acid methyl-propyl-amide,
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2-[(2, 4-di chl oro-benzoyl)-( 3, 4-di net hoxy- phenyl)
-am no] -t hi azol e-5-carboxylic acid diethylam de,
wa 2do5¢his5gdsl or o- N- ( 3, 4- di net hoxy- phenyl ) - N- [ 5- ( ppCT/aiP2@iM13517
e-|-carbonyl)-thiazol-2- yl]-begzam de,
2-[(2, 4-di chl oro-benzoyl ) - (3, 4-di met hoxy- phenyl ) - am no
] e: bi @Qgﬁﬁ%gb - RA(BROAN dtRoBLpIkntB =1L [BL BV RITS:HOpiBENKhE- 1-carbonyl)-
tmawld?-xyﬂl bergamide3, 4- di net hoxy- phenyl ) - N[ 5- ( 2- net hyl - p
yrrolidine-I|-carbonyl)- thiazol-2-yl]-benzam de,
2- [ (7,24 HdIGR-RLG;LanzaNby- ﬁﬁexﬂrt)dNn[%tdm%&;shmn&nyiclrbaﬁylmmazol 2-
hi azol e- 5- car boxylic acid ethyl-nmethyl -am de,
quzﬂmné%chloro benzoyl ) - (3, 4- dlnethoxy phenyl ) - ani no
] t hi azol e-5-car boxylic acid
bxh -cﬁaﬂ@w Namzﬂangetﬂoﬁv FRBTIONN5(3- %)%tﬁ@iyhp}&k’olﬂlﬁiﬁll—
£ { roxy-.pi peridine- 1-carbonyl)-
Cﬂmoaz'é) hlazognizpfl -Berzaitle,
2, 4-di chl oro- N- (3, 4-di met hoxy- phenyl ) - N-[ 5- (nor phol i ne
- 4- Qa'[M)ﬂﬁc)lﬂ&BLlﬁaﬁ%yl}z‘(?J ¥1d]1m9@16i5’714ph€1€y1) amino] -thiazole-5-carboxylic

N- (3, henyl )-N-[5-(3-(R) -eth
%ngtswlg f:ﬁgrhéfd’?% ‘{’% Zz&”yz’ yl ] ' bénzgm) d: >
[ ( 2 244dil@lﬂbﬂ)’—N-—FBS(PZ€B() ¢ya3-phrdilidiiehbxyrbphghyhipzaid-yIpIN-(3,4-

zol e- 5- car box
‘% Py %F’FbT§¥W§ﬁ%oxy et hyl ) - am de,
2,4-dichloro-N-[5-(2-(R) -cyano-pyrrolidine-I|-carbonyl)
-t hizazalicidoyd-N- - (i orb-phenyBt K- [Gx(pyplolidimet 1)-edvbourd)vildezol-2-yl] -
, 4-di.chl oro- N- (4-chl or o- phenyl )-N-[5-(pyrrolidine-I-c
ﬁ%ﬁ?& -tbi azol -2-yl]- benzanide, 2 -

(4 chl or o- phenyl ) - (2, 4-di chl or o- benzoyl ) - am no]
-t hlmz[()ﬁ_t-ehlﬁr@@hbmﬂym saleihdorpitparzoy)-amide lythéarbldes-carboxylic acid

2 (4 chl or o- phenyl ) - N-[ 5- ('t hi onor phol i ne-
'%P%g? E ¥6i azol - 2- yl ] -benzani de, 2 -

[ (4- chloro phenyl) (2, 4-di chl or o- benzoyl ) - am no]
- t hizzedichlor@a¥-bbxhlbi@abémyl)-N-[ 5-(thiomorpholine-4-carbonyl)-thiazol-2-

yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-5-carboxylic acid
ethyl-propyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-5-carboxylic acid
bis-(2- methoxy-ethyl)-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[5-(2-methyl-pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -thiazole-5-carboxylic acid
ethyl-methyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-5-carboxylic acid
methoxy-methyl-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[5-(4-methyl-piperazine-1-carbonyl)-
thiazol-2-yl]-benzamide,
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et hyl - propyl - am de,

2-[ (4-chl oro- phenyl ) - (2, 4-di chl oro-benzoyl )-am no] -t hi
weazals@sssscar boxyl i c acid bis-(2- methoxy- et hyl peamipe®d/013517

2 ,4-dichloro-N-(4-chl oro-phenyl)-N

[5 (2-met hyl -pyrrolidine- 1-carbonyl)- thiazol -

2-ylj- &Iﬂ@fﬂ fBenyB-(2,4-dichloro-benzoyl)-amino]-thiazole-5-carboxylic acid
%1 phenyl ) - (2 4-di chl or o- benzoyl ) - anmi no]
ey E’c‘ﬂpéf Bmé%‘i’boxyl i caci d et hyl - net hyl - ami de,

2-[ (4-chl oro-phenyl)- (2, 4-di chl oro-benzoyl ) - am no] -t hi

az ol B4-51i €6 RONY(4L hl &l shetl) X B-(BER) Wthoxgrpydelidine-1-carbonyl)-
%,1 1dlc | or o- N~ (4-chl oro- phenyl ) - N-[ 5- (4- net hyl - pi pera
thigtal-P-yllaPegAde: t hi azol - 2-yi ]

- benzam de, 2-[ (4-chl or o- phenyl ) - (2, 4-di chl or o- benzoyl)
- am n@}&&lﬂb@zm—ﬁ ?yemlameyl “cgrbanylil-thiazol-2-yl]-N-(4-trifluoromethoxy-

ﬁ 1%4%?6‘]1?‘64%(4 chl or o- phenyl ) - N-[ 5- (3- (R) - et hoxy- py
rroI i di ne-1-carbonyl)- thiazol-2-yl]-benzam de ,
2, 4- Pichlok oM 8K prer §lindine-adact argd)l- theao by N- (hirdlnotonetioxy-
@1 Ni(4 trifluoromethoxyphenyl) -benzam de,
eélpf) 2(pyrrolidine-I-carbonyl)-thiazol-2-yl]-N
(4-trifl uor omet hoxyphenyl ) -benzam de,
2 [ (24 thtloee-bemnool)t(1-trdlubrarhethoxppkedybxamplogihlayel et qarboxylic

0].st hi azol.e54- carboxylic acid ethyl-nethyl-an de,

%‘f %‘Yﬁ%"ﬁwaﬁlg “benzoyl ) - (4-trifiuoromet hoxy- phenyl ) -
am no] -t hi azol e-4- carboxylic acid ethyl-nethyl-am de,
rac- 2542, mdmcﬂﬂmodadﬂz{))d)-((124nﬁu¢1y>meplwxyeﬂ>hewll)®mm9hﬂb@®$d -4~

Z0l 1
%‘ﬁ) SraSerrleet e p%enyd) > benzani de,
rac-2-chl oro-4-fluoro-N[4-(2-nethyl-pyrrolidine-I-car
bony tac-2,idadddroZNy(ldt 2Nmethyl-pyirplidioe-1-carbonyl)-thiazol-2-yl]-N-(4-

8%1 &oggn%‘f U%% f’%??’gﬁ?a%‘%_\% pyrrolidine-I-carbonyl ) th

iazol -2-yl]-N-(4- trifluoronethoxy- phenyl ) - benzam d
rac-2-chloro-4-fluoro-N-[4-(2-methyl-pyrrohidine-1-carbonyl)- thlazol 2-y1]-N-(4-

trifluoromethoxy-phenyl)-benzamide,

rac-2-chloro-N-[4-(2-methyl-pyrrolidine-1-carbonyl)-thiazol-2-yl]-N-(4-
trifluoromethoxy-phenyl)-benzamide,

2,4-dichloro-N-[4-(3(R)-hydroxy-pyrrolidine-1-carbonyl)-thiazol-2-yl]-N-(4-
trifluoromethoxy-phenyl)-benzamide,

2-chloro-N-[4-(3(R)-hydroxy-pyrrolidine-1-carbonyl)-thiazol-2-yl]-N-(4-
trifluoromethoxy-phenyl)-benzamide,

rac-2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[4-(2-methyl-pyrrolidine-1-
carbonyl)-thiazol-2-yl]-benzamide,

2-chloro-4-fluoro-N-[4-((R)-3-hydroxy-pyrrolidine-1-carbonyl)-thiazol-2-yl]-N-
(4-trifluoromethoxy-phenyl)-benzamide,

2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[4-(pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide,
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2,4-di chloro-N-[4-(3(R)-hydroxy-pyrrolidine-I-carbonyl
)-thiazol -2-yl']-N-(4- trifluor

woneishessgs phenyl ) - benzam de, PCT/EP2004/013517

2-chl oro-N-[4-(3(R) -hydroxy-pysgolidine-|-carbonyl)-th
iazol -2-yl]-N-(4- trifluoronethoxy-phenyl)-benzam de,

rac-2y ALM&QL%?eﬂ%xy(dﬁ: qurzor- ScARE 8%z eyinb1-Mhiazole-4-
[ 4- (2- et hyl yrro [

carhopBinAagd ety a§?f!1]1@>benzam de,

2-chl or o- 4- fluoro N-

[ 4- (of ﬂro%i&}mmaychwbmkﬂemda@ Phe@@h Rosp( rRMuhgamxy%yyﬂohdme-

Eﬁﬁ trifl uo net ho y phéenyl ) - benzam de,

lzcaarb(a}y FIBF%PJT@Y RF5ES:3- met hoxy- phenyl ) - N-[ 4- (pyrro

l'i di ne-1-carbonyl)- thiazol-2-yl]-benzam de, 2-[ (4-

chl Q@di’dﬂ@bml@ crm@ayi-}ne&?m&;ﬁdeeﬂ;}l)mqamamy4 | pyarolid]e-1-
-t hi ?]rgoxyl icacid et net hyl - am de,

C.?rb@nbj 5 NP r 0- 3 - net hoxy- phenyl ) - N-

[4- ((R) -3-hydroxy-pyrrolidine- 1-carbonyl)-thiazol-2

- y| 12;81chd¢H0dS ;- (4-chloro-3-methoxy-phenyl)-N-[5-methyl-4-(morpholine-4-

2,.4-d 4- chl or o- 3- met hoxy- phenyl ) - N- [ 5- net hyl
Caﬁ’ btr?‘c‘f’r Er?rréf ‘rrlﬁfl)- t hi azol ~2-yl] -benzami de,

4-di chl oro- N- (4- chI or o- 3- net hoxy- phenyl ) - N-[ 5- net hyl
- 4 (m&iﬂhﬂ:d)ﬂon1§=(4l=c}ﬂ@btﬁ}ﬂydthoﬁyhplaezm)-lﬂ-[ﬂLCKR}—Béryrzlm]dyqerrrolidine-
G ﬁ%? o '5%1'%%; it O3 ARy - Phenyl) - N[ 4- ((R) -3
1-carbonyl ) -5-nethyl -t hi azol -2-yl] -benzam de, 2-[(4-
chl ox msemmdqaxyetbhze,nyhe)ny( 2(244—d10hlﬂrorb@ntmﬂh)zmin)04 “nmediyl-

R e R e

rac- 24d|chloro N- (4-chl oro- 3 nmet hoxy- phenyl ES me
t hyIraer(@dmhidrpl-lﬁl}(ﬂmhlqrd+3Hmethoxy—phenyl) -N-[5-met yl -4-(2-methyl-

5 rbon)flc,) qqy@ t%az%f—?—af]d—bgﬁ yg de, and

Ceut e accep e sa s’t hereof. Most
preferred conmpounds of general formula (1) are the
conpadsrsekcedicely daceptablaealtprtbemzotonsi sting of 1 2-[ (4

chl or o- phenyl ) - (2, 4-di chl or o- benzoyl ) - am no] -t hi azol e-

4- caBPWlebdrothfotmdl BEEAH 2 B BAE LN ¥l thetoMpodilsdBlected

from the group consisting of:

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
(2-dimethylamino-ethyl)-ethyl-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[4-(2-methyl-pyrrolidine-1-carbonyl)-
thiazol-2-y1]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
acid methyl-propyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
methyl-(1-methyl-pyrrolidin-3-yl)-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-methyl-4-(pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide,



2, 4-di chl oro- N- (3, 4-di met hoxy- phenyl )-N-[4-(2-nethyl -p

yrrolidine-I-carbonyl)- thiazol-2-yl] -benzam de,
wa-2psd5888di chl or o- benzoyl ) - (3, 4- di net hoxy- phenpCTARR0MO13517

]-thiazol e-4-carboxylic acid nmgfhyl -propyl -am de, 2-

[ (4-chl oro-phenyl)-(2, 4-di chl oro- benzoyl ) - am no]

-th'z Dl EaidnIcRE BeXy1)C(32L Bnethoxy-ph ]-5-methyl-thiazole-4-
36/{Iz |- et h hyl QI>|cf)®y6'|ryr)oﬁ i di n- e:% ())/}lcyp enyo?eammO Tmenyerete

czrbxpxrfhcaﬂ@mh@qygnm}-ﬁ@t%xy phenyl ) - N-[ 5- net hyl - 4- (p
yrrolidine-I|-carbonyl)- thiazol-2-yl]

- beQZRmd&cBro&&%eﬂz@l)cw @aﬁn&ﬁ&z;ophanymmﬁnm m%inlaﬂ?yyt}[ihzole -4-
yI ).- am no] Eﬁé | azol e-4- carboxylic acid
cnéxo vl -anzl F( 2, 4-
di chl oro benzoyl) (3, 4-di net hoxy- phenyl ) -am no] - 5-net h
5 yl - tzh4 azBllGodN- [?a(ab(my esaﬁowre}hamtenytarbmnys-raahﬂemlazol -2-yl]-

chl_or o- cyano- pyrrolidine-I-carbonyl
Né 1ﬁ’§Fh‘f’Wr YDzbﬁny a
N- (3, 4- di net hoxy- phenyl ) - benzam de,

2t L(Zlélf(tqf]uM&%I- ﬁl'i@i?}bl-()z Alk;alcﬁ{odb%hm » i ya-nethyl -tiahzdbe-dr
et hyl -t hi azol e- ar.boxyl i.c

cerhopieadd (% (2 ﬂ’&%FR}PS’ @%X/Ft%%?fabde’

2-[(4-chl oro- phenyl) (2, 4-dichl oro-benzoyl)-am no] -5-m
et hyl- E(@hﬂﬂéﬂi ?hé}ryl)C@r @di@ildrﬁ—t&ﬁzd/l) -amino]-5-methyl-thiazole-4-

10 Ca}%ﬂﬂ}’ %ﬁlﬂééﬁw @%ﬂle?fpyn%%‘ﬂg géh én£/I()2 gm no] -t hi az

ol e-5-carboxylic acid nethyl -propyl -am de, 2-[(2 4 -

Idl Cfsﬁ P('Zﬂb Hﬁihml wljen(zgyl)q-—(mmmhﬁmyywhemglb e Fibjazbler garboxylic
er oxyl.i c_.acCi

acid weih W"% F>oxy et hyl ) - ani de,

2, 4-di chl oro- N-(4 chl or o- phenyl ) - N-[ 5- (4- net hyl - pi pera

zi nez-| Qeaxixhivyo) bentzbijl a2 dit-dimgtHoxy-phenylfairdeo] -thiazole-5-carboxylic

e s i T S M

2, 4-di chl oro-N-(4-chl oro- 3- net hoxy-phenyl ) -N-[4-(pyrro
15 | i di ne-diddohedi(4-chibiapbéred 2Nyl5H(4-rethwhipirtaazine-1-carbonyl)-

é‘r\‘Jf ﬁéf:”gl:ﬁ%ﬁ%ﬁ a%lt ggéyef)henyl )- (2, 4-di chl or o- benzoyl ) -

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -thiazole-5-carboxylic acid
methyl-propyl-amide,

2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[4-(pyrrolidine-1-
20 carbonyl)thiazole-2-yl]-benzamide,

2-[(4-chloro-3-methoxy-phenyl)-(2,4-dichloro-benzoyl)-amino] -5-methyl-
thiazole-4-carboxylic acid 2-tert-butylamino-ethyl ester,

rac-2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[5-methyl-4-(2-methyl-
pyrrolidine- 1-carbonyl)-thiazol-2-yl]-benzamide,

25 and pharmaceutically acceptable salts thereof.
Processes for the manufacture of compounds of formula I are also an object of the

invention. Preferably, the invention relates to a process for the manufacture of

compounds of formula (I) as defined herein before, which process comprises:



4-carboxylic acid 2-tert-butylam no-ethyl ester,

rac- 2, 4-di chl oro- N- (4-chl or o- 3- net hoxy- phenyl ) - N-[ 5- ne
woORboslosgss( 2- net | i yl pyrrolidi ne- PCT/EP2004/013517
| - carbonyl ) -thiazol -2-yl'] -bengan de, and

phar maceuti cal » acceptable salts thereof. Processes
for th r formula | are al so
an obj ggm;ﬁgﬁﬁ%gic%gé?ﬁggfﬁgﬁg%e%bl y, the invention
relates to a process for_ihe manufacture of conpounds
of formula (1) as defin her ei nbef ore, which process
conprises: (a) coupling und of formula IDR2r O
R4 N N OH RAO | D yher &i R3 and R4 are as defined
in claim2l; wthRan Tohol @Hfornmula R OH wherein R1
is as defined in claim1; or (b) coupling a conpound
of formula ID R2_3 N OHR3 OID wherein R2, R3
and R4 are as defined in claim1;1Mith an amine of
formula R NH2 or a salt thereof wherein RL is as
defined in cl ghéeds ROR’ bid REBkeRsidegnal inataioimd of
formula ID 2 R

with an alcohol of formula
R'-OH
wherein R is as defined in claim 1; or

(b) coupling a compound of formula ID

RZ
s\ 4
R‘t\N)QN OH
3/&

R O D
wherein R?, R® and R* are as defined in claim 1;
with an amine of formula
R'-NH, or a salt thereof

wherein R! is as defined in claim 1; or

(c) coupling a compound of formula ID

R2
s\ /
R‘i\N)iN OH
3/&

R O D

wherein R, R® and R* are as defined in claim 1;

with a hydroxylamine of formula



O, 4R. - -NOHR3 OID wherein R2, R3 and R4 are as
defined in claiml1;, with a hydroxyl am ne of

woaoomosedR7 - NHOH or a salt thereof wherein R i SPATAP2004/013517
defined in claim1; or (d) reagting a conpound of
formula HB R 11B wherein R 2 and R4 are as defined in
claim1l and R1 th an acid chloride
of formula R3- c§hq§ﬁaﬁ§%§?§¥3§wrs as defined in
claim1; or (e)_reactjng npound of formula HC S- '
HO IICV\hé’hé’ieHl]ﬁ?lrzlséﬁdie e(gllneC 4B Y&Fined in claim1;
with an acid chloride of fornmula R3-C(O OClL wherein R3
is as qéf raeting ncarbhpionmd of fortdubaEBby coupling the the
internediately built benzoyl-am no-thiazol derivatives
wi th an am ne of f@ﬂnul R-NH 2 or a salt thereof

wherein RLis a RRlaim1; or with a
hydr oxyl am ne o for a/ -NHOH or a salt
thereof wherein R1l is fined in claiml. The
preparation of conpounds ornula | of the present
i nventi on maybe carri edRut |n gauential or
convergent synthetic routes. Syntheses of the
i nvention are_shown,in th f ol % che # q
5  The skill srediierayRy  9n d&apFsas 3%@ OwerdkOX%

with an acid chloride of formula
.C(0)0Cl
wherein R’ is as defined in claim 1; or

(e) reacting a commpound of formula IIC

N N
R“/N\(/ ) R?
S{
0

HO

10
wherein R? and R* are as defined in claim 1;
with an acid chloride of formula
R*-C(0)OCl
wherein R’ is as defined in claim 1,
15 followed by coupling the the intermediately built benzoyl-amino-thiazol derivatives

with an amine of formula
R'-INH, or a salt thereof
wherein R! is as defined in claim 1; or
with a hydroxylamine of formula

20 RI-INHOH or a salt thereof
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and purification of the resulting products are known

to those in the art. The substituents and indices used
wonodshasdsol | owi ng descri ption of the processespPoawe2dhe13s17

significance given above unless.indicated to the

contraré. Compounds of general "formula | can be

prepare cordi follows: a

Thi our eas ﬁig?gﬁ?%Hkgﬁgﬁgggﬁg%nggnnerC|aIIy ;vallable

descri bed previously in the literature or

syn ’ﬂ%;pg&?a#t%’ rE8BidnY, (ﬁﬁﬁﬁ oF ﬁﬁhﬁﬂé PoftRE F%ééntr i@ ®n may be

decr |terat can e converted t
carviadoout i m@b@tmlmyomrg@mfywbe%wﬁes SHeleses pldfe fyyention are

PQ‘%’“?‘% He ﬁgﬁg\ﬁi\ﬁ%@ch&ﬁe; i ndg QtTKé)éRﬂE REQMedifBr ERAGAg out the reaction

rono “pyruvates (which are eifher

andmmrﬁcatacm gfthv acauétmga?rodegté eI Wsr tevihewdn he #t e substituents
dHﬁ&l@éSqfsgd ml{éxggﬁur}btﬁﬁsdf ke SoEQ3SHANE the stnificance given

I ouUsS rou literature) in the presence
zmpvabSEﬂaedmmfétethﬁﬁgmﬂawhd in the presence or absence
of a base. There is no particular restriction on the

hat %&n %uﬁd@%f%g#l@ﬁorﬁaﬁlaqecaﬁ'mlpﬁ’éﬁ%d Rcerdifeth $dheeiltas

has verse e on the redaction or the reagents
kﬁvw$ved and that it can dissolve the reagents, at
| east to sonme extent. Exanples for suitable solvents

in %.> U RL O PO @lvhi RBLD 8RR coflingergiaRy aRdablbidsirkred prev1ously in

Thefe I's no particular restriction on the nature
the bsétasteee phsymthesicglnepsily agrgssably VisaEOBOFRTSH %Cﬂbed in

used 1'1\%( dutlle§ Y B? cﬁveﬁ@ﬁ% 51%116191\{&%%[1@' HyWabidus pricedads described

her e. anpl es of suc ases I nclude triethylam ne and
diis omrthp yielbyleasr we findriticdrivenientkte. redki 8A mathoe ibopme gruvates

L?gi, g@?lglgg%é;e%:ﬁ? fc\é\nﬂ%‘%’cégglgaéraﬁ%blﬁ gifznpcﬁba%l %ge%?dl%sf‘ tflebﬁterature or

| NVentyn@ibtichy édsitfladdessaiblaweivaeiols f(mtéIsaid‘c_Mbe:Uhl lithfature) in the

reaction with t|n fron1a Lent tenperat .
r ef | URTESERGE OF pﬁgnF%a $QlYent ap frhféle LESE n%%?{ elncglog%base. There is

var yt W g@{tiéulag Q@@ﬂ@tﬁd}goxgmermurefomwosfennm teebdryplopel, provided

reaction e ture n the nature o the re ents. .

Howev &t ltabaf)es». T8t <H6chi AL & %Feéﬁe‘btéifg' Sl that it

33 ual kan &b@‘oﬁ\iegﬁe rég¥he] di léahﬁtoasﬁmmtdﬂlt ﬂ(@h@les for suitable solvents
erivatives e respective | t.s

r eact itsHden QILJ’?‘P gﬁ%"'fg}&%‘?ir igpapeiand thg ke, {fgfzrg ISFe B%r?ﬂcﬁlar

such gest@fohiihReRtirelof tetuet sedBh diie @tbgto bﬂ@ ynpbabe commonly

Bi 000, 7 9-
ey ISR NN T M

acyl abh@Bidclude triethylamine and diisopropylethylamine, 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 the amino-thiazols derivatives IB
or the respective salts thereof. For reaction conditions described in literature
affecting such a reaction see for example: Biotechnology and Bioengineering

2000, 71, 9-18.
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benzoyl ation of the amino noiety in IB under various
reaction conditions. However, we find it convenient to

woeasi05gss7 no -t hi azol s derivatives | Bwith benzegi/EP2004/013517

chlorides (which are either cogmercially avail able,
descri bed previously in the literature or
Sle')t I'A%i!n%adh a\\ioﬁ @%fl‘!’a)flv%g € SRR BerYd BokEitBMTed@idheBke acylation /
decrib Iterature) in order to access
anmi mbenmyéazmsaf@@er qnyiand ety io IBrindes Vil Rediog conditions.
abse 'H;@w%fer inesfﬁ‘lci\’@wn\aeﬁgjenlt 'E? L6 RhGSERELoRIdAPKBRE BB Rith
a base hére 1's no particu restriction_on the
Eat urbenofyl thierided (Waith axg ektbelecmnmywﬂywﬁhb& described previously
as
o :?19 t%dlYtg%%?rﬁ %% E}ﬁx(fﬁgpcaﬁ g?%sgl @L%e's& leeq{l% gﬁgor}{sgéggg U&ribed in
| eastlit¢retizonia @strdnaccdsx amMCeﬁlm@ilS cbamvatamsécsa Ithespresence or
I ncl %ﬁ%&mD%‘M SEIRER4 9 Me SHQXBOG, A1 LIt ol THEREL o
is no PCUPar T es i'on on the nature o base
used pamtlctdllarsresttlatgm oram]de reiyrepefshe sbvans o he Q@Q@Yﬁﬁ» prpvided that it
t y pe of i.0 b
oAb IO, SIS, SURLGNRNR apd it o
d| |k S o:bsso]wy Ithet teyg@um aieleastrid sehe exteRe Exermeles &arcuitable selrents
t ake .pl;age of . 4t
e ARSI ol 8005, GREL St e
| Nventétontioddn ftluendttmlte afdhe base aned inghisatagy, and aIIYHESG commonly

reacti on th he n

refl uXe d"Irheh 13 Ve rrga‘%‘l&g q}'%@:{lﬁe re ( oﬁ{e&lé %XE&E les of such

var yt‘tvusehetlyludd Hmhmhmglmdrphmypfmkdm}.ammt at;%/ thefife The reaction

reactio efperatur

Howevs é’l}’lq: l%le pggcrel overd c?enr%négg%{éﬁltpgfa%%%gfeaﬁlgﬁhg g?&ﬁ@ F(%ctlon

33 ual ﬁe?pem‘tmjreaen%tarmcel o thhewvantiion-Whifiadat @nvement to carry out the
erivatives Qor [ eact

R e ey DT

gy nl etfh{e ré&ﬁe? éﬂa& als %&‘y wokd, dependmgen trhingfuiters, notably the
erivatiyves can

cl e av%arétmd]f te{nﬁ)gra e g?;%echg %t%g ?Ft%g tr%aégntrs SQSWS\geEiS ogérh)% of from

r eact (.6 to eenctidl ldayssmlnlsua]di;esufﬁ@ ta(yoxéci shqmnnilo thiazols derivatives IC.

derivative

r eactﬁ%rrﬁe?] 1oprﬁoggg1pna§ﬁcn§eﬁi Ptef ruena er a% argzrlctlon see for
basi cexaaipdé:tSynles 1090, 20 19A7e5E9ce or absence of a

solvent. There is no parti cular restriction on the

nat jgli“f ﬁlas eg (%ggaauve §ct9n %Sd?ﬂg[} &X&gvtuper I%Xétﬁﬁlq 1ikdAkavage of

reaction.
s UI t atileestae hitdety nﬁhddbumﬂmtvanoweaiqndﬂ@ondmbnshe okde ¢o access acid
sui t
agér?vagees o%\;eyrgr, w}é nda g cd)nvement ad reagtnaqmtnlagthlazol derivatives

IC under acidic or basic conditions in the presence or absence of a solvent. There
is no particular restriction on the nature of bases or acids to be employed,
provided that they affect the desired reaction. Examples for suitable acids include
acetic acid, HCI and the like; suitable bases include KOH aq., NaOH aq. and the
like. 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 Teagents, at least to some extent. Examples for suitable
solvents or mixtures thereof include: water, THF, dioxane 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
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like. There is no particular restriction on the nature
of the solvent to be enpl oyed, provided that it has no

wadvesrisgssef f ect on the reaction or the reagent BCT/EP2004/013517

invol ved and that it can dissalgve the reagents, at
| east to sone extent. Exanples for suitable solvents

or mrxduieSof ther&Rtioh Redyle varpivdely, -Hbl’;end(ﬂﬂngéﬁaﬁﬁnﬁ fcttors,
the 1i The reaction can ta E%ﬁalace ver

r angdoBPLY drpeAction CUBPeraiEe pRe tsadise e et However, 2

t eNPeYeAbULERbS 19h t6kével 4 @hyst willtRQallyreeghidel t@ l?leld/&efalcmddenvatwes
it convenient to carry out ﬁqe reacti on he

from %pl‘exﬁgctto&ﬁggfiggqﬂs dlesczi gﬂlll h;grattﬂ;f*ea @ﬁg‘ rFfécglon see for
];rg L y te?%g?ﬁ%&h@fkh@ﬁiﬁv@b‘%g’an\f@'r YandodBlaMeond anERde REF@ictional

ors, hotab h reactlon tenp ur
nat ur@ogp Pm@rqrt@agéﬂ@ 1HeeRighard4". BéF‘?%dJa%F‘ \?]ﬂ@ﬁg‘éogs’ New
h t oyspvEyalgodays will usuaIIy suffice to yield the
acid derivatives ID. For reaction conditions described

in literature affecting such reaction see fqr exa
Co ﬁ:?) rApi ﬁgnv@vgl ncbe-[c,ogﬁg%:{ e gespective anyides QT 5 erseby various

Functhanahs @’s&%dphefﬁ@ﬁ@ﬂtﬁfésto a%&@s B ﬂﬂap&mﬁ%\ﬁ{lﬂﬁ/ﬂﬂ@eneral
Larock. John Wl ey &Sans, New York 399 Ac

der i viarmyled. Hwe\fm Befiads mfemf@aewow?ét pd &é’&‘t’%"k)’és ID with
am degc PolsSahfies &yth&@%s%k'&w@%ﬁlm@? h§‘@§ﬁ[a'n§lﬁ@s (o thdierespective

I|terature to access final conpounds with era
f or musakis)) undqsNesjeis, cqnéhtfqrﬁdwrh a eBgTeIgent Site %153 rsucha

aci d t‘ijﬁ{sf&ﬁﬁh}ﬁﬁ% {H% IYi‘e§eEc@!)1°Qﬁ@1'1c% of@%ﬁ@ﬁt ih@he pRGérice or absence

respective salts) hydr oyl am nes (or their

r es peeftanasidsa apév)ase denerlingn Ba dearsdrasBRRaipRKARY coupling
coupl feg%nrt EALERNI fyéeﬁ"i‘lp bgchf Ptra S idnf @R %ﬁ@éﬂwﬁge' ployed,

the presence or sence of a solvent in the presenc
or abprewiced diat theyadiegt e I%ﬁtl%ééd deyepe pAeremetieglon the reaction

desi r gdnt E&géﬁt%%w anT Y SRRl 38 eh%%ﬁﬁlﬁnr?e@ﬁﬁ@m y

used i n such a trans

I on can e ually be e %
pr ovi kigdoxeminehieg] vdef N@ﬂ qaﬁl@orryécggp} z@ @ﬁj}@za enzotriazol-
adver g1 213 eﬁ%@f A aﬁtfﬂﬁet}iﬁﬁﬁ;ﬂlﬁﬂ &&aﬂﬁ@oﬁﬁ@éﬂ)ﬁﬂ&?HATU), -(3-

i nvol v cou ? ents for am ne
Py i o il b EopraE oo bGPy iou GEBCD) or O-
( CDI ) R§r¥ Zf"—gﬁﬂfzﬁt}ﬁ"I@Zt@{rkmethl%luromum tetraﬂuoroborate (TBTU) and

t ranet hyl ur oni um hexaf | uor ophosphat
( HATL»he Tike (Bor refictipnisphdiionopessphed ioditetate @%F%H’c%i SPﬁlil fraction see

hydro I

o i R R Tttt Gt o
( TBTUﬁrmelteh@raumx% 2@ elltiona Bidber Gokamel. dnkn g e New
in 1 yeRANY. Sod¥f TREL iPHo PHH ula? 36 QTbrS&Pthe 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 or mixtures thereof include: dichloromethane (DCM),
dimethylformamide (DMF), tetrahydrofuran (THF), dioxane 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 the thiazole

derivatives 1.
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for exanpl e: Conprehensive Organic Transformations: A
Quide to Functional G oup Preparations, 2nd Edition,

weizelsas888C. Lar ock. John Wl ey &Sons, New Yor K PCNYP2004/013517

1999. There is no particular regfriction on the nature
of the solvent to be enpl oyed, provided that it has no
adverse effect on the reactg.gg,0f the reagents

i nvolved and that it can di ss&flve the reagents, at

| east to sone gxtent. Exanpl es for suitable solvents R2

or m xtur th reof |ncI ude: di chl or onet hane (DCM,
thyI f r?qn%gﬁ@ lHat rﬁhydr of uran (THF), O

ﬁHnth\k?eI e i gl t ake 9|6RQO)J°§
%%r nge—of—tenper turegg nd the precise rea |on {3

ten‘p@rature is not critical to Wie invention.

it convenient to carry out the reaction with heating

from anbi ent tenperature to reflux. The tine requireq

for lAhe reaction may al so varj i del y, depending on IC
many factors, notably the reaction tenperature and th
nature of the reagents. However, a period of fromO. SE‘V

h to several days wll usuaIIy suffice to yield the

t hi azol e derivatives |.Schem®®> O R2 H B rVACOEt H MR?

S SSRO{IAIBICFF OORNOR3 OR3 | Mo

Conpounds of gener al ngz( beépLepaLed RL
according to Scheme 2 AsN© NovvsR a)

Ani no- met hyl i dene-t hi ou ga derivatives HA (t hose ,
conmpounds are either ddrmefcially available, de&fi
previously in the literature or synthetically

easi | yaccessabl evi a vari ous Irout es decribed, |ike for ID
i nstance the reaction of an

Compounds of general formula I can be prepared according to Scheme 2 as follows:

a) Amino-methylidene-thiourea derivatives ITA (those compounds are either
commercially available, described previously in the literature or syntheticélly
easily accessable via various routes decribed, like for instance the reaction of an
isothiocyanate with an amidine derivative. For reaction conditions described in
literature affecting such a reaction see for example: Tetrahedron 2001, 57, 153)
can be converted to amino-thiazols IIB by various procedures described in the
art. However, we find it convenient to react ITA with a-bromo acetic esters
(which are either commercially available, described previously in the literature or
synthetically easily accessable via various routes decribed in literature) in the
presence or absence of a solvent and in the presence or 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: THF, DCM, dioxane and the like. There is no particular restriction on
the nature of the base used in this stage, and any base commonly used in this type
of reaction may equally be employed here. Examples of such bases include
triethylamine and diisopropylethylamine, 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
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i sothi ocyanate with an amidi ne derivative. For
reaction conditions described in |iterature affecting

weuals/assseact i on see for exanpl e: Tetrahedron PODEP2H7/013517

153) can be converted to am ngpthiazols HBby vari ous
procedures described in the art. However, we find it

conv ?Eétgr?%ﬁé{ﬁt e{@ﬁg&t tér_}‘%é/i"attulile & PIRROT H@ﬁfn'e et fBr the reaction

(whi rcially avail abl e, described
pr evinsaysilso vany widslyh denspdingos roenk {astetiotaily theggagtiop

acce%éﬁ L&tk nd fel Qe Bpﬂﬁe%&g’e%% iERRfvEda bbﬁ&a 6fﬁl6§1)0 5h to

in the presence or absence of sol vent and in
pr es sexsealclayavilenvdlystifie paged w@npéthﬁéo béﬁltlY'f’éUF%]rIB For

r est r E&gloﬁ'}oﬁﬁn%n?dégﬁﬁwdﬁn ‘HE erhffe %ﬁt&’cﬁl?tsuﬂ% B&iction see for

as no adverse effect on
the reaamplethng Elreon.286Q 8t B24dnvol ved and that it can
di ssol ve the reagents, at |least to some extent.

EXBPhfSsf @uxﬁ%‘oflﬁ'{ﬁf fn a?ﬂllnﬁecﬂia%olsrﬁ‘elrf&g@ves T can¥eMleaved under

di oxane and t here is no parti cul ar
r est riatioioreagiorn mdﬁmna descbed e litpraterq igayderforaggass acid

st ag&;. NG BT, }?‘ﬁﬁ:e Wg‘ﬁﬂh%( é&ﬁﬁféznieﬁt EJ‘I'e§cttaYrﬁﬁonnazol derivatives

react| on may equa be enpl oyed here. Exanpl es of
such IiBseder basicwdedltlonsamﬁbdf presplecegpicibsence of a solvent. There is no

diis ofﬁrﬁg}igre}ea%c&gﬂ e the%gur% he Paée% €0 bd 91%81'02@& tﬁrggld@@ﬂlat they

t ake plrace ove
pr eci affect thaclesicd reaatrple r&ctampées ifor n@tab&frbqﬁclaﬂuﬂ@ K@ aq., NaOH

L nvent! ong tl'%/\qHIe 'p%ré s fnﬁégﬁ JrflflﬂbaWest_trﬁtlgﬁ‘ BEXhé)HituI'@@f the solvent to

r eact IqO erature
refl be erfflbieyd:d pmw@ddhateuhdsmo adversee tuoarthﬁagpcﬁpls or the reagents

vary 1Vr\1'|30 %f:&/ algc? &%P D04 ORBRY réa%‘é}ngr at; fleagﬁttgasg{r}é éx%t Examples

react erature and the nature o reagents.
Howevier smaabﬂmsql@dtm nfixomesche cof inslhadevwetst, TaEslignane and the

usual lg%/ %HI: {"qlq(é or,:garnyclﬂ?e apq Jel’b%fexaglwgge ;aplh gdgg‘lgeraécurcf& and the

derivatives |on C rtio
lit erpltecusereattﬁcacttenmgrastuc fis rwtrcemqal T@rths awefigen.é¥a ﬁpldet convenient

J. Chem. ,-2000 h
" B oA W S BB o
var i otisierrequitdddor the nefictivmmsy d@cwalrbwdiei}’n depending e Bapp factors,

d t
1 coRVERDERE Xe L SuPelahiRshile Hur BIRY Hagkffs sfifever o
under pdrisl of feemdistti wrsveral depewpl esrlly euffice thidelddhe afid derivatives
sol Veﬂ FT{;}Srgcgtéont con 1ti%%r s%xl’llt d;.El 1r{ ﬁt%ge[tg f@gh&ék%ﬂ‘zl“eactlon see for

nat ur & enproye rovi
af f ecéxantysle: diaﬁnpxeﬂemﬁ'a@rgmc Tqumnmlomm %ﬂd@bl@nctlonal

0o oL 5 S AT R PIE, L5 e

to  York, NY. 1999.In order to access compounds of the general formula I (R'=
lower alkoxy) various methods are available. However, we find it convenient to
react amino-methylidene-thiourea derivatives IIA with bromoacetic acid ester
derivatives (R'=lower alkoxy) and access through the previously herein described
general method the amino-thiazole d erivatives IIB (R'= lower alkoxy).
Consecutively, we find it convenient to convert IIB (R1= lower alkoxy) to the
amino-thiazole derivatives I (R'= lower alkoxy) by reaction of IIB with a suitable
acid chloride in the presence or abserice of a solvent and the presence or 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
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be enpl oyed, provided that it has no adverse effect on
the reaction or the reagents involved and that it can
wdizesossss7t he reagents, at | east to sone ext enPCT/EP2004/013517
_Exanpl es for suitable solventsgr_m xtures thereof
include: water, THF, dioxane and the like. The
r eamfo?%hn%@ﬂ sgfs‘f%&s RARR: VAT O @8 xh @GR tBE like. There is no
tenperat ures, and the precise reaction tenperature is
not  cparticwlaregtuctioreon Meenatinsrmf thebase weed in tissiagni adny base
to ca 0
err‘pegr n uér?lgi'y tll%élfigf ﬁf@%e r\éﬁc{tfrar)gn{rfig% éfﬁw]é% B?gi‘rnﬁ{g%&ﬁﬁe Examples
r eact ofoncinbasesinslude tnephylamingandidipenennily arﬁgl,q:yand the like. The
facto
e B IS LB SRRt Ny
to semeamn tdlalpsrawrle fis nesseaiticgl touihe nenten, Wefiad ﬂ?@n&‘?ﬂl%ﬂt to
eri v
L o BRSO SRS, he ime
Ic::omo.r mlqemed foe ti@r rgaction Manalse semyariidisleppnding ge many factors,
unctj r
(‘)Jtl 'gl% tlg 10’1?1 tg%g%%thl%gﬁd tﬁ@ Eatltzlgé H tﬁ@ rea@é&t@ aﬂgwgver,

Lar ockR™ w Yor I n order
to acpeisl Ciftﬁmmm QﬁdstocsﬁVEtrh]edag’ewél Bl pHFat, yiglgthe amino-thiazols
| ower d8hkaxY 1%1( ﬁar 1o al ggr AL EHAY 8l B R A HOWRMEA literature
na i
A anioh
gm noaﬁﬁmlhg kuc&ielrteadtimmcsw &x eetemplﬁaﬂpmehqnww Rrganic
r onnacet
and a Eaélgfonin ér; %rgs ﬁ‘:(%v.ﬁarie fe Fﬁﬂ&f E@(ﬁ?’refnﬁ%&in@ bK@XMtion,

previ ous n.describ
gener Richanl(b.ddrd;dkekﬂodeeY 6<rﬁ0alzdﬂéw derk PR 1983 HB (R1=
| ower al koxy). Consecutively, we find it convenient t
8 9X& crltde rl?gil'c a?l‘%% qﬁlVEﬁ)é((y *% & vhHEu AT AR5l &:‘nﬁ?t@rﬁ to the
er? vati ves al koxy reaction of HBw t
a sui tladiled amm@thiﬂo&rdedwatIWStIKB =p¥ce~se@|a&@1amlna’dg‘@ﬁr@ék@w or
a solv the res .
s o R T r SRl Ff R iy BRI6 St I R IR fid
33' verhlotide bﬁhe mrpésaly@@x absanck déd selivatt and tigresamce or absence of a
adverse effect on t reac
i nvol DAY Ihge fsﬁjaqpair{}c%ar " {“nscgl o 3’ (re t{h‘ggatﬁlgégg@ﬁtg §Olvent tobe
| ealst deh@l@/ecﬂl;q)rewﬂedlthat Etapbediase offdct albthae Igmtweamréhe reagents
i ncl ude nd_t
parti ¢U Oé‘fed%é%tﬁ%% Sﬁgteﬁlée Ta eﬁlrt 4é ajt(ga%tw g(%ﬁe kﬁeﬂpgxamples
| n t hifsr seitalge soladids ﬁm})udleaﬁHFcBMrdlyxam@ddlﬂmehkﬂ Shexepeno
reactio be. e
such BREE AT et BEngr A toed in P HBEE In@hny base
di i sopboPydit hs)eldam}netypamf r¢dutioh m’m eqitlly eeaoploperd lneye Examples

t ake pI ace over. nge of 4
pr eci § CEIAD@{S?S&?]C ‘11%‘ F}Qﬁ l‘?gle a0 n i Iglro %]E{hgba’n%lﬁg dﬂgltdhtﬁe like. The
I nventregefion \fn fake pllalcé ovaraneide entgetod 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 the intermediately
formed benzoyl-amino-thiazol derivatives (for reaction conditions described in
literature affecting such a reaction see for example: Comprehensive Organic
Transformations: A Guide to Functional Group Preparations, 2nd Edition,
Richard C. Larock. John Wiley & Sons, New York, NY. 1999), which can be

converted conveniently converted in a one-pot reaction to the desired
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carry out the reaction with heating from anbi ent
tenperature to reflux. The tinme required for the

woeenstosgas7 may al so vary wi dely, dependi ng on nRQY/EP2004/013517

factors, notably the reactionstenperature and the

nature of the reagents. However, a period of fromO.5

h to ; ﬁig{hﬂz fay syahh J%H% éﬁtst&'fefakf ﬁletlﬁte)fhﬁhﬁtél Eullt benzoyl-
ami no-thi azol's derrvatives | ower al koxy

r eactarmnodbmmltdem@ﬂ@ew@h|abéd68| (ﬁr thewrevespagiige salts) or hYdr oylamines

af f ect, reoR%R{BsSvith li t

Conpr Q%’zr r\%gj %{l\;eesgﬁ@ %‘%g %(lél%acto I ons: ; IG,I? Sloup g reasen

Functsugable f@sudtpa maeﬁfarra:tthms theprgseRdietor @hsean @ffﬁi?‘ﬂ" qutin the

Lar OCkrese%th e}%é ¥o 895% %}Quﬁaggrea nt éoc*}ﬁl%o%l L’&‘EH% such a

deri Vari te nder

rrve can pe conver _vari ous reactlon
condi trirsfisniation ken dpsily belcmployed, privaded ehat dhevadfecitbs reaction

(R1= an%vﬁl%war#o dhgﬂ% B9act OMBLe BhHBNY%r cRE reagcﬁ@XMWd Typical

However conveni ent to react

sui t aislupliag radgaitds foriatendsand igdioxpemines ipeludpseRbdlaf UalEDCl or
sol v nd r 0

o0 Lo R RIS, iy LSStk b EoFie oo
sol v embetampcbeyednpiomded thapitohes deddyense effect paghersaction or the
adver se ef’tf e%{)l 41&3{ & H?s% WRthd %fag@ﬁ@%%a%t to some extent.

i nvol Ve ant abhf:t {:an | sso ve }tl e %ealgqad B%@MF THE,

| east Etamsdenfor snitabletsolvEnta wp estufes thengot misiusles

i ncl uge: THF

parti glof(%lr%e b est?ﬁ}iL ?Jg%)ﬁ%n ?rﬁ%qlntg%&lg&é(?vt hgﬁglgééér?gﬁs% 2

i P t hteﬁ;p}:t'aiges, aaddhap;cchamect@DTrMn?Sl;atusfel@ nggcmhfraé tq thse

of reacti.on v,

such Blé’g%%on. W‘%/ ﬁlgngﬂt%!r)%xye Ee%t &R 13/ A5 aﬂ@ E&cti&f Y }featlﬂé from
diis opmb;@:ylt ehtpetanierie ,refhxxdThhbmle wmlréﬂdn@r tleexspitemm manalso vary
ke DA S 5L SR B RETE o BB

| nvenhitore of\fite fdapents. tHavowes aipenied ofdroar 0§ hdgtse‘tehd days will

{ :? Fhi%ou%lllﬂ g&$$ heat Ilcrf ghe t'haa%l% @Qx{ ﬁa@f\fe L PRG-I MULE chfdmons described

Tequite € Feaction may
vary i litetayyredéfperingi sngh oactimnsge faekongple: m:amnebertsh@ Organic

react e ratyr he..na f

B e e R
usual Rychaid €ileeotkoJotineWilet &eSonsNemwnmedilaiNey. yl9f)%r msd
benzoyl - am no-t hi azol derivatives (for reaction
conditions described in literature affecting such a
reaction see for exanple: Conprehensive O ganic
Transformations: A GQuide to Functional G oup
Preparations, 2nd Edition,



Richard C. Larock. John Wl ey &Sons, New York, NY

1999), which can be converted conveniently converted
wOno@/ 058887 pot reaction to the desiredan not hi aPOTAER2004/013517

I.We find it convenient to reggt the internediately

built benzoyl am no- thiazol derivatives with am nes

(or their respective saltsgRmdydroyl amnes (or their

respective salts), under various conditions with a

coupling reagent guitable for such a transformation in

t he presence alisence of a,solvent in the presegce

or Ebs c$§of%£\6g§§. Any cpmpl ragent co nﬂﬁ N _R?
e i ¢ h—atransforsmtRon n/ equattybe e Io;% [

pr ovigledyghat rt=hewer akdxgct t he reaci@n and show no 0
adverse effect on the reaction orsthe reagents HO

i nvol ved. Typical coupling reagents for am nes and
hydr oxyd am nes i nclude: CDI, HAJg), EDCI or TBTU and IIC

the like. There is no partigular. Lgstriction on the
nature of the solvent to be enployed, provided that iI

has no adverse effect on the reacti omor the reagents
i nvolved and that it can dissol vethe reagents, at

| east to sone extent. Exanples for suitable solvents
or m xtures thereof include: DCM DM, THF\_di oxane
and the like. The reaction can take place over a w
range of tenperatures, and the precise reactiong4 i
tenperature is not critical to the invention. V@Q

RZ
N

1

fNAdS R

it convenient to carry out the reaction with heaia
fromanbient tenperature to reflux. The tine required
for the reaction may also vary w dely, depending on |

many factors, notably the reaction tenperature and the

natuge of the reagents wever l.od . f

o LS UV PR Dl PR dertr
EdplaBle O existatd ivahdneelsdn oneRtaredigmudrioforpo i tivention thus also relates
described in Literature affectin uc [ .
L
el demb@ufesiElidingradGmicmiPuepahateodiSsch BotheEdingy beprepared by
Richard C. Larock. John WI ey. Sons

1YGYnLES; éﬁﬁ’éh%lsof% KPP RYSDS f%\xg Jrter I\E%Persgiﬂ&gris ngYF?le resolved
B vielBribi] Blehfodspsyg chedrmgraphy (chromatography with a chiral adsorbens

or eluent), or use of a solving agent.

Tt will be appreciated, that the compounds of general formula (I) in this invention
may be derivatised at functional groups to provide derivatives which are capable of

conversion back to the parent compound in vivo.

As described above, the compounds of formula (I) or pharmaceutically acceptable
salts thereof can be used as therapeutically active substances, especially as therapeutically
active substances for the treatment and/or prophylaxis of diseases which are associated
with the modulation of the CB1 receptors. In one embodiment, the invention therefore
relates to compounds as defined above for use as therapeutic active substances,
particularly as therapeutic active substances for the treatment and/or prophylaxis of

diseases which are associated with the modulation of CB1 receptors.
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R2 | Sone conpounds of fornula (1) may possess
asymmetric centres and are therefore capable of

WOexDEstsssg7i N nore t han one stereoi soneric for nPCTH@2004/013517

i nvention thus also rel ates togconpounds in
substantially pure isonmeric format one or nore

asy nMRliby &G oaM e elafts tcy\ﬁlll:irnﬁéedﬂcélt dé)'h?ﬁosmdiﬁ'cﬁﬂip'ﬂﬁmg a
racem ¢ m xtures, thereof. Such isoners

s Pgfineshabries #ncta BYAsRReRtically we%%gﬁ&@lqyépﬁ@r adjuvant.
chiral internediate, or m xtures nmaybe resol ved by

CONVERINHNoaRR bmBB RS, the ﬁweﬁt%ﬁ)f@dt@ﬁb%pﬁ’sﬂhod for the treatment and/or
(chronatogra phy with a chiral rben or e

Prophypxigo pq;tpqqgvhéﬁbq{p asspgiatgd |vxr1 ?té‘irb@i# Cg}]%eptors, which

&@ﬁlo@%ﬁﬁﬁ%@&%d%ﬁm&ﬁﬁg hRbmipetAd Lt@de(ﬂn)ed' aboléHoSa human being or
i nvention may be derivatised at functional groups to

ﬁﬁﬁv de derivatives which are capable of conversion
back to the parent conpound in vivo. As descri bed

aEOV?he f&lbélt%ﬁﬁﬁﬁ&%la@és t{)) lﬂ{erush li:}f {don @dindsf as deﬁn%d above for the
armaceuti ca acce abl e salts thereof can _be u
Getrrat Yo preahy Vﬂ%\ef digscs et é%SOC@gﬂe‘&a%F iﬁatm of
Chggégpuggcally active substances for the treatnent
and/or prophyIaX|s of di seases which are associ at ed

O e bS5 e S5 il e B sbovefr
ﬁﬁ?’@@ﬁﬁﬁl Sf AsdiBhine @orﬁh@‘bt@alttf:rfblht bisd ot rdﬂ‘l@l&&&iﬂdh@ases which are
acti,ve, subst anc ar eutic active
SSpeHEABED homorHatpR eb Lt enther §6$ Blegimica Crgise
ehspasRBMwhicERePiRvassoci atedw th the nndulatlon of CB1
receptors. The invention also relates to pharmaceutica

conppsitions ¢ rising ound. e bov
o ks R T etep e O S SR B e R nf R St o
?edbpth&ﬁhh}eal(ijsr%ﬁbﬁé&s t;lwﬂ?ﬂictﬁcmmﬂItimtatﬂ anthe prewendd pnmoehlaties of CB1
to a or the treatnment and/ .or, prophyl axi s, of
e e SO it tes B CRer T L Hid Rt Al especially
&Blietsy @ﬁ% @ﬁ}ﬁé’t‘& disoldeg§) p@‘ﬁihbﬁd sdﬁfmﬂir&ﬁs dpiression ﬁi’dsfagcéiabuse
ound .a i ne Ve to u ei an
TR SR s Sb b arventiar Ssr Axiae 1oL A Bl ol ependence
afsubehhos Cindb@i\ﬁ@ afc@hol d@eﬁd@a}? ﬁlﬁchfucat’iﬂé dependenph yibwopsthies,
of, dlseasesmh ch %B§8a330ﬁ$ap_ .h the nodul ati on oﬂi
ERrEc LD FEI Pfh REStaS AU ERET Sn PSP E P ER O HAn
Eohitikealioh d&oRpeildisn asiadeyhded: abiv¥Bef @ting d&orders, obesity,
diabetes type Il or non insulin dependent diabetes (NIDD), gastrointestinal diseases,
vomiting, diarrhea, urinary disorders, cardiovascular disorders, infertility disorders,
inflammations, infections, cancer, demyelinisation related disorders, neuroinflammation,
in particular in atherosclerosis, or the Guillain-Barré syndrome, viral encephalitis,

cerebral vascular incidents and cranial trauma.

In a preferable aspect, the expression ‘diseases associated with modulation of CB1
receptors’ relates to eating disorders, obesity, diabetes type II or non insulin dependent
diabetes (NIDD), neuroinflammation, diarrhea, abuse and/or dependence of a
substances, including alcohol dependency and nicotine dependency. In a more preferable
aspect, the said term related to eating disorders, obesity, diabetes type II or non insulin
dependent diabetes (NIDD), abuse and/or dependence of a substances, including alcohol
dependency and nicotine dependency, with obesity being especially preferred.
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preparati on of nedi canents for the treatnent and/or
prophyl axi s of di seaseswhich are associated with the
wouosloagdson of CBl receptors. Such medi canent sPCOMPR103013517
a conpound as defined above. _3g.this context, the
expression 'di seases associ ated with nodul ati on of CBl

recepis ;arfgftg&qﬁegnﬁa ?Bﬁ%ﬁ%%bﬁbe £ aﬁﬂ{z{a dftRatresh e dire¥ention of
reve e noaul at] on ] receptor cn. )
ﬁv_nvg é%‘gééet%ﬁw(é@ﬁﬁﬁfs}%{n Bﬁnd?ffég}%fteq mﬁliﬁftééhla,%f\égyeﬁhaman which
QLRI BninBeRE6H 8f 4 thepdpeli@ially 3FELLIFO KinBLNt SHaSEIHBSENd according
psychaqs schi zophreni a, ,depressi qn,

. ; h b
GeREafS i sepbrgn abéﬁé%cl%;forbw%ﬁ&%@%ﬁggﬁl?/gfgé&%ﬁlﬁ%m ofa

1fake M iRBUS @My, FheRBPOR tBRESnAbi1S1iB SFHRRECAls0 an object of the
i'ncl udi ng al cohol ‘'dependency and nicoti ne dependenc

. . y 1 .
ipgtiopds Heanctheq gy dpserbedappisior thesimilipnpouy yeRataragquential
Rtikisnansn sf isiEpshd REAKIgo 5D Y1) ahd a GREY fhitttor,

di sorders, senile denentia, Al zheiner's disease,
resticiyhitieyahybplipstdiBesi ty, di abetes type 11 or non

i nsul i n dependent di abetes (NI DD), gastrointestina

di segpgesurtherprefeR@d ojcaf tolRavidblh id@iod fdi BRrteleitfent or prevention
cardi,ovascul ar d%igggera, |gf rtility disorders,
qhpbrsitrradiabegty kel disies W idhcerprabafanpiTelon he
thelapb@skally SAEEHRE SmoR@UITQiBipRIHALEORing b Rl Ul) & cdrbination
at heroscl erqsis, or thﬁ illain-Barre s , vira

( . yndr o
Eriewskaonith a derapgptigally slective pmppRs ﬁ@megréé%s ¢ th typatment of

SUeRieBr: eatifg AisBf RELIABEE08EREGhey diTkeefR¥IFASBOBuitable other drugs
"di seases assgciated w th nodul receptors'

. )C| . tion of CBI .
ingluge Bt 316 nehlimed %r&raélﬁggergbigﬁ%ey{lhlg}t%épésse e sepotonin
RUpRRAIHHMSHA (5sREN EnEtiHhatingd BE bRSHANNIGF the above agents may be
neur oi nfl ammati on, di arrhea, _abuse %ggﬂor dependence

SICORRPaEFHY SSREALE,; SEAHEN i PRYTAIARIYS @BuHERogy and
ni coti ne dependency. In a nore preferable aspect, the

sai dpreRf4B1E Bpat BhibiboradietraBydohgdry s, obesity,
di abetes type Il or non insulin dependent diabetes

(NI DD). buse and/ or endence of a substances,
| ncl SRl S E5G PE ARy TN HArCUE hEo B G ah ty: present
MivERtiabiasliutly, e bR’ SREG b, dmipbek efmisttbchlordl Samphetamine,

further preferred object .to provide.a nethod of .
ReTGRR SRR FIDFROVRITTIRET GPDeryBE JOlar g BenoTex, dortermine,

£RRedriteey HisertRRENHR N ex@ioakPhe@mim, diethigproploPDMiptiemethoxidine,

hu whj ch conprises ad istration of

NrhdpahraRire PRt ER TG BT gtRPoTe, fudorex
feeoiéd) Gurf@ryfrestiidh@phéthmie, omBfefahine/le@phasaoperahé,anazindol,
with a therapeuticaIF ffective anount g (%L ase

s m%m,eta&afﬂfr@mns’r% happastamipe H%fﬂs?"pf?%ﬁ? R PEHOTeS
pler@ithbgdAte, phbiActadyidDpReteraliné, Phehyiv@phhdldise, phlorex and

t hod d i bed
g %téﬁ?raycng,s été&%légﬁqtigfﬁgfvaeccgp%blé pa?ts a{err%cl)lf.t aneous,
Most preferable anorectic agents are sibutramine and phentermine.

Suitable selective serotonin reuptake inhibitors of use in combination with a
compound of the present invention include: fluoxetine, fluvoxamine, paroxetine and

sertraline, and pharmaceutically acceptable salts thereof.
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adm ni stration of a conmpound according to formula (1)

and a lipase inhibitor, particularly
woebwsangsdrol i pstatin. It is a further preferre#Compemy/013517

to provide a nethod for the tmgatnent or prevention of

obesity and obesity rel ated disorders which conprises

admursdsdtation o@hddtibhe bﬁﬂlﬁghﬁal gaivities ef ﬂe&bmpeaﬁmmf thefpresent
.a conmpound accor dj nbi.nat i on

to f l.a
iREGORAoht APPSR gBENAT Py i%‘) ¥ 884 13, BV A ARy g are well
1@bherindhe!as. FRlexihple! torRindBEtate thetRGIcY Yf a)pha&ﬁiatenglcal agent for

i sorders so that to the t he ef f | i ef.
the, FEHEIGT 6 N H5ed Fisor g g A Bt ST e Ol O o
a@lﬁ‘é}bﬁ;"}érbﬁc anent snd fdl&ét’ﬁﬁsdrﬂ@ﬂs loh dHOdsshyp i ?&eﬁfﬁém\/ﬁand

sero in reud¥e§ i nhi bitors (SSRI). Conmbi nati ons or
hyps tepmala VAR S GEH 0§ be enconpassi ng

separate sequential or simultaneous adm nistration.

Pr efMemildgor MRagRirgBlodd GlicodesLevels r ahydr ol i pstatin.
Sui t abl e anorectlc agents of use in conbination with a

|C |o m{ﬁﬁ 519 fyee (Ié)?ﬁtaﬁlg g?fk 1'*195C hﬁ:ﬁlg? b uﬁ\é[ﬁj’ Sreaned (by

dyeiez pleedrani V@n) il g}bﬁﬁ@ﬁtaafrﬂin’g&o eqhﬁblemﬂrﬂéﬁxblood glucose levels.
| of clortermn rine

or or ex, c ex
e Epior SrTIY Bt BipEParehEeRc ek %71?%‘(%‘%1?} with the test
bR 1% lddil)ﬂﬁ),r 7hb et Hyy}sanmhet@mmme ah@niis brediat @gain by eye or
ﬁnflgﬂﬁgi feni sorex, fe orex, fludorex,
00¢ glpeqse Vﬂé?ﬁfFEW% ami ne, |evanf et ani ne,
| evophacet oper ane, mazi ndol, nefenorex,

ﬁetamkﬂﬂkﬁﬁﬁNﬁmmﬂﬁ@#ﬁﬁ@hﬁﬁaatﬂ&k nor pseudoephedri ne,
pentorex phendinetrazine phennetrazi ne, phenterm ne,

ano or ex ,and. si byt r ayrine, d

P FABRARRTR (ke 6B B0 kR otiey Liaf PG M) hre bled (by
éiﬂ%f eyead teil aéiﬁlf aﬁ‘d %?uﬁgba[tt&rd&fgetoﬁquleatﬁmm sangim tnglyceride

m ne e sel ective seroton
R RED R Gty 1 BRasEan  PEr R PRORY afcERRE Bpice) with the
tebtecopipa@idtonica et foo n to n@ﬁa:ydel? hefanimxie tierthen bled again by eye or tail
fl.uvoxam ne ar o. & %q sertraline, and
BHRrATEOEUTR HfSFRAE (et 4B Icstetnied:

t her eof . Denonstrati on of addltlonal bi ol ogi ca
act i Meth®bfod MdabwringHDPAOltdesterbl Ldvelspr esent i nventi on
may be acconplished through in vitro, ex vivo, and in

Vi vo.assays. t hat L1 kno r

ex an:gf)zi tae%/ nlcf:é)ﬁ%srr]réat I?Igpgchp}%tere evglg,c%%f@ [ice £@%led and grouped

pithreqaiveleht main plgentd Hr- chdhestdrolda\te&seﬁhe ofice are orally dosed once
besi tv-rel.ate |sorder [ .

8(?1%0‘7}?%?’?‘}3?1885 eéfl SRR E%fﬁ@mé"n d'p eﬁat egjs?jlfa@élﬁ] g{eefgﬁowmg day.

Blasiha ésarhajjped foriHDycholedeni.a and

In addition, to demonstrate CNS activities of the compounds of the present

invention, the following in vivo assays may be used.
Method for Testing Task Learning and Spatial Memory

The Morris Water Maze is routinely used to assess task learning and spatial
memory (Jaspers et al., Neurosci. Lett. 117:149-153, 1990; Morris, J. Neurosci. Methods
11:47-60, 1984). In this assay, animals are placed in a water pool which is divided into

quadrants. One platform is hidden in one of the quadrants. The animal is placed in the
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hyper chol esterem a, the foll ow ng assaysmaybe used.
Met hod for Measuring Blood 3 ucose Levels db/db mce

woabisassssd f rom Jackson Laboratories, Bar Har beCT/ERE)04/013517

are bled (by either eye or taisy.vein) and grouped
accordi ng to equival ent nmean bl ood gl ucose | evels.

wheypal g?& QSR ec@el"daﬂoﬂ()tafetﬂie ﬁi&d@ﬂ PldtfRdri Vﬁﬂﬁg rxr;ﬁautelrﬁmhddynme-
ccepta ve IC e the test c ound o
P EEs ARtar S ng A s mel 1o4TRS tha S e o4 i Hi fogi and
d 3¢ple Mrady tleifood fThTe&h%ma\l eédawemluhipbgﬁlaw HGRS @aask eFL&MShﬁz[rﬁe
et rmne or suri.ng ri ri.ae e
LR g%r C(“Féa{lat QEF“FIMS PR dKEBEY t@%a%lrvﬁfté?%&nc\( E‘%frswmmmg
ﬂ’i@lﬁ EQEGO.TH@) fo@ re&:hmnﬁﬁal( Dive ﬁhiﬂﬂf«’§ le@¥@ngdbilitid meSifed bG}'l'tHe length

RN e ——

a@,@mehtas cwﬂafrrrﬂ&m;iths ahhl\beﬁ@mms@bk}ee MehtElofindwhé Platform at
& t est gg ound nce daily for 72%% 14 dqy The b
Shgiraing hERe BRErReqyisiianpheaaing e memep Vaiihe mgrgured by
tﬁ@ hufblef bfineSthbtiBe e Sroddes titked iR A Stherd\BE PREFoFRvas located
ol esterol Level s" To deternine plasnma

asu
h%?%ﬂ%%?%ﬂ PhasGel s, hApoAl nice are bled and
grouped with eqU|vaIent mean pl asma HDL- chol estero

| evelistholdlter msﬁagmraggepéﬂcﬁéne@sed once daily with
vehi cl e or test conpound for 7 to 14 days, and t hen

RIS ion o1 SR b TP o 0 CHBWBHGE § 4t e grgntialin humans
M@ﬂiﬁtaﬁdnmtomlfns bhredaopolynts b@fusémbe) mmgfsa Iatli/rélpﬁl\ﬁgi’s%thﬂl’prevent or
NUBARAS e.use O or
&%5&%@58&%@% OB ELRAE Pare AR oL MsFPpnd that
SpbibgnishrzRe bebf-ddomibistelion ofedrup endgFednt t}aﬁ Krigsababd g its
ni85t (Bl TR Y I3 REL SR St S B3 a5 in et B
Q. @Zy&{bphéh%e{k))l siﬁmzizbld 2008 $1gy selﬁ@dlrﬁﬁhéézra&foﬂ tedh,aa8dals fre placed
ter po Ich 1s.diyvlded Int aar an
lﬁltﬁa%"rr Fﬁe‘i Cglaﬂ}\%g’éé?ﬁnﬁaﬁn%léo fantaﬁté"‘quﬂ’g]dfl%\ﬁ{v§ Ee"% S”CZW IPRERSE on
ths api@deetr pfbddamtlﬁﬁlsi@ﬁaif eflhd the teemqicﬁﬂldt@ alde@gkfown to be
%ﬂg hlddenﬂﬁﬁgtforn1mnth|n ?‘p gdeter g ngIP 4
AR IR E B EFS S PRRSIIAFG [veT B Do fiiech RFHAIF alpREacpide
Ahigndlogatthanrghed tla%embaﬁﬁrﬁgtea @aﬂpcﬁﬁﬁmgforv@fra dehgerpAAlf time by
The %PIHH| recej ves ials int

heging digg Egs g £ 1uafrmfﬁl<?raﬁ>§h él%r@@abeuse light
Pl Be Begihaing € Maets@ssﬂ‘ohraﬁd @h@axa‘anmmtyaﬂ@hd &fnSoMndTdrig When the

session ends, the house light is turned off. Initially, a drug infusion occurs with every
press of the active lever. Once lever-pressing behavior has been established, the number
of presses to produce a drug infusion is increased. After stable compound/drug self-
administration is obtained, the effect of a second compound on the drug-reinforced
behavior may be evaluated. Administration of this second compound prior to the session
can either potentiate, extinguish, or produce no change to the self-administrating

behavior.

The following tests were carried out in order to determine the activity of the

compounds of formula (I).
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path is recorded for each animal. The animal's

learning ability is nmeasured by the length of tine or
wauanis@ssssf trials required to find the hidden pCatEPan13517

Menory deficit or inprovenent.4gs determ ned by the

nunber of trials or the latency to find the platform

at  priedetafimeed dapendsioftheadhi@fioA 68 hitifdid dBIaREdpBors was
(fnd menpry ‘may be neasured by éhe nunber Of'éénE?ﬁ% at__ .
SHETHR NS B PREP AR 2APURAR FEDFIREI RS Kletls in
wigeR Rt AYnhhie CBE %He%!oltr Fﬁﬁaxﬁﬁﬁﬁ? traVEbQPushQf the Semliki
e

Testing Drug Dependence S -administratiqgn..in aninma]s )
Fogesh Vg gystang in e entionpEihldty -Ghps4d at BAtchiggnd. ffter incubation

JraRREly pPMyidd Gaith RSrah @ pidphtiBh G EOUE SSHENzAUSRitR8r without
used to identify conmpounds that prevent 8r ock th
a

additimopicpmpoprepelthe Bweption) sersatianal gy fi%ligand%as

PRteRkd 8 flthtARerfskhbatalex RAGBAGHES oh iR filter was measured by
self-administration of a drug nmay prevent that drug's

ligni ecingfllatios cgepféttience. (Ranal di et al,
Psychopharmacol . 161: 442- 448, 2002; Canpbell et al.

Ex . TH dffinityPS0te8 eRRp6UREQ the8ndddiodFor Z@AMinoidTTER receptors was
| f-adm nistration test, . an

e s are placed.in th .
%ﬁ@ﬁamd EHREBER TS SRR HRPSIN6 PRTAR CHOTaRe KARey () cetisin
WHRE tHetirh &Y 8lnalkid OB H8&PRASEtrhsientlh eraasibdtdPudi @y @k Semliki
ﬁgodupes an i nfusion of either the {est cgngggﬁq %r,a .
RIGY YRHOSRtHbI oo WD #eihi (ATl (a4 Prsaadigdsapd. £ e incubation
SMARIhNDrERYET cdlad8nhane bfatatiol WithAthe [FHI B RgdnACRitHd without
Animal s "are then trained to sel f-adn nister c?gggéigy )
wididorovfesompogptls plthe Gty eptionistrarpomRRONgd aF bRy eligand
W A PG r2ag By AREdonIRESHMRAEDIr Al RAdibARVRY oh BR Mhaker
house Ilqht_3|gnals_the begi nni ng of the session and
mgesugshyl ligyid segtillstiop gauetihound/ drug. Wien the
session ends, the house light is turned off.

{ Ei tTleét éa.‘rinallﬁngiﬂl{% ]!é’lifté)gﬁiin%cQ@t@\ﬂfysof%hbo&’{hcﬁro}ft}wiﬁ$élt@h was
e active_lever. ce |l ever-pressing. avi or s .
Prtermiped bpfunsherppl SWH@SH@%&H&GI}?%& %um@rf@aa@%n%}d CB1

ReéfodsRE U edpredsBE (6ARE RinaMit €4rnfnd Rt 1. JOPRAHAGH]. Exp. Ther.
dgg(g S%|f dmnistration.is tgt?‘l ned, the effect of, a

L) Sdip dia atable effnl@_ssa%@f-o & PHITGP CRRPAB0I Te6FP RIS systems
RYAfirded BekibeAdRAINYNtSle 1890, 006,006 115614 S CB ELHINLAPPIBYB B 65, 61-65

&Fé Qr to the session can eit her Pot enti ate

%) ReRrLivelyofdeEH Greass ¥ag SiHREe edgismgdorskolin and measured by

@AM S Jua bP SRR DEylid ARIF, Woheyvhittht heSF$ioNRF EB1
carri'ed out in order to determne tthact|V|t

t h
resrRsB RIS I rerenton Asanists) (e grel 2P A P bWNn%‘ﬁi%% stihlienuate
e fERROINMRIDEEPAL RN £RAMABAND i§ a(BhcdrRfaBBh AbSen¥BSt manner.

This CB1 receptor mediated response can be antagonised by CB1 receptor antagomnists

such as the compounds of the invention.

The compounds of formula (I) show an excellent affinity for the CB1 receptor,
determined with the experimental conditions described in Devane et.al. Mol. Pharmacol.
34 (1988) 605-613. The compounds of the present invention or the pharmaceutically

acceptable salts or solvates are antagonists and selective for the CB1 receptor with

affinities below ICsy = 5 uM, preferably below ICsp = 2 pM. They exhibit at least a 10 fold
selectivity against the CB2 receptor.



10

15

20

det erm ned usi ng nmenbrane preparations of human
enbryoni ¢ kidney (HEK) cells in which the human

woamsansss7 CBl receptor is transiently transfecPet/ERrsiongi3st7

the Seml d Forest Virus systemsgn conjunction with

[ 3H] - CP- 55,940 as radioligand. After incubation of a
freshly prepared cell nbrap preparatijon with the
[3H -1 i gand, | fomPosmd gt ExyapledddCed [Mbof| conpounds of
t he i nventi op;—separationof ree |igand was
performed by|filtratidn over g as$kilber [filters.

Radi oacti vi t yomthe—fitter s—measured by |iquid
scintillation countin®. The af t he conpounds
of the inventi TTTO] ptors was

det ermi ned usi ng mentdane preppar atd®ns of human
enbryoni ¢ Ki g ' ' e human

cannabi s CB2receptor s transilent 188X ransfected using

the Semiki F ' ' janction with

[ 3H] - CP- 55, 940 as radi/ol i gand.| Af t%%2 i nclubation of a

freshly prepared —celt _menbrang preparatijon with the

[3H -1igand, {with or 3& t hout addit4-¥h of| conpounds of

the inventi ofr,separation of bpound of bound and free

li gand was pérformed By filtratiof-®ver [gl assfiber

filters. Radioactivity om the fitter_ was| neasured by

l'i qui d scintillationséounting. Thd-#annapi noi d CBl

ant agoni stic acrivitﬁ of —conpounds_of the invention

was determ ned by fuhddional studi®® usipg CHO cells

i n whi ch humgn cannabi nhoi d CBIi[receptors| are stably

expressed (s¢eM Ri nad#8i-carmopa &% al .| J.

Phar macol . EXp. Ther. 278 (1996) 871). The stable

expression of the human cannabi noid receptor in cel

systens was _first descrihed in Nature 1990, 346,

561-Etat ofdeP) resepforantagenistgyersexggnish on k8 5e¢dPyinduced

It Slohi¥ §h ¥XomREeny! Yl cycl asewas stinul ated using

forskolin and neasured by quantifying the anount of

acc uhimelsed cycli cAMP. Concomtant activation of CB

receptr ey GBle WREEREL iRIRBI Fidy (Rd GyerERDRANEI @R Research
R) - WN-55212-2) can attenuate the fprskolln-Lnduce%,

émsumnga@pmam LeRCCh of Tidlinsdent (SyitesrlandpMireniveighing 30-31g

WBRNGEd id ggﬁbﬁﬁh&{ﬁﬁﬁﬁhp FeiRAbBl LR JRRORARRENF20-20€C and relative

ant agoni s receptor. antagoni sts such_ as the

petste e CF howveheltolirk grre € onpiaiaes iorthe seor yith all tests
lééiﬁgel?é}ﬁﬁ’i’n%@. R lih St BhideNA Ldsslt8 tap PR eCBId 088 SRLQMibitum.
etermned wth the experinental c bed

ndi ti ons descri
in Devane etal. M. Pharnuacol.
Method

All measurements were made between 12:00 am and 5:00 pm. Mice were brought
in this environment and habituated for at least two hours before the start of the
experiment. They had always free access to food and water. For each dose, 8 mice were
used. Rectal body temperature measurements were recorded by mean of a rectal probe
(RET2 of Physitemp) and digital thermometer (Digi-sense n°8528-20 of Cole Parmer,

Chicago USA). The probe was inserted about 3.5 cm in each mouse.

The body temperature was taken 15 min before administration of either Vehicle or
CB1 receptor antagonist/inverse agonist. 30 or 90 min after i.p. or p.o. administration of
this compound, respectively, rectal body temperature was recorded in order to evaluate

any influence of the compound itself. The CB receptor agonist CP 55,940 (0.3 mg/kg)
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34 (1988) 605-613. The conpounds of the present

invention or the pharnmaceutically acceptable salts or
weabosasess7 ar e ant agoni sts and sel ective for theCCORIP2004/013517

receptor with affinities bel awg C50 = 5 nM preferably

below 1C50 = 2 MM They exhibit at least a 10 fold

w&l iethédiately dgahBstedilBatBduslg gt 00 ot afieind ad@inistration of CP
%}é@gpb{g§| OEITN%Z 0.51 6 0.61 11 0.81 18 0.85 27
: YGSBBTASTO VA9 HeVBIeflsg 0. 43 147 0.49 Effect

of CBl receptor antagonist/inverse agonist on CP

55, 9FKE inndus ectivityudtcbapouadd of fivRLlan(l T erafnssambd fdvbtheir ability to
NVRI mc re used in this_.study and.were.ohtai ned, .
RO EaH BHCHNE Oy E s iRt e CP G HOES fogR deprived animals.
FIlinsdorf (Switzerland). Mce, weighing 30-3 Ig were
usedRity wehd tgaifiédithyhavAabdessto fobedrpa2at pet day and were food deprived for

p i mgtely 20-210C and .rel ative hum dit -65% A
ZBE WERs-C ey e (ained dparo s BatviE b atpoat oh oqb et every day
dariky thkde 2Hefob 8 igkengssiarbarcordsterdapgftetdayl i ght phase.
Accessto tap water and food are ad |ibitum Method All

nmeasur ts re. nade bet n 12:00 amand 5: 00 .pm .

oot e GOt PREERAG: SOTR R D Sr 4R Huyfs animals

fere 1Béd ineaGbsstover frady. Rabelae endividudlydioiseaf intliexiglas boxes with a

experi,nent. They had al free access to fgod and.

Sokd o o 2R bang v i R p R B GEE RS0 bl R gpilece. A

foodplivpahser Ebarhas fiflehwhh o preneighed amdedt dfifoodkans pleseted to them
ecta rob ET2 pof Physite and dj gital

fop Shitb B 58 ot Toadinedi b 8Bl B el @' théf hame cage. Bach rat

was weighed before the start of the experiment and the amount of food consumed during

this 2h food intake session was recorded. Either various doses of test compound or

vehicle was administered orally 60 min before the 2h food intake session. A positive

control Rimonabant (SR141716) was included in the experiment. An Anova analysis with

repeated measures was used followed by a posthoc test Student Neumann-Keuls. * P <

0.05 compared to Saline-treated rats.

Furthermore the utility of compounds of formula (1) in diseases or disorders may
be demonstrated in animal disease models that have been reported in the literature. The
following are examples of such animal disease models: a) reduction of sweet food intake
in marmosets (Behavioural Pharm, 1998, 9,179-181); b) reduction of sucrose and ethanol
intake in mice (Psychopharm. 1997, 132, 104-106); c) increased motor activity and place
conditioning in rats (Psychopharm. 1998, 135, 324-332; Psychopharmacol 2000, 151: 25-
30) ; d) spontaneous locomotor activity in mice (J. Pharm. Exp. Ther. 1996, 277, 586-
594); e) reduction in opiate self-administration in mice (Sci. 1999, 283, 401-404);

The compounds of formula (I) and/or their pharmaceutically acceptable salts can
be used as medicaments, e.g. in the form of pharmaceutical preparations for enteral,
parenteral or topical administration. They can be administered, for example, perorally,
e.g. in the form of tablets, coated tablets, dragées, hard and soft gelatine capsules,
solutions, emulsions or suspensions, rectally, e.g. in the form of suppositories,
parenterally, e.g. in the form of injection solutions or infusion solutions, or topically, e.g.

in the form of ointments, creams or oils. Oral administration is preferred.
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Chi cago USA). The probe was inserted about 3.5 cmin

each nouse. The body tenperature was taken 15 mn
woebmsrosssadm ni stration of either Vehicle or CBPCT/EP2004/013517

receptor antagonist/inverse aggnist. 30 or 90 mn

after i.p. or p.o. admnistration of this conpound,

r es PRetgry@hdion of EeaphaBodyeutieATRR e dtichs VRS bE EERtedefl a infanner
q¥g§r1f§#§v%%%ate any infl ncehof ghg_cq 8¥g9 bed
WS BEE 1 AIeRirsn 18 {theg5t B DGRGNE Eheglescride
cgg{ﬁ@hu@fsﬁ fioffﬁ’_alqi@taelgy(;r&ﬁaftt ﬁh:&hﬂt : c@&’tfid'alg; a%ggﬁgl@ %Jgtéaolithﬁﬁlly in
mn after i.v. admnistrati.agn , .bo,
%}Pﬁ%ar%nuw@ qier fél@%spﬁuwig iREble pestances, e  rlemigiy y
aqh;ifai_atmﬁ(tbm ﬂﬁm&%gét{iéﬂ?ﬁ'ﬂ@sa&iﬂable\gﬁﬁnﬂéﬁas&gd thé@bpduliglly compatible
ahility to regulate feeding behavi our recordi ng
SPg@) qr féawé&ﬁﬁs%er sﬁltﬁrﬁlkr%@dlfglsﬁmdvéﬂmgﬁwﬁf/a&um%%%-
trained to have access to food for 2h per day and were

f ooduslableicveldr fdkerdBiure WBEdhly iRy gatks ertiehaRali@d€tlso organic

thi.s schedul e, %he ano n;wof f ood taken ever¥ d@%

ARG ARRERRS Doy FPTodmBle Sackrse ot BAT RS denKtives Brtech&3lo

stdatie acidayt its $0tstces be Ukl BRhdrict YnaddritOlp bhas c<§laftec{:i QbIets| dragées
re.used in a

), t ecrease . food intake, 8 animals
a@ﬁ&&g sgéﬁlnesqaaﬂak& Sutable @rér et IRt PPl SRS D e are, for
&hmplalg b@g@aabmtﬁlsb =, wfaﬁa fas ghd f@lalnﬁnsouittianﬂ Ililq?fd ﬁiﬂﬂ)t 18(depdifling on the
was p cea .nel ow e cage, 00 0O CO C any,.
r@ﬁwewégl& Ky gEredienh an ggwe(%t@tﬂ'i?érlao“fer@r gireap e i the case of soft
dola@maRhEHARE). BTN co0fier BaErie forthe pedthuetodh 6f JoNeivnk @hd syrups
2h.. At the end of .the food | ntake session,

rat.s .
TBIOF FSERG WEHS: ROLFRIE T ate IR CHEH 20 B Lige byl carrier
Mefeakle féM8jesid dolorsAte, EoRREMPRMNvaRA AldoR6]s AFBNEN, gBterol and
food?co suneqﬂduang this %h food .i nt ake eSSqu was
Yegelabla ods- Serteife rartigr matrsalideewpppsitariss %?%W gruatural or
haehéred@iMpsaxad fitdirid Radiqidbl Vg A& pBlyblshafiabR chfiRr Athterials for
od i ntake session. A posjtive control Ri

fo i.0 . mynabant
tORIRALPIPRBTFIRRS Y S’iSﬁn{-Wélﬂé%Eﬁélpflﬁ@ﬁh?hﬁYc geﬁahvdrogenated
AR YEH Sva¥ds! Hqli€ peatiad, 8 Gt8SalMASlsLSedls pblkansen @ls and
pgst o& €e§th%€ugent hbﬁﬁgnn-ﬁghls.s* P < g.KSHﬁ' é@h— >an
¢ ﬁ@&?‘a“?gwéaline-treated rats. Furthernore the

utility of conmpounds of fornmula (1) in diseases or

di saUsel sabihyerd) @raenetieds/ wétbfy hid anuiEing bSas ConiBeelcs-

that have begn reported in the lLiterature, The |

IMATP B AGF L B2 VAREHEIPESVIBE 2850 En salis faiaraPg B Qs Mo Bressure,
tRyffer ecbbsedrica) sadibiting§lcolor@tls it alsskihHadrBtsmEQhToxidants come into
(Ba?avLouraI Pharnl,lﬁgg, 9,179-181); b) reduction of

L) OB A3 PRATHR ARG ¥Eisn i ce (Psychopharm 1997,

132, 104-106); c) increased notor activity and pl ace

conditioning in rats (Psychopharm 1998, 135, 324-332;
Psy chiepdwaigeadd olhe Q0L unHs bf fo2mula (I) can vary within wide limits depending

on the disease to be controlled, the age and the individual condition of the patient and
the mode of administration, and will, of course, be fitted to the individual requirements
in each particular case. For adult patients a daily dosage of about 1 to 1000 mg, especially
about 1 to 100 mg, comes into consideration. Depending on severity of the disease and
the precise pharmacokinetic profile the compound could be administered with one or

several daily dosage units, e.g. in 1 to 3 dosage units.

The pharmaceutical preparations conveniently contain about 1-500 mg, preferably

1-100 mg, of a compbund of formula (I).
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30) ; d) spontaneous |oconotor activity in mce (J.
Pharm Exp. Ther. 1996, 277, 586- 594); e) reduction

wonowpsese sel f-admnistration in mce (Sci. 1909EP2B3/013517

401-404); The conpounds of formula (1) and/or their
pharmaceutically acceptable salts can b e used as
medi TherfeliowingeBxgmples séive td fiusorat tiphatswacewthttal in more detail.
gggfargilons fog entg%§H. @aéentetal or topica

HPAPE TR0t HHIAYSL HHUBE Y AMRTIL PRY B3 For exanpl e,
perorally, e.g. in the formof tablets, coated
tabl ets, dragees, hard and soft gel ati ne capsul es,
sol utions, emulsions or susknsgilens, rectally, e.g. in
the formof suppositories, parenterally, e.g. in the
formof injection solutions or infusion solutions, or
MopF oubd specteomgetrys aq Erasueorml &fF o tettahrdrobiranIdMis= or

einhé‘th lgrﬁlanﬁmmucﬁkmgfbm&h%éf erred. The production
of the pharnaceutlcal preparations can be effected in

a manner which wll Eg@d@ Stk M AaBYalper son skilled
in the art by bringing the gescr?bed coﬂpounds of
E (I) and/ or their pharnaceutical”™ acceptabl e
ptlonally in conbination with other
therapeutlcally val uabl e substances, into a gal enica

2dBUAD B dtRGAyophenglafih O efidiele- wCaﬂboﬁﬂictaa;ﬂl ethyl RSB hsad&iosromlde
inert, therapeutically conpatlble solid or liquid

éﬂ‘é\“ er8gﬁ %Qﬂa‘gﬁ“ﬁg%h eibetlf Preprenapd fogm (47

afrRol ethylbitbyhoppaivgrih 60 earethaeiol wad lesatedlts 60 POforl 630 The

ani c car i a for.exa Iac ose,
B afear e e oy SR T PO ot Ed el Qo after
afying 55 73§I(8556 v f He tikedngHudras cttalint eslidaMs (rﬁ/re) 308.6 (MH",
i@%/ coated tablets, dragees and hard gel ati ne

4l es. Suitable carrier materials for soft gel ati ne
capsul es are, for exanple, vegetable oils, waxes, fats
drainple® -sol id and |iquid polyols (depending on the
nature of the active ingredient no carriers mght,

[ e requiygd | he.case of f.t ge
LRy Py Rl LB A SRR o TR P P BFomice
production of solutions and syrups are, for exanple,
\Aaniauturepbﬂ@/gl(533 5 smool b€ hlomovphdnybthj@arreaand] 6./ nili(3%E5 mmol) ethyl

gl%bylrgva%g {nr§0| ml émwzér%eorel 'rx«%ls gF%o td (gU o%Cfto Psf‘)hegéreglg%atf: was filtered
affdnde\gdlerdbhdl nn:hllsporﬁuhl’; afbdodd etrhamolem yn&hita;frer dtysngd b5 g (59.2 %) of
S I [ or _ex r har dened
&L%Q(Hjje éomga u%ﬁfaé‘ rgrstalfl%le o fﬁqﬂé grh/eg A 68(;(\/8%;) d pol yol s.
Suitable carrier naterlals for toplcal preparations
drxampleyceri des, sem -synthetic and synthetic
gl yceri des, hydrogenated oils, |iquid waxes, liquid

Qq?f‘fdh%&?lbehkcg}l"ygl %]:ﬁ&tc}[ g@%@gé—%%@fo% -2:carboxylic acid ethyl ester

polyet ene s an erivatives’

A mixture of 2.58 g (7.1 mmol) 2-(4-Chloro-phenylamino)-thiazole-4-carboxylic acid
ethyl ester; hydrobromide, 1.87 g (10.7 mmol) 2-Chlorobenzoyl chloride and 2.96 ml
(21.4 mmol) NEt; in 30 ml DCM was stirred at room temperature for 24 h. After
evaporation of the volatiles the residue was taken up in MeOH and purified with flash
column chromatography on silica eluting with a gradient of heptane / ethyl acetate and to
yield after evaporation of the product fractions 2.21 g (74 %) of the title compound. MS
(m/e): 421.0 (MH", 100%)
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Usual stabilizers, preservatives, wetting and

emul si fying agents, consi stencyi nprovi ng agents,
woOe0sm3sssy npr ovi ng agents, salts for varyi ng t RET/EP2004/013517

osnotic pressure, buffer substgnces, solubilizers,

col orants and maski ng agents and anti oxi dants cone

ERhpiconsi deration as pharmaceutical adjuvants. The

dosage of the conpounds of formula (1) can vary MAthIn

wide limts d p ndi.ng. on_t he di seas e control.

A He GlerarmheReh e I UO B AT Bl o ST 554 ety
apgd the node of adm nistration, and wll, of course

be fitted to the individual requirenents in each

articul ar ca For at i.ent a o
Aeristraofsop haam@géié el R g hli%?@?%% PRt acid
dtRYIQseR %?H%E&hidém 2Dg @H]’Tﬂhﬁﬂ)lpﬂ,é%‘tﬁlblrébénﬁd?yl lfcl’il@rlde and 2.96 ml

i, sease_and phar npcoki netic profi.le t
Corhammn Nt/ EE b Sarba PP Re uire G e
@lﬁ bboatieR %flﬂﬁ vluraltﬂe% ,th@retgidué Wasltakén @p dpzsxia@e{ amd 151&1ﬁe'ﬂhath flash

armaceuti ca repa ations con veni ent conta
Soler hpmispareRnsh 9151_6@ deieraith gt ahBER ety aceliteto
JiodneAeviapdrafibe of fel (RN fax@dRI2eE S@7Ye) dfah titleisérmpbend. MS
{he present 4nven;|on in nore detail. They are,
139%Aded t o limt its scope in any
nanner. Exanples M5 = mass spectronetry; ag = aqueous,

Bdmple £et r ahydr of uran, DMF = di net hyl f or mami de, DCM =
di chl oronet hane. Exanple 1 (Starting Materials)

SIPE R lmarhrmegubitimsiasy phmdspinc)-Blpdssd e otic acd

acid ethyl ester; hydrobrom de Am xture of 10 g (47.1
HnﬁhhnéBfﬂzigmeﬁﬂnxyemhéﬂyaIﬁﬂﬂbnubeaoﬂmdSB<ﬁﬁwﬁmxyphawh—

r n :

b TR SRR oy B0 B Bed Ry cone i
06 fnl divtanewheskavidith 6817alfbr Zjhr’liheqnsclpxtate ohgfikk¢rbdnfland washed

L af t 15. 7 8
Vihsbuit: BerpEPTieD B4 a2 e et a0 bbb s, (s a5
ey 1d8%6)pl e B

2- (4- Chl or o- phenyl am no) -t hi azol e- 4- carboxylic acid

th Ile ster; hydrobrom de A mixture of 10 g (53.5

- Chl oro- phenyl -thiourea and 6.74 m (53.5 mol)
ethyI
2-[(2-Chloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic acid

A mixture of 2.09 g (4.68 mmol) 2-[(2-Chloro-benzoyl)-(3,4-dimethoxy-phenyl)-
amino]-thiazole-4-carboxylic acid ethyl ester, 2.5 ml acetic acid and 7.5 ml HCI conc. in
10 m! dioxane was heated to 60 °C for 2 h. The mixture was subjected to reversed phase
HPLC purification eluting with an acetonitrile / water gradient to yield after evaporation
of the product fractions 1.1 g (56 %) of the title compound. MS (m/e): 419.2 (MHT,
100%)

Example G
2-[(4-Chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid

A mixture of 2.13 g (4.68 mmol) 2-[(2,4-Dichloro-benzoyl)-(4-chloro-phenyl)-amino]-
thiazole-4-carboxylic acid ethyl ester, 2.5 ml acetic acid and 7.5 ml HCl conc. in 10 ml
dioxane was heated to 60 °C for 2 h. The mixture was subjected to reversed phase HPLC



10

15

20

25

br omopyruvate in 50 m ethanol was heated to 60 OC for
16 h. The precipitate was filtered off and washed with
weoensilslosgasrt i ons of cold ethanol to yield after pATEPR®4/013517
11.5 g (59.2 %9 of the title.ganpound as crystalline
solid. M5 (me): 282.6 (MH) Exanple C
;;{nh%&j@béleﬁfa s BER éﬁ)ﬂ:étoxﬁrﬁnlé hivate gRidenit k) yiald afe} etabomzioh of the
Hr?glict 1|c1)<§(r¥s 0I 555%0 438 ‘Ve)toqf Le tﬁetz ggmffburgcf( M‘sr&nf’ S 4%9?%1\&? 100%)
2- (4- Cnl or o- phenyl am no) -t hi azol e- 4- carboxylic acid

Balple st er; hydrobronide, 1.87 g (10.7 mol)
2- Chl or obenzoyl chI ori de and 2.96 m (21.4 nmol) NEt3

oS B D 4l e AP FPRE P ol il ™

taken up in MeOH and purified with flash col um
£ hiicmed o 2ipg 4. 6 msiol) 24 2eChibrargenuotyh - (- c@ﬂa@rp‘hmyl@-famino]

PR et BT 20 L 4 5 AL 680
dioxgewid hedded (dE)C fod 2 h. (D‘hé Mﬂﬂtura‘ﬁ&o&lﬁ)eawdlte r®eBed phase HPLC

éérfﬁcg Lo %Eg n%\&%ﬂ(.%tgngg eﬁr )glra r%ztc%¥ yﬁid’i I n%‘lraé)oraftion of the

proBbctdrachods ODE J56 %) of the title compound. MS (m/e): 393.1 (MH", 100%)
2- (4- Chl or o- phenyl am no) -t hi azol e- 4-carboxylic acid
];Eagﬁll ster; hydrobrom de, 2.24 g (10.7 muol)

IR Ehi or obenzoyl chloride and 2. 96m (21.4 nmol )

NEt3 in 30 M DCMwas stirred at roomtenperature for
244-Chl bt grenglamne)ed-ithyb thinde-dedaghaxybs acit ethykbestedue

was taken up in MeCH and purified with flash col um

%E‘é‘%g‘n’im%g% 3?&%80 5 I lf;éfﬁép gyl\gﬁly%l}re%%lﬁg'ﬁ t(322§ pynol) o

M@&yﬁhﬁﬁ@ﬁ%ﬁlﬁt@@ UQBI% 836 %rl@n {89832, Q59)t1h60tm1tM€OH was heated
compound

457.1 100 -
prder aetiyxdr 6 hanééﬂ%@ f9 rqom EFHEHeﬁ%Pf%X‘EIX oliy mfﬂﬁ{ﬁ?ﬁ g added.
Th@fn%&&fe&xvék &BRABK YL Wih30 gl O atlduthe cOhbihed Dr@n(Aayeds were

e 2 s b et s MBS e R gy educed pressure.

Ht ARk Wa@?&kﬁtaﬂm@@fr@ﬁ%ﬂﬂo}@ tfbld 30y {6608t the t&ldcoMpound as
acetic acid and 7. HC cone, in 10 nl di oxane was

nhie eFsials- 60 OCfor 2 h. The precipitate was filtered
of f and washed with dioxane to yield after drying

|V e 2622 (MH9floddke title conpound. M5 (mie): 453.0
(I\%%? 100%

Example ]

2-(3,4-Dimethoxy-phenylamino)-5-methyl-thiazole-4-carboxylic acid ethyl ester

A mixture of 5.97 g (28.1 mmol) (3,4-Dimethoxy-phenyl)-thiourea and 5.26 g (0.32
mmol) a-Methylchloropyruvate (J. Chem Soc. Perkin 1, 1982, 2, 159) in 50 ml MeOH
was heated under reflux for 4 h and cooled to room temperature and 25% aq. NH4OH
was added. The mixture was extracted 3x with 50 ml DCM and the combined organic
layers were washed 2x with 30 ml water, dried with MgSO, and evaporated under
reduced pressure. The residue was recrystallised from EtOH to yield 4.23 g (49%) of the
title compound as white crystals. MS (m/e): 309.5 (MHT, 100%)
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Exanmpl e F

2-[(2-Cnl oro-benzoyl) - (3, 4- di net hoxy- phenyl ) -ani no] -th
woOaawslosssss car boxylic acid A mixture of 2.09 g ¢¢T@B2004/013517
mol ) 2-[(2-Chl oro-benzoyl ) - ((3454- di met hoxy- phenyl ) -

am no] -t hi azol e- 4-carboxylic acid ethyl ester, 2.5 ni
Bealplekacid and 7.5 M HA cone, in 10 nl di oxane was
heat ed to 60 OC for 2 h. The mxture was subjected to

LRl o P i MRl A Sy

evaporatlon of the product fractions 1.1 g (56 % of

A hextuird d)iES £ 9 (mommachl) Mp1-(Ohldap-phehPlaghifdVrb-metldHhiazole-4-
ERORCHI PohAERgRS 10 B anrSOELIBEAVTIE it hgfesd g0 Cfor

BZIR Ated e CaploRR 10 dfeheedlatilés 100xhIwatendndd MBHP Achv&Gdded and the

S5O s e B i 709 Y efaL aciocs Fp AR Ingd anpaiy avers were
{rhhad 8k &ith-208 milavaydri a@ld&@h&n&tafbw at @8 P@undé. I‘éduiﬂed@ae@ture until

aci d. and HCl cone, in di oxa
Rl Fisteds AT SOREIngR FaRP FRReTR ] e FBA et Atied of
weshed sedithnasel iRl Gpetitefahd dtied o wkldt2 I16g (Ak156 Rof the title

acet onit a to yield after
M)Q’n(‘?#) VXE@S&V@—& g{)o%’f’i actions 0.955 g (48 9% of
the title conpound. M5 (me): 429.1 (M+, 100%
te H
2- [(2 Chl or o- benzoyl ) - (4 chl or o- phenyl ) -am no] t hi azol

e T R i e

t hi azol e-4-carboxylic acid ethyl ester, 2.5 m acetic
Acrhﬂtum df 1§ (ir2.7 HEholg GAG,4-Dimdthoxy-p bényleamigowasmétbpt tihzole-4-

60,.0C .f.0 fure t °
rEhenLeacy pitaEtpiad T M U SR TR T b Bied o 50°C for
a@hIAﬁtﬂrtelvachat/lon/\m‘tthe V@ja‘alds Eﬁﬁ)tml watgi eddi6 aﬂﬁ-KDAc was added and the

?ﬁr‘{a}%sl e%{grgﬁs%ég tglréégu te v} 8 gaég nﬁf]ﬁﬂ&% r%&%)?/gam/g la%rs were
ExﬂrrﬁlS& whith 200 ml water and concentrated at 40 °C under reduced pressure until
2- (4-Chl or.0-phenyl am 5-meth C '
Bre&{?ﬂtaq}(ére ﬁtﬁtgcg A}gq c%\ol gZ(tf) ucr)om t ﬁ(igeréglre Fh(ezcgy ga'k @El{g;ﬁﬁg‘eld off,
GraSHet S ovighhidnyl ethlisoetneeandnidied 13 piell 3. BYg G4l pf the title
I\/Eth Soc. Perkin 1, 1982, 2,

X‘llrﬁfégsr ﬁﬁ%ﬁlééglgmﬁ é% ugger (regf : Ux for 4 h and
cool ed to roomtenperature and 25% aq. NHAOH was

dddeple Mhe m xture was extracted 3x with 50 M DCM and
t he conbi ned organic | ayers were washed 2x with 30 m

\gﬁggg}mog‘g—'p%gn% —t( EA%&?OI%%&X%P—Q%&GS —Wl-tﬁﬁgﬁg—qdcarb oxylic

acid

A mixture of 2.0 g (7.4 mmol) 2-(4-Chloro-phenylamino)-5-methyl-thiazole-4-
carboxylic acid, 1.56 ml (11.1 mmol) 2,4-Dichlorobenzoyl chloride and 3.09 ml (22.3
mmol) NEt; in 30 ml DCM was stirred at room temperature for 2 h. After removal of all

volatiles the resulting yellow foam was used without further purification in the
consecutive step. MS (m/e): 441.0 (MH", 100%)
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The residue was recrystallised fromEOH to yield 5.30
g (6699 of the title conpound as white crystals. M

wOm@)ossB82. 7 (M+H, 100% Exanple J PCT/EP2004/013517

2- (3, 4- D net hoxy- phenyl am no).43--net hyl -t hi azol e-4-carb
oxylic acid ethyl ester A mxture of 5.97 g (28.1

le 103, 4- Di met hoxy- phenyl )-thiourea and 5.26 g (0. 32
nmol’) a- Met hyl chl oropyruvate (J. Chem Soc. Perkin 1,

2,.159) in s hgat ed der
DDk e teneba v d%%ﬂ%'}fygﬁ%w cAp o lemesyl ﬁtfzole &
inasd added. The m xture was extracted 3x with 50
m and the corrbi ned organic Iayers vvere washed 2x

wi th 30 er r at
Ahire s 9&@%%1 L Eb bl ey et it agole-s-
Jaf%g‘ﬂ 115yihe(1d MmadB 24- Dﬂcgl%robénzbhbdﬂcbtﬁde&uﬂ@rﬁ&luh@7 9
e.cr e): 309
o o B iR S ekt BORy PP e o0 1 RS T water
Vsl a@déd B K e rBix@ire @aistﬁrc{cﬂﬁ rodmltymperature for 16 h. After removal of all
ST S BBl B i A e o
wela 4{1%| &Q]eiodgmﬁ&lsfﬁ h@brol\ﬁl Jolid AV &y wafs\/tﬁscﬂ)ﬂvd&gbginfuﬂheﬁ h&ification
atiles er .an was added and the
fmee%@ee%?f%t(%%%ﬁdw Iﬂth@Ar{?) et hyl acet ate.
The conbi ned organic |ayers were washed 3x with 200 m

mh_qﬂe@nd concent r at ed at 40 OC under reduced pressure
until preC| pitation started After cooling to room

SR gt S rypria i B S drbohS Splaty 986G >

(44.5 % of the title conpound. M5 (me): 453.0 (M,
AfiSurExiipg €112 mmol) 4- 1soth10cyanato 1,2-dimethoxy benzene in 51 ml THF at

God Fud TR AR PRSTYLANG): S ABRDK) gL IBARL S SR 1N

RaQB dhrdDillowviet ox ytizp fﬁrﬁjlh aﬁn&mﬁﬁldﬁt-hmmyire vias amketrated. 500 ml ethyl

Y a{% %ﬁwﬁt&et h%ackds cﬁ %n;%reapl?aémwa? %ft%gd off Tl fted to yield
teaperatdior 1of1- Aﬁmq/-niedtyhldelse] 10 (- dimatthoxppberty athidi@es (MH™
A T B S Rl 50
BKPuinthredtd with 885 gi(5alhthnadh ethm]tbratrmdcaate4ﬁd Q€2 undeEL; and
stlrréjci: at rogm gr%%crar%turg tfor 16 h and at 50 °C for 8 h. The mixture was concentrated
and extracted with CHCls. The organic layer was washed with aqueous Na,CO3 (1M) and
saturated NaCl solution, dried with MgSO4 and evaporated. The residue was purified
with reversed phase preparative HPLC to yield 4.04 g (26 %) of the title compound.

MS (m/e): 309.2 (MHT, 100%)
Example P
2-(4-Chloro-phenylamino)-thiazole-5-carboxylic acid ethyl ester

A mixture of 10 g (51.2 mmol) 4-isothiocyanato-4-chloro benzene in 51 ml THF at 0 °C
was treated with 5.15 g (64.02 mmol) formamidine hydrochloride and 64 ml 1IN NaOH
and allowed to stirr for 5 h after which the mixture was concentrated. 500 ml ethyl
acetate and 100 ml water was added and the precipitate was filtered off, washed with

water and dried to yield the intermediate 1-[1-Amino-methylidene]-3-(4-chloro-
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precipitation started. After cooling to room
tenperature the crystals were filtered off, washed 3x
woi20d5/05888m et hyl acetate and dried to yield 2PC®/Eg2004/013517

(44.5 9% of the title conpoundy-Ms (me): 295.3 (M,
100%9 Exanple M

plreh{J-thidhesaa M e pyd.9)-wacHwel woll dithobefiztiel pusifitatioh- Fhen
gt n l o hl e%l uep §1 5 mlbﬁzﬁ( nd trea’ceéi Wlthrg g%t gu (591 20rfnmzol) etﬁyl
t&oﬁﬁaam@ @ﬁdnbenﬂllmm ) sthradieit Byl tthi Ezlnl Thednixture was

car box cid

CORRETI ] G D OS5 HO bbb SHERE B ekt ihpaucovs

WECD;i ml\/ﬁansat@@%d/\NSCEdbhftfoﬁddﬁéd Wb Mgmmcaévap@rafedr The
After enoval ,of a Vol ati] est

2 1. |t

fﬁ%E%W‘%B RS B bR PaP T gh gt 13 MU By (2R %) ofthe
thdec utive step. MS (me): 441.0 ( M+,

1009 Exanpl e N

[ yl')- (3, 4-di met hox7- phenyl ) - am no]
@éfé?)h%ggﬁl\’o@ﬁ@q/z carboxylic acid A m xture of 2.7
g (9.3 nmol)

RrafnhldQDi net hoxy- phenyl am no) - 5- met hyl -t hi azol e- 4-

carboxyl I C aci d, 1.95m (14 mmol) 2, 4-D chl orobenzoyl
7 30 nl DCM was

ét‘% ?l% o‘%?‘ﬁ éurlrjf)rcgeoa &%@g%é%arg%%ﬁagﬁd 50 M water

was added and the m xture was stirred at room
Aenmmrabm 8 gf(62.78 Gunil) (3, rDimetimyt phehylahdingothaazolee®-carboxylic

acxc? etrhelses o an@qﬁ 7§)1%1 SRE k??—l M’ﬂ 2t3h.3 W %}/egf%ﬁrt@ti 6C for 22 h. After

Fessure annrp ous
eim@ﬁtathmovmh Hﬁll iad. Thtei mitxttwawad séthcwdthducthﬂﬁrqeh@r and the

%’%f ¢ Atd 0{‘1 yerst ‘Pash%f) it %A{ér," &1@&1‘?&1 I\/i\ﬁdélrgn%)evaﬁlquteg to
&y@&s%ﬂﬁmnﬂb')gregpumﬁ Inmwm@fronhﬂazaqtlemfs hasdessfilieced off and

h Xt
ird a7 ShE R il ot BB busbellialy S (o)
07900 (Meld, IOO@’a)ted with 5.1 ¢ (63 3 mmol ) formam dine
hydrochl oride and 63.3 m IN NaOH and allowed to stirr
%gr t?{]after whi ch the m xture was concentrated. 500
ek acetate and 100m water was added and the

pr eci p|tate was filtered off and dried to yield the
21{te«Chiedi-phenylamino)-thiazole-5-carboxylic acid

I-[I-Am no- net hyl i dene] - 3- ( 3, 4- di net hoxy- phenyl ) -t hi ou

W%{?@% a%,ﬁvfﬁfnﬁp g‘é@g%lﬂ?\gcg %%a Q’gﬁﬂ%}oﬁ-@ﬁlﬁfﬁé 5-carboxylic acid
ethyl ester and 6.7 ml 5M KOH in 50 ml THF and 10 ml MeOH was heated to 50 °C for 4
h and subsequently concentrated. The residue was taken up in water, acidified with acetic
acid and extracted with ethyl acetat. The combined organic layers were washed with
water, dried with MgSO4 and evaporated. The residue was recrystallised from ethyl
acetate to obrain 2.0 g (70 %) of the title compound as white crystals. (m/e): 254.9

(M+H", 100%)
Example S
2-(4-(Trifluoromethoxy)phenylamino)-thiazole-4-carboxylic acid

A mixture of 12.9 g (54.6 mmol) [4-(trifluoromethoxy)phenyl]-thiourea, and 9.3 g (55.7
mmol) bromopyruvic acid in 70 m! ethanol was heated to 60 °C for 1 h. The precipitate
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THF and treated with 8.55 g (51.2 nmol) et hyl
bronpacetate and 14.2m NEt3 and stirred at room
woenp@sssare for 16 h and at 50 0OC for 8 h. TheCwEPRwwr@©13517
was concentrated and extractedigv th CHCI 3. The organic
| ayer was washed wi th aqueous Na2CC3 (1M and
waM filtcatdoff bﬁ&]wh aﬁ&ﬂﬁlgmmmﬂcb’drﬁdné/ﬂ%ﬂcblddl\@m&l anydeld aft(ejr drying 8.9 ¢
orated. The re ue urified with reverse
3 %ngﬁ’ég‘é‘Fé?W8“¥iﬁséf¥sm‘£ﬁ olidy. 04 g (26 %W of the
title conpound. MS (me): 309.2 (MH+, 100% Exanple P
RES((4a/€ENI303.0(pRENYI am no) - t hi azol e- 5- car boxylic acid
ethyl ester A mixture of 10 g (51.2 nmol)
ﬁxa glocyanat 0-4-chl oro benzene in 51m THF at 0 0OC
§nlf ated with 5.15 g (64.02 mmol) formanidi ne
hydrochl oride and 64 m I N NaCH and allowed to stirr
2-0(2-Ehlvrafhearoyhh{4e triftuoeomethoxyph e 3 amdmel ethiazale eldcarboxylic acid
500m ethyl acetate and 100m water was added and the

"8Gt etoflﬁﬁ % f‘nlob%r— dif Loro\f’@e%lb&&)ﬁﬂetnplaﬂﬂcg[th%gle—él-
d Pe HEd

rire

¢&r[>d>xyls1man1dy W8T 93(/16 fblmmeql) Bctmrdmn@md chlenide jnd 982 gi(6-€anmol)
tznd
%u assi &%F@onm_}% EO pﬁ%ﬁﬁ ‘\?\gs X‘ﬁr&&?ﬂ 50 G’f(;rhl;%rh égter n?valﬁ)—ﬁétlon of the

I ca | ourea was taken u
wolatiles tatresidwe wis mrtﬁfongd bstivezn watsr pneé teﬁyl adofatmbagatiapkases

p]o%le?dﬂrhnm% Oy aélgrtﬁéjs ‘Nen? v acrtgn‘g)%d %ﬁ %ﬁb@ﬁstaﬂ.}}lsatmn

m Xt'ure was conce
frogamibeptaay geldad 2. SR §0) ofithhtidecrenpeinda2C3 (1M and
saturated Nad solution, dried wwth MgSO4 and

E{LSG(QS) t ue was purified with colum
chroma e?é%?gp {%@Sﬂlcato yield 3.48 g (22 %9 of the

title conpound M (me): 282.8 (Mt+, 100% Exanple Q
Bxqmplehi net hoxy- phenyl ami no) - t hi azol e- 5- car boxyl i c
acid A mxture of 3.9 g (12.78 mmuol)

Eilach mish e e A e

prshewdictasidss 0C for 22 h. After acidification with HO
aq. The m xture was extracted with ethyl acetate and

| N}ﬁm@mfa ©dg, (@rfﬁﬁﬁio‘l?)i W&Eﬁluwﬁﬁﬁ@ﬂoﬁwf)ﬁbn‘&ﬁhﬁﬁ@) ~EHidBtk-4-

d Il
BbErioad ARE1 AmTelbAch o dogakerRAkblatis ant 092 ¢ (6.
frhh&l? b8ths@hih c@ﬂﬂ)ane' 1§ 80 nd r@ﬁF Qvak 6tfrré at0fo°t k’& 48'1'1 IA@ter

onpound was obt ai ned as_ beige cry st(?lsl\/s e):
evaporatlon of the volatiles the residue Was partitioned between water and ethyl acetate.

Organic phases were pooled, dried with MgSO, and the solvent was removed in vacuo.
Crystallisation from n-heptane/ethyl acetate yielded 3.4 g of the title compound which

was used without further purification.
MS (m/e): 459.0, 461.0 (M-H)
Example V

2-[(2,4-Dichloro-benzoyl)-(4-trifluoromethoxyphenyl)-amino]-thiazole-4-carboxylic

acid

A mixture of 2.0 g (6.6 mmol) 2-(4-(trifluoromethoxy)phenylamino)-thiazole-4-
carboxylic acid, 3.44 g (16.4 mmol) 2,4-dichloro-benzoyl chloride and 0.92 g (6.6 mmol)
potassium carbonate in 50 mL THF was stirred at 50°C for 48 h. After evaporation of the
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279.0 (MH 100% Example R

2- (4- Chl or o- phenyl am no) -t hi azol e-5-carboxylic acid A
waizadsisgssof 3.0 g (11.1 mol) PCT/EP2004/013517

2- (4- Chl or o- phenyl am no) -t hi azgd e- 5- carboxylic acid

ethyl ester and 6.7mM 5MKCOH in 50 M THF and 10 ni

Mﬁ-ﬂe%s rdf];&hie@ﬁhs partbidneCbtwreed whtea Bald sﬂhl;z]sﬁqttamw Urganic phases

concen si d ken u
SERGRPleTra wth R nfd o Shven e atPae i B Fpatlsasion
ﬁcmtr&hepta'ﬂ@’e@@rdtbﬁa&:dﬂddghnﬁ(g (Fepgpodiheeitle compbentd.wi t h
water, dried with MgSO4 and evaporated. The residue

recr, allis romethyl acetate to obrain 2.0 ¢
%3%/6ofﬁ%‘%’eytéigt@g*@onpound as white crystals, (me):
254.9 (M+H +, 100% Exanple S

Bxafdpl¢ Wi f | . uor omet hoxy) phenyl ami no) -t hi azol e- 4- car box
ylic acid A mxture of 12.9 g (54.6 muol)

(Ot BB IME] 4 0 70 - ethanol vas

heated to 60 OC for 1 h. The precipitatewas filtered
BerzogrispthimsyrdteiSt8rmEfell lnmeby wisodded firapulist temisalutibn 06 4-chloro-

36/1 gr?eléfriio 15 ZF%%Q{%ggl(ﬁg %ﬁ%ﬂ%ﬁ? @6(9%1?’1?%3 m%rﬁléxﬁﬁg%yﬁ;ﬂred at
1DOfY @n@mr@mm foe AQ oymytey, golatiles M@mromwd) ayihe mgsuqueams gssolved
oy 406)@;94( ?1 ?70? ak DN 8 i&l Bﬁt{tg g%‘ 3 190 %&@Z% 200 mL

trinuoronet eny am n
watnebmg/addﬁdand the mmegva(s mrrtid atrrobin @prhta@itmlf@n%bwnutes The

681 (39 E0) BBy SRR AT ORIk

evaporation of the volatiles the residue was

erﬂ/E) ongd, Detovaen water and ethyl acetate. Organic
phases were pooled, dried with MySq 4 and the sol vent

m@np]@p(oved in vacuo. Crystallisation from n-heptane
yielded 2.1 g (72% of the title conpound. M5 (me):

441 . 443. 0 ampl ) .
%—?ﬁcgﬂ@?r%wth %}%@m@oﬁwkz&ﬁrmﬂ%ﬁe&et hoxyphen
yl)-am no] -thiazole-4- carboxylic acid

A mixture of 7.8 g (36 mmol) 1-(4-chloro-3-methoxyphenyl)-thiourea, and 6.2 g (36

mmol) bromopyruvic acid in 80 ml ethanol was heated to 60 °C for 1 h. The precipitate
was filtered off and washed with small portions of cold ethanol to yield after drying 10.0 g
(98 %) of the title compound as crystalline solid.

MS (m/e): 283.1 (M-H)
Example Y

2-[(2,4-Dichloro-benzoyl)-(4-chloro-3-methoxy-phenyl)-amino]-thiazole-4-carboxylic

acid

A mixture of 5.0 g (17 mmol) 2-(4-chloro-3-methoxy-phenylamino)-thiazole-4-
carboxylic acid, 9.2 g (44 mmol) 2,4-dichloro-benzoyl chloride and 2.45 g (17.7 mmol)
potassium carbonate in 250 mL THEF was stirred at 50°C for 18 h. After evaporation of
the volatiles the residue was partitioned between water and ethyl acetate. Organic phases
were pooled, dried with MgSO4 and the solvent was removed in vacuo. Crystallisation

from n-heptane/ethyl acetate yielded 5.8 g (72%) of the title compound.
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A mxture of 2.0 g (6.6 nmol)
2-(4-(trifluoromnethoxy)phenyl am no)-thi azol e-4-

woanismsgdsi c acid, 3.17 g (16.4 mol) PCT/EP2004/013517

2-chl oro-4-fl uorobenzoyl chlorsgle and 0.92 g (6.6
mol ) pot assi um carbonate in 50 nL THF was stirred at

Moe): 4850, 45t @1-1¢vapor ation of the volatiles the

resi due was partitioned between water and et hyl

cetﬁtg. Organi ¢ phases were pooled, dried with MySq 4
F"k'Aé sol vent was renoved in vacuo. Crystallisation
fromn-heptane/ ethyl acetate yielded 3.4 g of the

(4 GhlepandiBoxhpleshylaatinels Banathl blakolbur daflesxylic acid methyl ester
purification. Ms (me): 459.0, 461.0 (MH Exanple V

- 4- D chl -b - (4-trifl t henyl ) -
Ahofistar i g GO0 REPdRA oo R R R S Etnd 7 3 s 0.
£fnél) &UEQ!e‘ahylchloropyruvate (J. Chem Soc. Perkin 1, 1982, 2, 159) in 140 ml methanol
2-(4-(tr|fluoronethoxy)phenylan1no)~th|azofe- -

was hesxsd wrdenesfinx far 2h, ¢poleddo oemp¢tpperature and volatiles were removed.
FThérdlldeehs Qisgﬁvﬁ)ﬁ‘ll di&m&fﬂﬁﬁ%ﬁg A4 Qragl?edgu&%ssgx{éf?s@(% 25% aq.

pot assi um car bonate 1 n 50 was stirre

pomarda tnd wates Wetenplaseswayp eptactedethoicavith dichigyemethane, the
. ity ¢ _
g%éthgﬂﬁx;ag%%«re}? %dl&clli %@&*m}&ﬁ M’gﬁﬂl a}’i@g ihE sﬁﬁ&é ?é\rdﬁ%f{[]ed in é/flﬁlo. The

phases were“pooled, drie

zasitlueyens pgriggby deromatrgmapdy anrsilicagalovitichspsand/ ¢th§1¥%¢t@t¢ (1:2) to
- ' 2.5 79% of
Eree pay sk, llulparsha) sl 2.5 0, (100 o

Exanpl e W1 -(4-Chl or.o-3-met hoxyphenyl ) -t hi our ea
BEnoAR): 3183t MotMblate (8.8 nL, 64 mol) was added
dropwi se to a solution of 4-chloro-

$xsmRpRoYy- benzenam ne (10 g, 63 mmml) in 160nL THF.
The m xture was stirred at roomtenperature for 40

m nutes, volatiles were renoved, and.the resjdue wa

dr dsoRlota1methon - RheHsHaRGP-m h@o‘%&?@&é#-artwa{flaggﬁum
carbonate (26.3 g, 190 mml) in 200 nL water was added
Andixii® JT60t 19 M@AST) St (41 dHeskoad - niefltdRyt iiFR b Alng)e5-hesthy@Qhiazole-
nlngges, The title product (ﬁshi $&%ﬁ§92 @%1gbﬁétat%d d
4o b Mgy 456 e 1915 haM el N8 OR@( FE)was Beated to 50
g@@%ﬁdl}]ﬁl&rp%doﬂﬁié I’f]@@i‘ﬁ){eﬁlﬁélrature the potr:;l_ssiumlsalt zf the PerOduCIt
pééc&é}a&edoa{n%_wésrﬁttere%gfi pltkelsn g/oli%rgvar; %s_sglvé 1Znoa rgixtﬁr%aorf W%%%{‘ (250 mL)
and acetic acid (12 mL) and the solution was extracted thrice with ethyl acetate. Organic
phases were pooled washed with water and the solvent was removed. The residue was
stirred with dichloromethane/n-heptane (1:1; 30 mL) and the solid was isolated by
filtration. Residual solvent was removed in vacuo to yield 4.4 g (77%) of the title

compound.
MS (m/e); 297.1,299.1 (M-H)
Example AB

2-[(2,4-Dichloro-benzoyl)-(4-chloro-3-methoxy-phenyl)-amino] -5-methyl-thiazole-4-
carboxylic acid

A mixture of 4.3 g (14 mmol) 2-(4-chloro-3-methoxy-phenylamino)-5-methyl-thiazole-
4-carboxylic acid, 7.5 g (35 mmol) 2,4-dichloro-benzoyl chloride and 2.01 g (14.5 mmol)
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A mxture of 7.8 g (36 muol)

| - (4-chl or o- 3- met hoxyphenyl )-thiourea, and 6.2 g (36
waonisjosgasonopyruvic acid in 80 m ethanol was Reamenod013517

60 OC for 1 h. The precipitatespas filtered off and

washed with small portions of cold ethanol to yield

}ﬂj‘t&s@furﬁi EMbBAatd th ,@O(Hmi,gﬁ-ﬂ%vaﬂfudéa%t tj@"fd @rae Wﬂﬂéﬂv@&oratmn of
takjlne saolid. Ms (me 283.1 IE&¥§Q
Fplatiles heteridne VRSPRIEiPYe bstwnow%e@ hd RoetafreRgaiic phases
@éi’e @@b}eahaﬁe"@dvﬁh #&,hadYhd ohaat Hadyefovkdieydefo. Tritdlisation

éor{wrrg?ﬂfev%{et@yhaéﬁmsgela%w B4R %o 9L tha titls spepgund.
carboxylic acid, 9.2 g (44 mol) 2, 4-dichl oro-benzoyl

p@“gﬂéﬁ@6@0ﬂpﬁxﬂ@ﬂg{Xl7.7 mol ) potassiun1carbonate in
250 THF was stirred at 500C for 18 h. After

evaporation of the volatil th esi due was

partitioned between water g%@£¥§¥él acetate. Organic

phases were pooled, dried wwth MgSO4 and t he sol vent
Vﬁi$(2§ﬁﬁmﬁ6}ﬁ&oi—lbbn¥zaﬂm-(()3,4@1&1@&1@]}(&@5&@1}9%&1’6} rthiazble pt-aifiedxylic acid
et hyl acetate yielded 5. %@%’ of the title

conmpound. M5 (nme): 455.1, hﬁkb Exanple Z

2- (4- Cnl or o- 3- met hoxy- phenylan1no) 5-met hyl -t hi azol e- 4
-carboxylic acid nethyl esterCl of 8.7 g (40.1
nmol ) |- (4-chl or o- 3- net hoxyphen hi ourea and 7.5 g

(0.44 mol ) a-net hyl chl or opy J. Chem Soc.
Perkin 1, 1982, 2, 159) in 140m nethanol was heated

under reflux for 5 h, cooks N&ngon1t erature and
resggg$>md§ngissolved in
succ vel yowi th 25% aq.

vol atil es were renoved.
di chl or onet hane and washe

armoni a and water. Water phases were eXtracted thrice
wi t h di chl or omet hane, the-%rgani ¢ phases were pool ed,
dried with MgSU4 and the sol vent renoved in vacuo. The

BB pl SR PAChyRTERGE G EDUTCRp I b anino tagaspdcarborlic

%&% IO dsker] I@ycﬁ%‘ﬂéﬁﬁﬂé’ 2885 gC(Qb 91th@8H 250D éhlof¥berd 78 Bohloride and
29¢ mjié%l ém}ngls Mthkssap %EQHM WAS §iByedst R FPHPRfoE 24 h. After

evaPOR@ON df eheArdIAilA tRE ¥dskfu@ wak tdkeR uﬁ it MRowahd urlﬁed with flash

4- chl or o- 3- net hoxy- phenyl am no) - 5- net hyl -t ﬁo e-
column chromatography on silica eluting with a gradlent of heptane / ethyl acetate to

yield after evaporation of the product fractions 0.75 g (22 %) of the title compound. MS
(m/e): 481.1 (MH™, 100%)

Example 3

2-[(2-Chloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic acid ethyl

ester
% /CI
NS | o
DY
~ Z S\J>h_4zo



4-carboxylic acid nethyl ester and 11.5nL 5M aq. KOH
in 60 nL THF was heated to 50 OC for 3 h. Upon cooling

WOQorsmasest enper at ure t he potassi um salt of therPprmemi/013517
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precipitated and was filtered gfpf.. This solid was
di ssolved in a mxture of water (250 nL) and acetic

ekt L8 g’s\(rwd1 ﬁlﬁﬁﬂ)szol &Klmlﬁqéﬂm(yqﬂiehﬂ@mﬁﬂo)tﬁhidzﬁle 4- carboxyhc

Az b B oPranich) DanE (VRO aMbved o e oL FBggae and 2.9

\f@)qzmgm{hﬁg N\Et|t5 ha@b 2] bam;m{s Btzﬂi@d ﬁf-fbleﬂt&ttam ez(aiur%e for3Q h. lAfter
an SOl | ate Yy | r es ua

SHARAEROR, Bithe S bles eTey dRe 8oy S i@ Meéf’ganéﬂ%é nglth flash
{chRintih @ ntRoReMon ica(diitlg witl9d grhdiedD8f HeptdMetMethyl acetate to

e AB
2'16@?%1‘% PRRITRBPD OFiBs PEYIUCE fractions o8 245 RRs ke tikespmpyeund. MS
qﬁyaph4§9 kedos) azol e- 4- carboxylic acid A mxture
of 4.3 g (14 mol)
2- (4-chl or o- 3- met hoxy- pheny an1 0),- 5-met hyl -t hi azol e-
4-carboxylic acid, 7.5 g (35%
2, 4-di chl oro- benzoyl chloride and 2.01 g (14.5
Mo 2 MpDichldrbuNn (¢ ahkeodhenyli- N204 ( Iiﬁbrp'ﬁldﬁnMScaSBdnyi)emla'zbl 2-v1]-
500C for 18 h. After evapor t|o f the volatiles the
resi due was partitioned bet er and et hyl
acetate. Organi c phases were pooled, dried with MgSU4
and the solvent was renovedd cug.CiCrystal li sation
from n-heptane/ ethyl acetate ded 6.6 g (979 of
the title conmpound. M5 (mMe). 471.0 (Mdﬂ
Exanpl e 2
2-[(2, 4-Di chl or o- benzoyl
]-thiazol e-4-car boxyl i
of 2.18 g (7.1 mmol)
2- (3, 4- D net hoxy- phany no) - thlazol arboxylic
acid ethyl ester; hydrobrom de, 2.24 1 .7 mol)
2, 4- Di chl orobenzoyl chloride and 2.96 0(21 4 mmol )
NEt3 in 30 nl DCMwas stirred at roomtenperature for
24 h. After eva oratl n of the valatjiles e residue

- (3n4- diret hoxy- phenyl) am no
r\{"reescaér A m xture

ViRBI R PE i?pmgﬁ 13 Ad (réhileroarheqyly 12 frdgorsPen#ayl) -amino}-
QHfaQ@IELLOQIrB@MC QE!id31|5|2l Ba (@1 ﬂn&gal)/\ﬂnbfph'é)hﬁé a6 €0k nf (0.91 mmol)
tane / et hyl ate to vyield ter evaporatlon of
ﬁ %afrhawéfhmmaéﬁo NEF wzsﬁ%e &¢r Yorfeatppmgtemperature. The

%ﬁlﬂ‘é Rths sBjected to reversed phase HPLC purification eluting with an acetonitrile /
water gradient to yield after evaporation of the product fractions 15.4 mg (44 %) of the
title compound. MS (m/e): 496.1 (MH", 100%)

According to the procedure described fort he synthesis of Example 4 further derivatives
have been synthesised from 2-[(2,4-Dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-
thiazole-4-carboxylic acid, 2-[(2-Chloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-
thiazole-4-carboxylic acid, 2-[(4-Chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-
thiazole-4-carboxylic acid or 2-[(2-Chloro-benzoyl)-(4-chloro-phenyl)-amino]-thiazole-
4-carboxylic acid and various commercially available amines and comprise Examples 5 —

Example 95 below.
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481.1 (M#+, 100% Exanple 3 2-

[ (2- Chl oro-benzoyl ) - (3, 4-di net hoxy- phenyl ) - am no]

wothisazagise- 4- car boxylic acid et hyl

2.18 g (7.1 mmol)
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2- (3, 4- D net hoxy- phenyl am no) -t hi azol e- 4- car boxyl i c

aci d et hyl
2- Chl or obenzoyl

ester;

s il Pind A S

rre

SR Pk A0 EH,

hydr obr @miudgles 1987 g (10.7 mmol )
chloride and 2.96 m (21.4 nmol) NEt3

re for

e UGE

gt

Exdcapledp in MeOH and purified with flash col um
chromat ography on silica eluting with a gradient of

ester A m xt BCEE®DB004/013517

4c§H)ed in

heptare——ethyH—acetate—to—y+eld—after—evaporation—of
tthpl. pr od$etucturact i ops 1S}‘S®g1a(05(Na%e of |t heSynittekised from: MW
cQgppund. MS (nfe):|446.9 (MH+H, 1009 (Exanple 4 found
2,4-Di chl oro-N—(4-c:1I or o- phenyl) N-[4-(rmrpho| i ne-4-ca
roonyt ) =ttiagot=2-y f = benzam de A lUI e of—30
(7 [(4-Chloro-phenyl)-  [2-[(4- Chloro phenyl) 482.3
2-[(48- phenyl ) 2(42d14h16tcﬁbé&6?12b9r@@chﬁﬁblb‘éhzoyl)
t hi agolbe carb x;ﬂ | C acbq_g mPL?
mor phol | 3 aﬁ]bm() izo}ﬁ”r%"l) | |[emino]-thiazole-4-

- Car bs m.daz ]dadad}dyhc‘l.a'dld DVF was |sdrboxydid agidand 6 h
at rp{mpenperaturel; fure was s gted.to
reveyf phase HPLC 6%—1? i'cation el utiln &‘g{h%l 8N
acetpnitrile / watef gradient to yield after
evappration of the product fractions 15.4 (4295 _of
t i t| e,g0mpound. %ﬁlﬁiﬁ%‘)o: ﬁzﬁ é6. 1 (I‘@#(‘l'g‘:gm?henyl) 482.2
Accordi°'n the pr Iﬁlﬁdur;ﬂledﬁw 4;1ed fQM dhﬂl&ymehﬁgzll)s
of Exasple 4 f rthel( ”{at ve Bet s]ytﬂ S|sed
t ¢ om P \:; pyrrolidine-1-carbon amlno 1270 e -4-
2-[(R or o=Hethmyoly2-¢13;nzimde hgsarbptydin iyl -aadi no
|- thi Ie4carbo ylic acid, Yrro in
2-[ (&F Chl or o- benzoyl ) - (3, 4-di et hoxy- p ylf% am noj -
t hi agol e- 4-carboxyl ic acid, 2-

4-Chl or o- phenyT) - I.ChI or o- enzc - noj . -
Hﬁ arol e-A-Car b)c;xg/l |% é‘&bl 811 B [24“%m°rojphenyl)' 511.2
2-[ (B- 0- benzoy |l (s4 dicklot®benzohigny | Qzanhdhhjretbhhm)b)l-
e- 4 cacboXyl ik act dand: vag pus comet gllidiazole s
avai | abl ¢ m]ne ang rr]prl se B3 fipf e
bel ol i\, CFH@W]@H@\[%g corrp@ﬁlh@l@’hha@éabéen
prepaned in anal &1&e¥ﬂ}ﬁnﬁh@%ﬁ%§ desﬁfrh@tﬁ?l-étﬁane—l,z-
Exanpi e 4: . _—

methyl-amide diamine
8 2-[(2-Chloro-benzoyl)-(4- [2-[(2-Chloro-benzoyl)- | 477.1

chloro-phenyl)-amino]-
thiazole-4-carboxylic acid
(2-dimethylamino-ethyl)-
methyl-amide

(4-chloro-phenyl)-
amino]-thiazole-4-
carboxylic acid and
trimethyl-ethane-1,2-

diamine
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No.

waams3s¢87 4- di chl or o- benzoyl ) -

f ound 2-

[ (4-Cnl

or o- phenyl ) -

am no] -t hi azol e-4- am no] -t hi aznl e- 4-
car boxylic acid and di et hyl am de di et hyl am ne

Structure Systematic Nane Synthesised from MN
2-[ (4- Chl or o- phenyl ) -
(2, 4-di chl or o- beazmpbgo4/013517

carboxylic acid

4-Di chl 2-1(4-Chl ot o- phenyl
P o- ph%ﬁk‘/‘ft)mi\l- [ 4- 2?‘&9- gp%tmog? benzoygsjnztheﬂsed from: | MW
Pyx 1ol i di ne-1- car bg nyI )- am no]-thiazple-4- found
hi azol - 2-yl ] -benzclm de carboxylic ac|d and
pygr ol i di ne 2-[ (4-CH )
2-?(4 Chj, phenyl )§251915H1§%‘-§ 313 OF £3be1>1426th3? °22.2
2, 41di chl nzoy dl)methWnIéi}enﬁ’Hrlﬁz[é’r phgnyl)-(2,4-dichloro-
arm no] -t a Qwhh&z;a&t%n(y% bféﬁiéwyxhin% acid
and dli - Ejh{)ret hyl, - B e1 Zb
et hy de di am ne aZP 3% Zér%%‘hz ’Iaﬁ‘ofﬁ carboxylic acid
2- [ (2=€hl pro- benzoyl|) - 477.1 chl or o- phemdlnorpastimo] -
4- chl or 0- phenyl ) - t|hi azol e- 4- carboxyl | c acid
am no] -t hi azol e-4- (12-di nethyl ami no- ethyl) -
Cagboxylic acfd and \ephyipiamhde tri methyb-effangs- 508.3
1, 2- |di ami Xpl . Strugturé Systenmatic I\lgn(ne %’
Synt hesi sed=fr o sgrovh ¢ drtodimerhayyc [ibspy)1(@:¢ glichloro-
2-[ (3, 4-Me ) ZpHe )ﬂﬁh %fhlﬁ’z'@@-y Ben%y{l)‘lammo
;gﬁgz)lyl) no ? or 2—ca oxych ac1d ne-a-c¢ %{uazcﬂg #-carboxylic acid
— diethylamide and diethylamine
11 v 2-[(2,4-Dichloro- 2-[(3,4-Methoxy- 542.2
nd) benzoyl)-(3,4-dimethoxy- [phenyl)-(2,4-dichloro-
’ \("j/ﬂ\u phenyl)-amino]-thiazole- |benzoyl)-amino]-
Q ) T\© 4-carboxylic acid thiazole-4-carboxylic acid
P benzylamide and benzylamine
12 ' 2,4-Dichloro-N-(3,4- 2-[(3,4-Methoxy- 506.3
i dimethoxy-phenyl)-N-{4- |phenyl)-(2,4-dichloro-
’ %J/ﬂ\o (pyrrolidine-1-carbonyl)- [benzoyl)-amino]-
Q ; thiazol-2-yl]-benzamide |thiazole-4-carboxylic acid
= 5 and pyrrolidine
13 ) | 2-[(2,4-Dichloro- 2-[(3,4-Methoxy- 534.2
benzoyl)-(3,4-dimethoxy- |phenyl)-(2,4-dichloro-
%NJ/H\NH phenyl)-amino]-thiazole- |benzoyl)-amino]-
Q ’ © 4-carboxylic acid thiazole-4-carboxylic acid
— ) cyclohexylamide and cyclohexylamine




t hi azol

2-1 (3,

-2-yl]-benzam de thi azol e-4-carboxylic acid and
nor phol i ne 10 2-[ (2, 4-Di chl oro-

4- Met hoxy- 508. 3

woensmpssss (3, 4- di met hoxy- phenyl ) - (2, 4-di chl or eph@Eryio}013517

amn

o] -thiazol e-

benzoyl ) - aniggl- 4-carboxylic acid

t hi azol e- 4-car boxylic acid di ethyl am de and

(3,4-dimethoxy-phenyl)-
amino|-thiazole-4-
carboxylic acid
cyclohexylamide

phenyl)-(2-Chloro-
benzoyl)-amino]-
thiazole-4-carboxylic acid
and cyclohexylamine

%IZEE_- 2y|b2 Jg%té'rfé( Zél 4_Zai4_ GO ameZ LS, %}nwﬁzers]l'%é&/from: MwW
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t hjagol e-4-c rboxyl ?gg yl am de m ne
1%112 4- D or o- N- ( L@QIZBL?’ § Met hoxzﬁl[%%y%ﬁ&ya 5372
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(pyr ol i'dhn ar bogheha - RERE RHidoRDT B&Z0y1
t hi azol W% nz(}mé gjtahl az]gl e-Zo- car ZO%I) amm(():ll
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534. p—bengzoyl ) - (3, 44 ditriéﬂiyl‘b@%‘jm -ethyl)-  |and trimethyl-ethane-
phenyl ) - (2, 4-di chl of o%ge]x ? am no] -Egi_dazol e-
benzoyl ) -am no] - 4- 8 %/fr‘d(? aC| d lamin
thi a‘-’nl e 4 Cul bUXyI 1 \J a\zl u \/y\zl Uhc/\yl ||| dC and
cy6l neExpl |2-B2ruDidtaoSyst engRi[(3,Mdviehoxy- 556.2
Sy nt from M&f ( }
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?ﬁnz %@ _‘@EQB?S lic%cﬂcz dl (2- thlazotleh4 carboxyhc acid
I a | C am and
tri met hyt- et hanemet [R;Ft?a L enzy P?nldé/ and% é’L?zl_
benzylamine
16 2-[(2-Chloro-benzoyl)-  [2-[(3,4-Methoxy- 508.4
ﬁ (3,4-dimethoxy-phenyl)- |phenyl)-(2-Chloro-
amino]-thiazole-4- benzoyl)-amino]-
Q carboxylic acid thiazole-4-carboxylic acid
benzylamide and benzylamine
17 2-Chloro-N-(3,4- 2-[(3,4-Methoxy- 472.2
ﬁ dimethoxy-phenyl)-N-[4- [phenyl)-(2-Chloro-
j/n\D (pyrrolidine-1-carbonyl)- |benzoyl)-amino]-
Q thiazol-2-yl]-benzamide |thiazole-4-carboxylic acid
o p and pyrrolidine
18 2-[(2-Chloro-benzoyl)-  |2-[(3,4-Methoxy- 500.3
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2-[ (3, 4- Met hoxy- 556.2 benzoyl)- (3, 4-di met hoxy-
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- 4-carboxylicsgcid 2-
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(2,4-dichloro-benzoyl)-
amino]-thiazole-4-
carboxylic acid ethyl-
propyl-amide

(2,4-dichloro-benzoyl)-
amino]-thiazole-4-
carboxylic acid and
ethylpropylamine
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(2,4-dichloro-benzoyl)-
amino}-thiazole-4-
carboxylic acid butyl-
methyl-amide

(2,4-dichloro-benzoyl)-
amino]-thiazole-4-
carboxylic acid and n-
butylmethylamine
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yl']

car boxylic acid and 3-

benzam de hydroxy-pyrrolidine 26 2-[(4-Chl oro-phenyl) -

wa-2p(5hs€8sh or o- phenyl ) -
(2, 4-di chl oro- benzoyl) -

-t hi azol e-4-

am nol skhi azol

car boxylic acid azepan- 1

e-4- am noj
carboxylic acid

525.2 (2, 4-di chl or o- benPOYIEP2004/013517

n yI am de azepan- I-ylam ne, Or.0- DE
gxf[q SHustHRenyl ) - Yﬁte?‘a(t‘f{\ﬁar’a‘? chl o% gﬁ‘ﬁ%n) MW
@ﬁ)4-d|chloro benzoyl) - am no] -thiazol e-4- am no] found
-t hilazol e- 4- carbox lic acid nethyl- cdar boxylic acid
g InpercyT aqide hemXOBIaNLan e 28 el et [sso
(2, 4-di chl &eg- be _Aaybon(yb ibdoapk By o- borAishlgro-Lenreid)-
-t hijazoRe- 4- ani no] |7 1 i RERbEN4a- &Pdrbﬂéﬂlhﬂcﬂ - Bz Mle-4-
but vl X Sid nnet %
but yjl pheny Syst en aiPexligpeid and
Syntih IV No. found 29 N-[ 4afofidatd di ne- 1-
2- [ (4</Chl or o- p‘enyl - 466 1 carbonyl)-it hi azol -2-yl] -
(2, 4-dichloro-benzoyl)- 2, 4-dichloro-N-(4-chloro-
a 'no]-thiazol - 4- e clarboyhi.c aclkdy. 4
L, rﬁ;ﬁm N
[(4 Ol or o- (48edighlopo-bery roré2>éékﬁé<gﬂ0)benzoyl)-
| 0 benzo drﬁmomlﬂﬂ}le—t}h' azol Gm‘ino] -thiazole-4-
j |a e 4- ﬁ|IC acid carfp %%|HC aC|ddand
| met iﬁﬁbcﬁﬁy gacid carboxylic acid an
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31 2-[(4~Chloro-phenyl)- 2-[(4-Chloro-phenyl)- 553.2
/ﬁ/ﬂ\(\/"\/ (2,4-dichloro-benzoyl)-  |(2,4-Dichloro-benzoyl)-
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. s>;r,;o D chloro-phenyl)-N-[4-(2- [(2,4-dichloro-benzoyl)-
. ‘e hydroxymethyl- amino]-thiazole-4-
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Y thiazol-2-yl]-benzamide |pyrrolidine
33 | |2-[(4-Chloro-phenyl)- 2-[(4-Chloro-phenyl)- 544.2
/ﬁ/ﬂ\ v (2,4-dichloro-benzoyl)-  |(2,4-dichloro-benzoyl)-
0 }N k/c\ . . . .
. N amino]-thiazole-4- amino]-thiazole-4-
Q carboxylic acid bis-(2- carboxylic acid and Bis-
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N, N, N -Triethyl -et hanearri de 1, 2-di am ne 32
, -D|ch|oro N 4- (4 ChTOF phenyl) - 512 2, '
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ii/ﬂ\ - (2,4~dichloro-benzoyl)- |(2,4-dichloro-benzoyl)-
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s/jL O chloro-phenyl)-N-[4-(4- |(2,4-dichloro-benzoyl)-
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(2, 4-dichl oro-benzoyl) -

am no] -t hi azol e- 4-
w20(5B858887 car boxyl i c acid and [ 2- di net hoxy- pheayiEP2004/013517

(2, 4-dichl oro-
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2- [ (14f Cnhl or ®- pheny! Joyridid-@ 41-EtHyDr emidee methyl-( 543%1&11 -2-yl-
(2,4-d|chloro benzoyl)- (2, 4- dlchloro-b§$§Q%%% am no]
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carbogyl ic acid and benzam de
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(3,4-dimethoxy-phenyl)-
amino]-thiazole-4-
carboxylic acid methoxy-
methyl-amide
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benzoyl)-amino]-
thiazole-4-carboxylic acid
and O,N-dimethyl-
hydroxylamine
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L) benzamide and 2-methylpyrrolidine
58 2-[(2-Chloro-benzoyl)-  |2-[(3,4-Methoxy- 462.1
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2,4-Dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-methyl-4-(pyrrolidine-1-carbonyl)-

Cl

thiazol-2-yl]-benzamide

—0

A mixture of 32 mg (0.07 mmol) 2-[(2,4-Dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-
amino]-5-methyl-thiazole-4-carboxylic acid, 14.8 mg (0.091 mmol)

Carbonyldimimidazole and 12.4 mg (0.175 mmol) pyrrolidine in 1.2 ml DMEF was stirred

at room temperature for 16 h. The mixture was directly subjected to reversed phase

HPLC purification eluting with an acetonitrile / water gradient to yield after evaporation
of the product fractions 13.7 mg (38 %) of the title compound. MS (m/e): 520.1 (MHT,

100%)




10

Car bonyl di m m dazole and 12.4 ng (0.175 mmol )

pyrrolidine in 1.2 mMl DM was stirred at

room

woeopasssare for 16 h. The m xture was direct!| PCT/EP2004/013517
subj ected to reversed phase HPLC purification eluting
with an acetonitrile / water gradient to yield after

&&%@&mgtd R Rbcdbe dkrs&ﬂiéatforft hag;tdt@a& dE@XZIﬂgle(%&uP/ﬁleﬂﬂerwatlves

t he

title _conpound.

Raxe bsersyREhesised ﬁ@nﬁrggég‘ﬁ;

ﬁl)éﬂ{yhﬁﬁhz%lélfi @%&m@aaﬂﬁoﬁy[@aepmﬁﬁﬁbmhzw)s HadEnbeRRy-

syntheS|se

phenyh)-acping

]8 é@dm %?SHZOY) -amino]-5-

s Ry ezl rcubenilispedgen yayeys emmeycialy available

%hﬁy Lm(l biA ﬁ&e%ﬁfrﬁﬁers 9 XYxh pRCliod bRlow. In cases of Example 102 and

4- Di chl or o-

bénzoy] )

%ﬁél}ucslaﬂ’éil 554 NEf W\é@zeo%délﬁé &2:%&6 BeActP

di met hox
e St ARing drrlppdlorides

pheny

m&&a&kirﬁngm&grﬁ@ e anmi nes and conprise Exanples 97
In cases of Exanple 102 and 118

- Exampl e 124
additionally 2 eq. NEt3
m xture as am ne hydroch
materi al s.

MY RlleeeHl; ¢

in Eﬁén‘gleg

Psedfrom MV No.
2- [(2 4- Di chl or o- benzoyl ) -

el ow.

Expl .

wer e adgle_g i

Exanpl es 97-124 The fol | owi ng conmpounds
nde have REabagYreton bhdo@rtoaRsprodes elestitistkd in

o the reaction
used as starting

Structure Systematic Nane

found 97 2-[(2,4-D chl oro-
593. 3 benzoyl)- (3, 4-

dimethoxy-phenyl)-N-

/1 [5-methyl-4-

(thiomorpholine-4-

benzamide

carbonyl)-thiazol-2-yl1]-

(3,4-dimethoxy-phenyl)-
amino]-5-methyl-thiazole-
4-carboxylic acid and
thiomorpholine

(3, oxy- phenyl) xy- phenyl Q.-
A%P}'l npsntrr‘é"l -t hi azo?@g?ﬁln%ﬂ%q < et hy| gynﬁh sies %oxy MW
abliod and t hi azol e- 4 car boxylic found
N, N, N -Triethyl -ethaneacid (2-diethyllan no-
%9?( ) Zmunghlef)%l) Byl 62%2812 47 R DB béhAyl)-| 593.3
di mei_@g{pheny &I‘,N e{l@Yﬁ) et hoxy- p@éﬁin}@hmf}”PhenYl)-
[4- (B {j/(fk Do BogPblilyl ! azahioy st @bibgl-tsiazole-
1-ca alcar bpx |c amg 1, -0 e acid and
5- mef hyﬁ hi azol - 2- ﬂr%/mo iy Xzy pyr r‘bF?fJ?PﬁYélc acid an
thiazole-4- carboxyhc N,N,N'-Triethyl-ethane-
acid (2-diethylamino- 1,2-diamine
ethyl)-ethyl-amide
98 2,4-Dichloro-N-(3,4- 2-[(2,4-Dichloro-benzoyl)-| 536.1
\d’\( dimethoxy-phenyl)-N-  |(3,4-dimethoxy-phenyl)-
\ {IH\D’ [4-(3-hydroxy- am1no]—5—1.neth‘yl—thlazole-
’ pyrrolidine-1-carbonyl)- |4-carboxylic acid and 3-
- 5-methyl-thiazol-2-y1]- |hydroxy-pyrrolidine
benzamide
99 2,4-Dichloro-N-(3,4- 2-[(2,4-Dichloro-benzoyl)-| 552.2




benzam de 99 2,4-Dichloro-N(3,4- 2-[(2,4-Dichloro -

benzoyl) -

woheosys$ss7 [ 5- met hyl -

552. 2 di net hoxy- phenyl)-N (3, 4-di net hoxy-
am no] - 5- net hyl - t hi azol e€T/EP2004/013517

(t hi onor phol i ne-4- 4-carboxyl.izg .acid and -0

car bonyl ) -thiazol -2-yl] - thionorpholine
enZam deExpl . Striicture Syst frc nt, h secr
E’ﬂﬂr gv RIS ound g@“ﬁmﬁtl éMcor N"?gns%eme Mw
Nd. (2, 4 Di chl or o- benzoyl )- 534.1 d| t hoxy- phenyl)-N |found
(3, 4-di net hoxy-phenyl)- [5-nethyl-4-|(2-nmethyl - am no]
189 Tet hyl -t hi azol epyy 1 n car(gony) s B }
A}% grboxylic acid dﬁd ]%Elﬁlg#] ﬁpgj% y?q-(%lér%g\hr%lor(febenzoyl) =341
met Hyl li dikne :L@@eﬁlqwavmnﬂ)@iﬂ oif p4-dpmethoxy-phenyl)-
E (324 4;i,i -g/rml[%ﬁl)n)e 0 QZ-JmQEﬂZO hﬁﬁc( 35 ﬂiethyl t}nazole-
, 4- : hoxy- phieny
- 5- ret hy<t hi azol eizi‘ m% H}}YIS) 4 Cé%h%@
and |t hirazol e- 4- car bibsagbl-2- t-‘tb‘bylbﬁﬁtd&ykrwﬂh)fhpyr&ﬂidﬂle
et hyl - met hyl - am de |102 2- [YHZ 4-Di chl jor o-
2-1(]2,4-Di chl oro-benzoyl )- 510.1 benizoyl)-(3. 4-
(4371 4- di met hoxy- pher I oxy phenyh
- gl et hyI rt hi azol ecw Zﬁ @I%E&% . -péa}bm@ﬁblﬂgi)%ncz%l =081
and |t 4- par esazpyl b(b‘lm d| rret N Acippethiony-phenyl)-
et Ho Q:EW Qaiereyh A Iarfﬂmciﬂnwﬂhifmu&&ae-
2-[ ( fgg}?é{}’ or o b 12yl 5 4
benzoyl - (3,42 Qior3 3’ Sheny| [ff-carboxylicacdan
thiazole-4-carboxylic ethylmethylamine
acid ethyl-methyl-amide
102 2-[(2,4-Dichloro- 2-{(2,4-Dichloro-benzoyl)-| 510.1
d( benzoyl)-(3,4- (3,4-dimethoxy-phenyl)-
\ ~</NJ\\/H\T/ dimethoxy-phenyl)- amino]-5-methyl-thiazole-
°‘§ TN amino]-5-methyl- 4-carboxylic acid and
- thiazole-4-carboxylic O,N-dimethyl-
acid methoxy-methyl-  |hydroxylamine
amide hydrochloride
103 2-[(2,4-Dichloro- 2-[(2,4-Dichloro-benzoyl)-| 522.1
. -, /( benzoyl)-(3,4~ (3,4-dimethoxy-phenyl)-
\ %j(n\*r dimethoxy-phenyl)- amino]-5-methyl-thiazole-
°‘Q amino]-5-methyl- 4-carboxylic acid and n-
- thiazole-4-carboxylic propylmethylamine
acid methyl-propyl-
amide
104 2,4-Dichloro-N-(3,4-  |2-[(2,4-Dichloro-benzoyl)-| 548.1
dimethoxy-phenyl)-N-  |(3,4-dimethoxy-phenyl)-
[5-methyl-4-(3-methyl- |amino]-5-methyl-thiazole-
piperidine-1-carbonyl)- |4-carboxylic acid and 3-
thiazol-2-yl}-benzamide |methylpiperidine




di net hoxy- phenyl) -
-5- et hyl -

104 2, 4-Dichl oro-N

am no]

(3’ 4- 2- [-('?4

-5-net hyl -t hi azol eam no]
4- carboxylic acid and nthi azol e-
wa-20@r08888y1 i ¢ propyl met hyl am ne aci d net hyl

548. 1 di net hoxy phenyl)-N- (3, 4-di net hoxy- phenyl) -

- pr 8YiERRG0d/013517
4-Di chl oro- benzoyl) -

-mMet hyl -4-(3-Tmet
Fxp thyﬁ“PﬁWé%olep
INear boxylic acid a

met hy! pi peri di neExpl .

yi=_am noj

i péys'EfPhaél Namg oy
nd 3- thiazol-2-y
Structure Syst

bo nyﬁy}lth_esised from:

] -benzam de
emati ¢ Nane

MW

found

S}/(ﬁt hesi sed from N
Di chl oro-N-(3, 4
di met h nyl )

[ 5- net Y- ~adm

4- car bo i7:<s iﬂfl]a
nor phol i benzani dém
2-[ (2, 2=Di chl or o- be
(3, 4 di net hoxy- phen
am np] - 5- et hyl -t hi

Aci dl and thiazaol a-4
COoT A CATTOA L LA AT A>3

WALEBEHO Et\qgchl of

ﬁkm‘(tﬁpld;bphmBi)thy

hy! -thiazo
|[1d car bonyl )-thiaz
opinetds| 4-Di ¢

esz h1)-teidAo1 2-
ﬁ?%; ‘)? ;[ret hoxyﬁgﬂ(

no] - 5- et

oL GarDishloyo-benzov))-
éHechsne)hoxy -phenyl)-

a?mn&]'r? rﬂ?@cﬁw AR dte-
yl.l-
ﬂ-@ﬁr Qxyhc acid and

zAYipholige 4-
enyl) -

hyl - 4-carboxylic

536.1

hyatr oxyet hyl - net hyl
nmet hyl - de 107 2
[ (2, 4' orp

(3, 4t oa(ﬂé\:jen
et bi‘azgl ep
I boxyt ¢ aci’d a

- 5- 1
4-ca
et hoxy- pyrrol i djt

(S) -

SRSl

car hr\vyl 1 &

anii( - Izuchldn( -2- hydi
-N- (3, 4y
%2 di net|
yliethoxy-phenyd)- ( S)
)éfrﬁl% '-SjJn'iE%hyll car |

nlhté ole-4- caH)E l “th
acid (2- hydroxy—ethyl)
methyl-amide

Bi24eDithlgre-benzoyl)-
1052(1ydIEh;th0}ﬁy PhN.PY:l)

apine Ingyazole-
OB bdxylic acid and

]hy%%g}lye&ny%/ n’]ethylarmne

524.2

107

%%f@v

2,4-Dichloro-N-(3,4-
dimethoxy-phenyl)-N-
[4-(3-(S)-ethoxy-
pyrrolidine-1-carbonyl)-
5-methyl-thiazol-2-yl]-

benzamide

2-[(2,4-Dichloro-benzoyl)-
(3,4-dimethoxy-phenyl)-
amino]-5-methyl-thiazole-
4-carboxylic acid and 3-
(S)-ethoxy-pyrrolidine

564.2

108

1
Q

o

0

-

cl

o

2-[(2,4-Dichloro-
benzoyl)-(3,4-
dimethoxy-phenyl)-
amino]-5-methyl-
thiazole-4-carboxylic
acid tert-butyl-(2-
hydroxy-ethyl)-amide

2-[(2,4-Dichloro-benzoyl)-
(3,4-dimethoxy-phenyl)-
amino]-5-methyl-thiazole-
4-carboxylic acid and tert-
butyl-(2-hydroxy-ethyl)-

amine

566.2

109

2,4-Dichloro-N-[4-(2-
(R)-cyano-pyrrolidine-1-
carbonyl)-5-methyl-
thiazol-2-yl]-N-(3,4-
dimethoxy-phenyl)-

benzamide

2-[(2,4-Dichloro-benzoyl)-
(3,4-dimethoxy-phenyl)-
amino]-5-methyl-thiazole-
4-carboxylic acid and (2-
(R)-cyano-pyrrolidine

545.1




benzam de 108 2-[ (2, 4- D chl oro-
2-[(2, 4-Di chl oro-benzoyl > 566. 2 benzoyl)-(3, 4-

w0 2005/0d8882t hoxy- phen7l) -
am no] - 5- net hyl -t hi azol eam no}l5-5- net hyl -

acid and tertthiazole- 4- car boxylic

di met hoxy- phenyl) -

4- car boxylic

PCT/EP2004/013517

il
No2

|-(z nydroxy efn
i oxy-StEHHYIS) - ani
| 4- Di chl or o- benz:
3, 4- di met hoxy

oyl ) -
-phenyl)

acl.d tert-Q

deS HematGNaPEn| dr
545.1 (R)-d
car borj

uty e .
e%l%g]flé)_m.

yano pyrrolidine-

yl)-5-net hyl -

MW

found

1-
3' Cdq
(R
Syst

10] -b5-
1rboxyIBE];R;
cyano- |d|
ena |c Sy
oNQ- ohenyl
L | @

0] | -

irhoxyl i c 4= car
hyl am ne 111 2,

‘i S
6294

AR %ﬁqeﬁézpm W

ro-p
cHbOFYER| or|d-
d ajettytamgtibry | - t N
poxylic acid and 4§

benz éé’f‘;‘*)z‘ﬂe(‘é

@hlpacwbdwb’r

4-Di chl oro-N-(4-

L

9%42 drol¥reryif-
qrpebenzoyl)-
\éIHﬁlo fﬁﬁﬁ% IQiazole—

ne néqlﬁ))i%]% a)c1d and

regllehineazol e-
cid diethylam de

496.0

4- Chl
- di ch
-5

ro-phenyl
e

ic acid 4

0]

d&w E@@VBM?
ndteaZ Wrgl@dlﬂé“lf

%ﬂr;?fi’é{z azgf %ﬁ’ or

- Sberahimyde- t hi azol et

oxylic acid and

24 ﬂ%ﬁoﬂo ﬁh440f 0-p

AN .
X s dlarp-Ranpoyl)-

@inhﬂi 08 mletldyl-thiazole-

g%?%b?3a§§ano]

byﬁzhxihae

496.1

2-[(4-Chloro-phenyl)-
(2,4-dichloro-benzoyl)-
amino]-5-methyl-
thiazole-4-carboxylic
acid (2-diethylamino-
ethyl)-ethyl-amide

2-[(4-Chloro-phenyl)-
(2,4-dichloro-benzoyl)-
amino]-5-methyl-thiazole-
4-carboxylic acid and
N,N,N'-Triethyl-ethane-

1,2-diamine

569.1

113

2-[(4-Chloro-phenyl)-
(2,4-dichloro-benzoyl)-
amino]-5-methyl-
thiazole-4-carboxylic
acid (2-dimethylamino-
ethyl)-ethyl-amide

2-[(4-Chloro-phenyl)-
(2,4-dichloro-benzoyl)-
amino]-5-methyl-thiazole-
4-carboxylic acid and N'-
Ethyl-N,N-dimethyl-

ethane-1,2-diamine

539.1

114

2,4-Dichloro-N-(4-
chloro-phenyl)-N-[4-(3-
hydroxy-pyrrolidine-1-
carbonyl)-5-methyl-
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'According to the procedure described fort he synthesis of Example 125 further

derivatives have been synthesised from 2-[(2,4-Dichloro-benzoyl)-(3,4-dimethoxy-
phenyl)-amino]-thiazole-5-carboxylic acid and various commercially available amines
and comprise Examples 126 — Example 135 below. In cases of Example 135 additionally 2
eq. NEt; were added to the reaction mixture as the amine hydochloride was used as

starting material.
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di etlhyl am no- et hy| )[PEVAYL et hyl ani nyyrr&hﬂme) - anine
et hyl -am de 128 2,4-D chl oro- N—(3 4-
H2Z24brehtoro-—benzoyt)=—5201 dirmethoxy- [Jllchi/l =1
(1374- di et hoxy- phen9+124ﬂ8dﬂguhethylz HAi4nBjchloro-benzoyl)-| 579.2
-thija ?&% 5- Pyrro béﬂzfd Jsgar bonyl ) 3(4%%@&%%}@9{41%
and {ﬁyﬂ nzanlde neth -py I 9
2-1 (2, 4QS | d¢ o- si]{ﬂ(l%t RHENVEr 0- bETHEY }hlaﬁg‘t
amino]-thiazole-5- carboxylic acid and (2-
carboxylic acid (2- diethylamino-ethyl)-ethyl-
diethylamino-ethyl)- amine
ethyl-amide
128 . 2,4-Dichloro-N-(3,4- 2-[(2,4-Dichloro-benzoyl)-| 520.1
c.\d\( dimethoxy-phenyl)-N- |(3,4-dimethoxy-phenyl)-
‘<\Nj/ﬂ\ b [5-(2-methyl- amino]-thiazole-5-
_ pyrrolidine-1-carbonyl)- |carboxylic acid and 2-
4 thiazol-2-yl]-benzamide |methyl-pyrrolidine
129 , 2-[(2,4-Dichloro- 2-[(2,4-Dichloro-benzoyl)-| 495.9
c‘\d\( sj/ﬁ\/ benzoyl)-(3,4- (3,4-dimethoxy-phenyl)-
~ T\ dimethoxy-phenyl)- amino]-thiazole-5-
amino]-thiazole-5- carboxylic acid and
S/ carboxylic acid ethyl- ethylmethylamine

methyl-amide




benz

oyl )-(3, 4-

di met hoxy- phenyl ) -

woehisazgise- 5-

(3, 4-di net hoxy- phenyl )
-t hi azol e- 5-
carboxylic acid and carboxylic aeC®EP2004/013517

am noj

am noj

et hyl - ethyl net hyl am ne met hylg; am deExpl. Structure
Systerratl c Name Synt heS| sed from MV No. found 130
=12, 4=Dbrechtoro- 4L}ILIIIUIUUHZO§/ — 508, 1
Baplsioy| ) Stractare (3, 4- duSrYettew@%yN@m ynthesised from: MW
dygrgt hoxy- phenyl ) -+ anmino] -thi azol e-b- ani no] found
-t hijazol e-5- carboxylic acid and carpoxylic acid
metnyl - metnyl-n-pr ropyl 3
21_,3@ Di chI oro-N-(3, 48%2 ?@r}ﬁ 1§ cbl or ?nkg%z% %l)oro—}o;%zoxl)- 508.1
FI m(a benz6i)43.di net hoxy [ pHAediydejhoxy-phenyl)-
5 0l
1-cal bo b dbRgRRn®; PeRahoEHRgol
- bEen apard] dhisgole-52 2 4 carbﬁpwlefraéldy\a:(ds 4-
2-[ ({2, 4- D¥chl or o- beEh?er! g Ml TRh&8F Y- PREFHin-
(3, 4 di net hoxy- phenyl Mlca nor phgl I he- 4- aﬂf% noj '
-t hijazol e-5- car bon?T%Pﬂ‘h‘in | -2-yl]|- carboxyl | c acid
and benzami de norpholine 133 2 4-Dichloro-N-{3;4- 2
Eissa44dDi chlhoro bchenzgwmrch@wm(mnet mg&,@behwréabhhzoyl)- 536.1
, oxy phen ) y
-t h| ﬁﬁ%‘%}é‘[’)ﬁy élée?]é’gnvl ) @)@aé%@qch henYlgl
and ﬁfﬁ p5-(3-hydivenzani de @ohiory-tigroled di ne
ég‘z‘ % [_( 4 Di chllor|grc2aide( RestbBhfi! RaPsAGRZRY drid 3-
thiazol-2-yl]-benzamide |hydroxypiperidine
132 1 2,4-Dichloro-N-(3,4- 2-[(2,4-Dichloro-benzoyl)-| 522.1
c.d( j/ﬂ\ dimethoxy-phenyl)-N- |(3,4-dimethoxy-phenyl)-
‘<\N J O [5-(morpholine-4- amino]-thiazole-5-
. carbonyl)-thiazol-2-yl]- |carboxylic acid and
4 benzamide morpholine
133 2,4-Dichloro-N-(3,4- 2-[(2,4-Dichloro-benzoyl)-| 550.2
o dimethoxy-phenyl)-N- |(3,4-dimethoxy-phenyl)-
Q‘(\]}/H\O\/ [5-(3-(R)-ethoxy- amino]-thiazole-5-
=4 pyrrolidine-1-carbonyl)- |carboxylic acid and 3-(R)-
thiazol-2-yl]-benzamide |ethoxy-pyrrolidine
134 1 2-[(2,4-Dichloro- 2-[(2,4-Dichloro-benzoyl)-| 552.2
c.‘d(° /( ™ |benzoyl)-(3,4- (3,4-dimethoxy-phenyl)-
‘%J/‘]jk— dimethoxy-phenyl)- amino]-thiazole-5-
. amino]-thiazole-5- carboxylic acid and tert-
7 carboxylic acid tert- butyl-(2-hydroxy-ethyl)-
butyl-(2-hydroxy-ethyl)- |amine
amide
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benzoyl)-(3,4- (3, 4-dinmethoxy-phenyl)-
di nmet hoxy- phenyl )- am no] -thiazol e-5- am noj

wothisazgise- 5- car boxylic acid and tertcarboxyl PCTaAPR@4/013517

tert- butyl-(2-hydroxy-ethyl)-g;.
but yl - ( 2- hydroxy et hyI) am ne am deEpr Structure

Systematic Name Symthesi sed from un
Bipl.| D chPEREURE [ 5- (2- SZStF{flﬂtlﬂI‘bfrtehl or o- ﬁ@ﬂ@ﬁ@‘?% .0 | MW
M\R).-|lcyano- pyrrolidine- 1- (3, 4-dinethoxy-phenyl) - found
carhonyl )-thiazol-2-yl] - am no]-thijzol e-5-

DASYI) < ponzan de 4AHACH9FS O Tl e EXAANbciggo-benzor)- 5310

2, 4-|D ( 4- ¢(R)eryonpipgmplilinkkI- %3¢ plimetilokptiphenyl)-c
?;bg $ @ é’a.lriénﬁ)e—ﬁﬁ%—g—eyl]o SLiMifors2.0 g
2- (4 { a]ﬁ'r(ﬁ'eﬁ) dirpgthowt e- 5- [caroEwia acid ad (R)-
1. 65 LI S pfee N Z Oltka bt dldEnand

3.2 m (235rmo|) NE£y in 30 m was stlrred at
toomtenperature far 2 h and evaporated to dryness.

The Tmtermediately buitt
2-[(2, 4-Di chl oro- benzoyl ) - (4- chl or o- phenyl ) - am no] -t hi
azol e-5- carboxylic acid was identified by M5 anal ysis
(me): 429.0(M+H +, 100% W t hout further
purification in the consecutive step. A m xture of 30
Ny {L10n1pFRN) (42chloro- hen 1)-N-[5-(pyrrolidine-1-carbonyl)-thiazol-2-yl]-
[(2,4-Dichl oro-benzoyl) 4 chI or,0- phenyl ) - am no] -t hi az
ol e- 5- car boxyl i c acid, 14 BeRrApid091 mol )
Car bonyl di m m dazol e and 12. 5ng (0.175 mol)
pyrrolidine in 1.2mM DMcwmas stirred at room
tenperature for 16 h,_The m(?fl ure waspdirectly

P

subjected to revers se LCapurl ication eluting

with an acetoni t¥iTa / (eld after
evapor ation of the product f'r‘ iofns 179 (53 % of
the title conmpound. M ( : 0 ( ~100%

Cl

A mixture of 2.0 g (7.8 mmol) 2-(4-Chloro-phenylamino)-thiazole-5-carboxylic acid,
1.65 ml (11.8 mmol) 2,4-Dichlorobenzoyl chloride and 3.27 ml (23.5 mmol) NEt; in 30
ml DCM was stirred at toom temperature for 2 h and evaporated to dryness. The
intermediately built 2-{(2,4-Dichloro-benzoyl)-(4-chloro-phenyl)-amino]-thiazole-5-
carboxylic acid was identified by MS analysis (m/e): 429.0(M+H", 100%) and used
without further purification in the consecutive step. A mixture of 30 mg (0.07 mmol) 2-
[(2,4-Dichloro-benzoyl)-(4-chloro-phenyl)-amino]-thiazole-5-carboxylic acid, 14.8 mg
(0.091 mmol) Carbonyldimimidazole and 12.5 mg (0.175 mmol) pyrrolidine in 1.2 ml
DME was stirred at room temperature for 16 h. The mixture was directly subjected to
reversed phase HPLC purification eluting with an acetonitrile / water gradient to yield
after evaporation of the product fractions 17.9 mg (53 %) of the title compound. MS
(m/e): 482.0 (MH", 100%)

According to the procedure described fort he synthesis of Example 136 further
derivatives have been synthesised from 2-[(4-Chloro-phenyl)-(2,4-dichloro-benzoyl)-




According to the procedure described fort he synthesis

of Exanple 136 further derivatives have been

weynishesissed from PCT/EP2004/013517
2-[(4-Cnl oro-phenyl)- (2, 4- di chfor o- benzoyl ) - am no] - t hi
azol e- 5- carboxyllc aci avarious comercially

%%%‘I L%ﬁghﬁ)l@-? 'i]éjac‘f’d)m V3 RubRle ?cﬁalﬂy%zfaﬂab@(ﬂﬂﬁ'eﬁand
n cas nmpl e 143 addi t'i onal

BB AR 1 BRMBleGabHp S SHBP LS At Hghally 2 g
ﬁgg Q'&gé &Hﬂq g%? %Séﬁ%g r@%ﬁ%g 3{1 4 le Q&lﬂ@ﬁ)ﬁfdcﬁjondm%k%ﬁls starting

s have been prepared in
materielgy to the process described in Exanple 136: Expl.

Structure Systematic Nane Synthesised from MV No.
found 137 2-[(4-Chloro- qﬁg@%k%13a4gg4 Chl or o- phenyl ) -
511.0 (2, 4-di chl or o- benZoy |chloro benzoyl)

am ng] -t hi azol e- 5-

Bheellpying-cogponadsyhave bse areaﬁra joa

E}EE

an1no -thla ol e-

(f hi_onor nhnl i

gD
Qe Riperi dine 138 2, 4-Di chl oro- N- (4-
2-[ ("4- Chl or o- phenyl ) -
(2,4-dichl oro-henzoyl)-

car lic aci

513 9 chl oro-phenyl)-N-[5-

e-4-am-noj

process described in

-Exbl. az0l Grfrcngar bony! ) swteﬁz@& Namel ] | cayhdxsibidfrani d | MW
d penzam de t hi onprpholine 139 2-[(4-Chl oro-
rhényl)- 2-[(4- Chloro phenyl) 497.9 found
(2—4di-chl-oro—benzoy {(Z24—dt-eht-ororbenzoy
ammp] - t hi azol e- 5- anh Mﬂemkplmyﬂl)e 542- &(dr@ﬁlmw-pbera&) d |511.0
ﬁf B%’ é@%éylll 8 g?% ? Zfﬁ)%q rgﬁlg%lzﬁﬂﬁpyl (2,43@HBro-benzoyl)-
D-1 ( )aml sthipzple- % i ch|aé$i@9&ré1ﬁiz%g}?-)’5:
fhﬁaglolcggro benZPhdboxyid dord pipfidaOl| @rtSoxyBehd@hnd 1-
I-ylamide amino-piperidine
138 2,4-Dichloro-N-(4- 2-[(4-Chloro-phenyl)- | 513.9
. \dl\(o chloro-phenyl)-N-[5- (2,4-dichloro-benzoyl)-
~<\NJ/D\Q (thiomorpholine-4- amino]-thiazole-5-
d carbonyl)-thiazol-2-yl]-  |carboxylic acid and
’ benzamide thiomorpholine
139 2-[(4-Chloro-phenyl)- 2-[(4-Chloro-phenyl)- | 497.9
(2,4-dichloro-benzoyl)-  |(2,4-dichloro-benzoyl)-
amino]-thiazole-5- amino]-thiazole-5-
carboxylic acid ethyl- carboxylic acid and ethyl-
propyl-amide n-propylamine
140 2-[(4-Chloro-phenyl)- 2-[(4-Chloro-phenyl)- 543.9
. ‘d;( | (2,4-dichloro-benzoyl)-  |(2,4-dichloro-benzoyl)-
—%j/ﬁ\(:/\ amino|-thiazole-5- amino]-thiazole-5-
d ‘ carboxylic acid bis-(2- carboxylic acid and bis-
methoxy-ethyl)-amide (2-methoxy-ethyl)-amine




car boxylic acid bis-(2-
bi smet hoxy-
woanisragispl .
from MN No.
2-[(4-Chl oro- phenyl)

et hyl)

carboxylic acid and

-am de (2-net hoxy-ethyl)

Structure Systematic Nane Synt hesPEEP2004/013517
found 141 2, 4- Di_ghl.oro- N-(4-

494 8 chl oro- phenyl) - N-[5 (2-

%’Fﬁ =drchtoro-benz - methyl - pyrrofj
o] - t Riradsree- 5- car %ﬁ#ﬁ’l“)uctlﬂﬁlﬁ%ol y$ thesised from: MW
o&d.hoxylic acid and 2- benzam de net hyI pyrrolidine 142 |found
2-[ (14- Chl or o- phenylj) - 2-[(4-Chl oro-phenyl)- 470.0
( -di chloro- benzc 2 hIoro 14R0]
]%Pu azol e 5- am no]{™ %C@'?%ﬁgﬂ car bp @?@(%9& %h%m’lg' 494.8
et hyll- oXYyli C Adﬂdroapﬁmbnmﬁtmﬂﬁ (@i f34-dichloro-benzoyl)-
et hy phe ) = -
R ende ot G-l o
(2, 4- di ¢hVor o- benzc%rbon}éhﬂ}ﬁwl ﬁﬁ]azo Cé"-b!S’X}’léaﬁﬁCHga d 2-
]-thi azol e-5- car bagadhmi@ci d et hoxy m&hylbaxlidige aci d
and (O Nmet hyl - am de di net hyl - hydr oxy| am ne
hydriochl ori de 144 2, 4-Di chl oro- N- (4- 7-
[.(4-1Chl or o- phenyl ) r heny (
(]%,%4- di ch} or o- benzczﬁ#lcgk% & I%flﬁ E)élr\%}{zlléro éhefyl) 4700
ami ng - thi azgl e- &4dmhh§ﬂ;heﬁzQﬂh) az :(l2 Axdighlpro-benzoyl)-
car bjox c\agt Il}j ztﬁ{'&gl@ sret hyl qmgg[, %%16145
2-[(B-Cn Egu e Iﬁﬁﬂ g?ﬁloro phe é ZP 484
(2, 4 di chlsr o- b_enzo??lj)gx}(h.? agid £t or o]B f)ad%ﬂ‘ﬁ noj
- t hijazoke- 5- am no]|metipi-azalie- 5- ethylmethylamme
143 | 2-[(4-Chloro-phenyl)- 2-[(4-Chloro-phenyl)- 472.0
d(o (2,4-dichloro-benzoyl)-  |(2,4-dichloro-benzoyl)-
-QJJ\T/ amino]-thiazole-5- amino]-thiazole-5-
Q 7 carboxylic acid methoxy- |carboxylic acid and O,N-
methyl-amide dimethyl-hydroxylamine
hydrochloride
144 2,4-Dichloro-N-(4- 2-[(4-Chloro-phenyl)- 511.0
\d( chloro-phenyl)-N-[5-(4- |(2,4-dichloro-benzoyl)-
~<\j/ﬂ\ N methyl-piperazine-1- amino]-thiazole-5-
@ carbonyl)-thiazol-2-yl]-  |carboxylic acid and N-
benzamide methylpiperazine
145 2-[(4-Chloro-phenyl)- 2-[(4-Chloro-phenyl)- 484.0
. \d( J/ (2,4-dichloro-benzoyl)-  |(2,4-dichloro-benzoyl)-
-{j/l“( amino]-thiazole-5- amino]-thiazole-5-
ﬁ carboxylic acid methyl-  |carboxylic acid and
) propyl-amide methyl-n-propylamine
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carboxylic acid nethyl- carboxylic acid and propyl -
am de net hyl - n-propyl am neExpl . Structure Systematic

wolans/0Ssast hesi sed from MV No. found 146 PCT/EP2004/013517

2,4-Dichloro-N-(4- 2-[(4-Chlarg-phenyl)- 526.0
chloro phenyl) N-[5- (3~ (2, 4-dichl oro-benzoyl) - ci /

((R=ethoxy~ pylrLIiOIne ——amnoj - nlazo €- b-
E&l?lbonyl Stragfuge ol - 2- y| PYStemrtfoNgEC aki dOEHpesised from: Mw
hegzanlde (R) - et hoXy-pyrrolidine Exanple 147 2 found

chIoro-N—[4-(pyrroIidine-I-carbonyI)thiazoIe 2-vyl]

ﬂg§(4 trlfluoronethgﬁ&@ﬁﬁﬂ%$quﬁenzaw dﬁ4%&ﬂ% mewﬁf 526.0

0.52 |
2-[ (]2 IT%}4('di chl [‘)ang- %Jedzlo;d phénd)t Nk [BHAor (tA@tdiddyprbenzbyl)-
-amfi Is s 4- 5 : af310]
am G, ﬁ@éﬁf @%} é)é}t b%@%ﬂe—l errﬁho](—ﬁugzglm )

pyrrollgig 110 .
|j* -lcarboényl di i ni ddgabenylivtiigzohi2-Wl-c h|carhsmdicasibandad

uiwedfm.mlwmb&ﬁmﬁ@maaune(M@mmﬁwm%mm
pouried onto 0.5 N hydrochloric acid and extracted wth

di ch| or onet hane. Orjgani ¢ phases were pool ed, washed

with water and brine and dried with MgSq 4. Vol atil es
were renoved in vacuo and the residue was purified by
silica gel chromatography g-h? @nel/ethyl acetate

1:1)to yield 182ng (65% | e conpound as
colorless solid.Ms (nfe): 530.0 (Mt Accordlng to the

pr ogelichlorol@é-¢4-(jyarcblidime-1 frarbonpl) thégpks- 1] B-dAptiBuoromethoxy-
147furt her derivatives h hesi zed from

2-[ (2-chl oro-benzoyl) - (E ?ﬂfﬁgﬁgﬁ%ﬁithoxyphenyl)

am no] -thiazol e-4-carboxylic acid,
2-[(2-chl oro-4-fl uorobenzoyl ) &
4-trifluoromet hoxyphenyl)-am no]j -
acid, 2-[(2,4- 0
di chl or o- benzoyl ) - (4-tri nuor ongt hoXxyphenyl ) -am no] -t hi

azol e-4-carboxylic acid apd s
Ay Chl - met hoxy- phenyl ) -
aci i Zh various

2-[ (2, 4-di chl or o- bengoyl

am no] - t hi azol e- £4~gAr bo
commercially avail 8 Aes an Exanpl es
148- Exanple 160 fel ow. Exanples 148 foll owi ng

conpounds have been prepared in an
described in

he process

A mixture of 250 mg (0.52 mmol) 2-[(2,4-dichloro-benzoyl)-(4-trifluoromethoxy-
phenyl)-amino]-thiazole-4-carboxylic acid, 57 pL (0.68 mmol) pyrrolidine and 110 mg
(0.68 mmol) 1,1’-carbonyldiimidazole in 10 mL dichloromethane was stirred for 16 h at
room temperature. The mixture was poured onto 0.5 N hydrochloric acid and extracted
with dichloromethane. Organic phases were pooled, washed with water and brine and
dried with MgSOy. Volatiles were removed i vacuo and the residue was purified by silica
gel chromatography (n-heptane/ethyl acetate 1:1) to yield 182 mg (65%) of the title
compound as colorless solid. MS (m/e): 530.0 (MH™)

According to the procedure described for the synthesis of Example 147 further
derivatives have been synthesized from 2-[(2-chloro-benzoyl)-(4-
trifluoromethoxyphenyl)-amino]-thiazole-4-carboxylic acid, 2-[(2-chloro-4-fluoro-
benzoyl)-(4-trifluoromethoxyphenyl)-amino]-thiazole-4-carboxylic acid, 2-[(2,4-
dichloro-benzoyl)-(4-trifluoromethoxyphenyl)-amino]-thiazole-4-carboxylic acid and 2-
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149 i 2-[(2-Chloro-benzoyl)- |2-[(2-Chloro-benzoyl)-(4- | 484.3
°ﬁj© (4-trifluoromethoxy- trifluoromethoxyphenyl)- |(MHY)
D/N\r/ phenyl)-amino]- amino]-thiazole-4-
"& , |thiazole-4-carboxylic carboxylic acid and N-
° acid ethyl-methyl-amide |ethylmethylamine
150 ) i 2-[(2,4-Dichloro- 2-[(2,4-Dichloro-benzoyl)-| 518.1
ﬁ benzoyl)-(4- (4- (MH?")
.= /©/NTS trifluoromethoxy- trifluoromethoxyphenyl)-
?(o N\i" , |phenyl)-amino]- amino]-thiazole-4-
¢\ \thiazole-4-carboxylic carboxylic acid and N-
acid ethyl-methyl-amide |ethylmethylamine
151 o . |rac-2,4-Dichloro-N-[4- [2-[(2,4-Dichloro-benzoyl)-|544.2,
o (2-methyl-pyrrolidine-1-|(4- 546.2
) % Q/ "\N\(s h carbonyl)-thiazol-2-yl]- |trifluoromethoxyphenyl)- |(MH")
¢ \5\9 N-(4-trifluoromethoxy- |amino]-thiazole-4-
i phenyl)-benzamide carboxylic acid and rac-2-
methylpyrrolidine
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2,4-Dichloro-N-[4-

N | (3(R)-hydroxy-
. [ :rN\ﬁ‘> pyrrolidine-1-carbonyl)-
?éo &—C]\ thiazol-2-yl]-N-(4-
* [trifluoromethoxy-
phenyl)-benzamide

(4-
trifluoromethoxyphenyl)-
amino]-thiazole-4-
carboxylic acid and (R)-3-
hydroxy-pyrrolidine

2-[(2,4-Dichloro-benzoyl)-

546.1
(MH")
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2-Chloro-N-{4-(3(R)-

hydroxy-pyrrolidine-1-
carbonyl)-thiazol-2-yl]-
N-(4-trifluoromethoxy-

e
: Qr a

* iphenyl)-benzamide

2-[(2-Chloro-benzoyl)-(4-
trifluoromethoxyphenyl)-
amino]-thiazole-4-
carboxvylic acid and (R)-3-
hydroxy-pyrrolidine

512.2
(MH")
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Cl Cl

rac-2,4-Dichloro-N-{(4-
chloro-3-methoxy-

pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide

phenyl)-N-[4-(2-methyl-

(4-chloro-3-methoxy-
phenyl)-amino]-thiazole-
4-carboxylic acid and rac-
2-methylpyrrolidine

2-[(2,4-Dichloro-benzoyl)-

524.2
(MH")




t hi azol
trifluoronethoxy-

-2-yl1]- N (4-

am no]

oro-benzoyl) -
(4-chl oro- 3 nethoxy 512. 2

-thi azol e- 4-

arboxylic acid and (R)- 3-

woheosys§ssbenzam de hydr oxy- pyrrol i dine 158 |
2,4-Dichloro-N(4- 2-[(2, 4-
chl or o- 3- met hoxy-

510. 2,

PCT/EP2004/013517

phenyt)—N{tA4—phenyt)——ammoj—=thirazpte=—(ivHF)

Exylrir ol i Qtruetute 4- dar boRigmagicNamge and SYntheSISed from: Mw
adg. bonyl ) -thi azol -2-yl]- pyrrolidinel benzam de 159 found
2-[(j4- Chl oro-3- 2-[|(2,4-Di chloro-benzoyl)- 498.1

mernoxy- phenyt)-(2, ((4- chl_or o- hoxy-= )

SN of o bensoy] ) - ATRGIO)-EaRTaD L Pl e gpro- | 5300
-thijazol e- 4- car gloomm -bydrokgt and Nbengalboikyl i c acid [(MHY)
et hyjl - ethy t hyl y
2. 4- ED%C @/ (4- ?]écﬁﬁé ?)l caﬁlﬁgnryg tglﬁgorqrxgeth%hinyl)
chl oro-3-et h(( (:ﬂhlazﬂldrsd} -N-ffet hoxpmippHit)iazole-4-
phenyl ) - N-[4-T(R) >8y @k}% | M NO] | LR GROLGINEH QRY3-
pyrriolidi ne- 1- 4 cla T 0X %f%x) |d an{: X? &
car bonyl ) - t hi azol - 2Ppenyll-bazagicscy py | Y9Fo R arolidine
benziam deExanple 161 2 _4-Di chl oro-

N-5gd- chl or 9- 3- net ho&z;-.pnarbe;NJ‘@{ 4- ( poyf (2gl-Dibhiveroltbeazsylt)-| 510.2,
?8?/'8; Irqung"o 2-y! ]c}_ﬂolr)oe—g—zrggt]hg)%y—d A (T c)ﬁoroe.% rr];etlﬁo% M | 5122
2- (2 r o- bejphayil)-Nc#-chl or o- pheeyhexyipbkthidzole- |(MHY)
anino] net -t hi rboxyli ¢
(1.2 oty pRLAdtE] o (o g%bg’%’ljc%d%d
| r- calVBonyI d i z:@ﬂb@nVlﬁ-ﬂll’leQl’rz @Yé’f’@ﬁé‘%%ane was
stirred for 16 h atb%ggﬁhggnperature The m xture was
poured onto 0.5 N hydrochloric acid and
159 ) * 12-[(4-Chloro-3- 2-[(2,4-Dichloro-benzoyl)-| 498.1
methoxy-phenyl)-(2,4- |(4-chloro-3-methoxy- (MH™")
N\fs y dichloro-benzoyl)- phenyl)-amino]-thiazole-
N\g\ , |amino]-thiazole-4- 4-carboxylic acid and N-
- o carboxylic acid ethyl-  |ethylmethylamine
methyl-amide
160 . . 2,4-Dichloro-N-(4- 2-[(2,4-Dichloro-benzoyl)-| 526.1
oﬁ chloro-3-methoxy- (4-chloro-3-methoxy- (MH*)
NTS phenyl)-N-[4-((R)-3-  |phenyl)-amino]-thiazole-
/Q/ N\i‘ O,on hydroxy-pyrrolidine-1- |4-carboxylic acid and (R)-
- ¢ carbonyl)-thiazol-2-yl]- |3-hyroxypyrrolidine
benzamide




5

10

15

extracted wth dichl oronethane. Organic phases were
pool ed, washed with water and brine and dried with

woOnBBaDH589¢0l ati | es were renoved in vacuo and t heCTEP2@WE13517

was purified by silica gel chrgqatography

(n-heptane/ ethyl acetate 1:1) to yield 270 ng (60% of
the title conpound as col gil, E%ﬁzﬁﬁ|ld %) (nie)

524.1, 526.1 (MH) According e procedure
described for the synthesis of Exanp

det-Dighlpxee N-threblopedrmeharnehsnyboNs 4 i;(leplyrrolldme-l carbonyl)th1azole-

2-[(2, 4-di chl oro- benzoylkjgﬂb@RhQQQES nmet hoxyphenyl ) -
am no] -5-nethyl -thiazol e-'4-carboxylic acid wth

vari ous commercially avail abl e anlnes and conpri se
Exanpl es 162- Exanple 165 b& anpl es 162- 165 The
foll ow ng conpounds have been ared in analogy to
the process described in EXxagp 1. Expl. Structure
Systemati ¢ Nanme Synt hesi sed ‘ron1 MA No. found 162
2,4-Dichloro-N(4- 2-(4-¢ IoN 3-gret hoxy- 540. 2
chloro 3- et hoxy- phe no) p thyl - (M)
phenyl ) - N-[ 5- met hyl - azol -4/carboxyllc acid
(ror phol i ne-4- and %Drph l'ine -
carbonyl )-thiazol -2-yl] 5 benzam
2,4-Dichl oro-N-(4- 2- ('4/Chloro 3-gtet hoxy- 540. 2
chl or o- 3- met hoxy- phenyl ani no )-5-net hyl - (MH)

h b . d
%Vggﬁf%(%% Qgé(aﬁﬁémnﬁp2ﬁig4(%éﬂé%hy%é%ﬂb%%%ﬁ%ﬁyp?ndhoxy
ghswﬂmﬂmnoqw %ﬁ'tﬁ tlﬁ@zdl@%%&éﬂoxﬁ%d/ddd beg Ear(n OB mkhdl) pyrrolidine

or 0- 3- - 3- met hox
%‘5 &&Wﬁﬁéﬁﬂl}lob 4, Mﬁa@QQﬂﬁlwaﬁ@lﬁJ%l%@}lr@lphlometbane was stirred
ol pﬁ&o@ﬁﬂéﬁ’%@a’cuﬂé hiezalxed wad hBeve ldnfo @6 NihydYbthloric acid and

am no] -5-nethyl- and 2-(tert-
extracted with dichloromethane. Organic phases were pooled, washed with water and

brine and dried with MgSO4. Volatiles were removed in vacuo and the residue was
purified by silica gel chromatography (n-heptane/ethyl acetate 1:1) to yield 270 mg
(60%) of the title compound as colorless solid. MS (m/e): 524.1, 526.1 (MH")

According to the procedure described for the synthesis of Example 161 further
derivatives have been synthesized from 2-[(2,4-dichloro-benzoyl)-(4-chloro-3-methoxy-
phenyl)-amino]-5-methyl-thiazole-4-carboxylic acid with various commercially available

amines and comprise Examples 162 - Example 165 below.

Examples 162-165

The following compounds have been prepared in analogy to the process described in

Example 161:



- thiazol e-4-carboxylic butylam no )ethanol
2-tert-butyl am noet hyl

ester

aci d

CL 165 X

woasds88sDi chl or o- N- (4- 2- (4~Chl or o- 3- net hoxy- PEBEP204/013517

chloro -3-nethoxy- phenyl am nogg - 5- met hyl -

phenyl) - N-[ 5-net hyl -

Z o oA

540. 2

- thiazol e-4-carboxylic acid

VR (2= methyt= pyrrOI | dimne- |- and )
sl - rretSEf)}“ICEHF bony ) -SHstmessiNog | 11 pyPPghesitedom: | MW
kesizlam deGal eni cal |[Exanpl es Exanple A Fil m coated found
tabllets containing [fhe follow ng ingfedi ents can be
ufactured In a c V. nnet edients Per
tabllet Kere Tonp 3 1§1c§.}or?g$r§ga 2)(41 g "5 t%(? >40.2
M crlocrys. ne cefchlot@8endBofy-ny 4p}&nyﬂgan)ti}mthyl- (MHY)
hydrious_60Q, Osmg 70. 0 gl
Sodi u ar yco a?% ngg &@%}Iﬁg til}%/lgg %s%ag}r)n&g;gc acid
st eafe H 14 Vi ght anﬂzeomh@h%o 0 ny
Fi | m Cgat Hy, r'&Ly"pr‘C%_\éhl lgydl ZCﬁJ Ul ose 3.5 nmg 7.0
nmg Pol yet hyl ene gl yol % 1i6ng Talc 1.3ny
2.6 ng |ron oxide (y&ft OSrrglbijitandioxide
0.8 hg-1.-6ny
163 C c, o 2,4-Dichloro-N-(4- 2-(4-Chloro-3-methoxy- | 540.2
chloro-3-methoxy- phenylamino)-5-methyl- |[(MH?")
“\(5/ phenyl)-N-[4-((R)-3- |thiazole-4-carboxylic acid '
/Q/ N\;\//\L hydroxy-pyrrolidine-1- |and (R)-3-hydroxy-
- ° on (Carbonyl)-5-methyl- pyrrolidine
thiazol-2-yl]-benzamide
164 o o 2-[(4-Chloro-3- 2-(4-Chloro-3-methoxy- |570.2,
°ﬁj©/ methoxy-phenyl)-(2,4- |phenylamino)-5-methyl- | 571.9
D, dichloro-benzoyl)- thiazole-4-carboxylic acid |(MH?)
al XY
o ¢ \\\ amino]-5-methyl- and 2-(tert-
" *é thiazole-4-carboxylic ~ |butylamino)ethanol
acid 2-tert-butylamino-
ethyl ester
165 ° o rac-2,4-Dichloro-N-(4- |2-(4-Chloro-3-methoxy- |538.2,
°§:©/ chloro-3-methoxy- phenylamino)-5-methyl- | 540.2
N\fs ) phenyl)-N-[5-methyl-4- |thiazole-4-carboxylic acid |(MH")
o N\; (2-methyl-pyrrolidine-1- |and rac-2-methyl-
- ° p carbonyl)-thiazol-2-yl]- |pyrrolidine
benzamide




The active ingredient is sieved and m xed with
m crocrystalline cellulose and the m xture is
wanreoswsstsed with a sol ution of pol yvi nyl pyrrol pdome200m013517

water. The granulate is m xed_gyhth sodium starch

gl ycol at e and magnesi um stearate and conpressed to
yield kernels of 120 or 3pdibWrkgapretively. The

kernels are lacquered with an aq. solution /
suspensi on of the above nentioned fil mcoat. Exanple B

containing the follow ng ingredients can be
manuf actured in a conventional manner: |ngredients Per
C apsPﬂl% ERFRUBIELs 8nthiRidEtha fc(llo)mﬂ@m%rda&nkﬁﬁh%‘é@nanufactured ina
Ony I\/alze starch 20.0 ng Talc 5.0 ng T
é@ﬁ’ﬁ@ﬁ‘é‘%ﬁ aFnersi eved and mixed and fill ed | nto
capsul es of size 2. Exanple C Injection solutions can
ve the foll ow ng conposition: Conmpound of f I

Ia[ Pol yet hyl ene gl ycol 400 150. Orrg aci d
q s. ad pH 5.0 Water for injection solutions ad 1.0m
TH€eraek i ve ingredient is dissolved in a nixture of

Po&(yrﬁhggl(llgfggfous egb400 and water for injecti@Rar he.0 mg

to 5.0by addition of acetjic acid.
TerqrmrM#eﬂmg%l Hjlessted to 1.0m by addition Of Pge 43-0mg

rqgcq;galh @yaynt of water. The solution is fido®fgd, 70.0mg
vials using an appropriate over and
st Vl ‘?r’fg@ Ydaims 1. Conpounds of formula (I eSH" R0 M8

C S:B)dﬁlm stareh glycolate 12.5mg 17.0 mg
Magnesium stearate 1.5 mg 4.5 mg
(Kernel Weight) 120.0 mg  350.0 mg
Film Coat:

Hydroxypropyl methyl cellulose 3.5mg 7.0 mg
Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc 1.3 mg 2.6 mg
Iron oxide (yellow) 0.8 mg 1.6 mg
Titan dioxide 0.8 mg 1.6 mg

The active ingredient is sieved and mixed with microcrystalline cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidone in water. The granulate is
mixed with sodium starch glycolate and magnesium stearate and compressed to yield
kernels of 120 or 350 mg respectively. The kernels are lacquered with an aq. solution /

10 suspension of the above mentioned film coat.
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R (1) wherein RL is |ower alkoxy, |ower
al kyl am no-1 ower al koxy, or -N(Ra)Rb; Ra is hydrogen,
woOawsrosgiskyl , car banoyl -1 ower al kyl, hydr oxy- | BGEEP2004/013517
al kyl, di-hydroxy |ower alKkyl,gj ower alkinyl, |ower
al koxy, | ower al koxy-I ower alk;l, di -1 ower al kyl
E%@ gl gwer al kyl, cycloalkyl; or Ra is phenyl-I| ower
a 3% resi due, wherein the phenyl noiety may
optionally be nono-, di- or tri-substituted, )
i ndeprnsdieh eontainiig therlfovankipgredienierandepanyifastured in a
Daloasha QanRa.is a 5- or 6-menbered heteroaromatic
ring containing one or two nitrogen atonms in the ring,
with the said heteroaromatic ring being attached to
t hgorediemisnder of the nol ecul e by | ower al kyl ene; ofPeReapsule
is ab-, 6- or 7-nmenbered saturated heterocyclic ring
o longptaindyfdemb@i fi)ng one or two het er oat ons sel ect e2b.0 mg
fromnitrogen, oxygen and sulfur, said heterocyclicéSQOmg

ring being optionally nmono-, di-, or tri-substitute
i Mapesiasht |y, by |ower alkyl: R is hydrogen, |ower 20.0mg
ahkyl or lower al koxy-lower alkyl; or Ra and Rb 5.0 mg

together with the nitrogen atomto which they are
attached forma 4-, 5- or 6- red saturated, or
Threarpenead Hesierukind meed ?ﬂ%ﬁﬁ%ﬁiﬂmﬂpﬁvesc%ﬁﬂza@m ng a
further heteroatom selected fromnitrogen, oxygen and

sul fur, said heterocyclic ring being optionally nono-,
di-, or_ tri-substituted, independently, by |ower
Eﬁ%&?@ﬁ&droxy, hydr oxy-1 ower al kyl, |ower al koxy,

| oner al koxy-Iower al kyl, cyano, hal ogen, phenyl and/

or bpfjédion sRitiosis BythageRe Rllowkgebmpbkiiba: R3 is phenyl
nmono-, di- or tri-substituted, independently, by |ower

al koxy, hal ogen or perfluoro-|ower al koxy; andR4 is a
mulwapyelncoffoomatai(E) ri ng optional ly containing one or3.0mg
t i e in the ring, said ring being nongsg
dﬁgﬂ%¥ﬁﬁ§§éékég?@¥uted, i ndependently, by | ower 150.0 mg
alAasiig acilal ogen or perfluoro-|ower al koxy: or a s adpHS5.0

PhgLiResUhjceRbl YolgGsRPt abl e salt thereof. 2. Conpourdd.0 ml
according to claim1, wherein RL is -N(Ra)R and Ra and

' R ar ep@gctive ingredient is dissolved in a mixture of Polyethylene glycol 400 and water
for injection (part). The pH is adjusted to 5.0 by addition of acetic acid. The volume is
adjusted to 1.0 ml by addition of the residual amount of water. The solution is filtered,

filled into vials using an appropriate overage and sterilized.
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defi ned above. 3. Conpounds according to any of clains
1to 2, wherein Ra is hydrogen, |ower alkyl,

woanisasesgl - | ower al kyl, hydroxy-1| ower al kyl, deengpaeaipi3st7

| ower al kyl,lower alkinyl, |owy_ alkoxy, |ower

al koxy-1 ower al kyl, di-lower alkyl am no-I|ower alkyl

or cycl oal kyl . 4. Cbnpoundsgggﬁﬁrding to any of clains

1to 2, wherein Ra is a phenyl-Tower alkyl residue,

wherein the phenyl noiety may optionally be mono-, di-

or tr| substltuted ependently, by |ower alkyl,
C@NMEW@ et fox F%%% 5. Conpounds accordi ng to any

of clains 1 to 2, wherein Ra is a 5 or 6-menbered

het eroaromatic ring containing on€jor two nitrogen

atons in the ring, mnthfthe eroaromatic ring

bei ng attached to t he rena e nmol ecul e by

| ower al kyl ene. aégje ording to any of

clains 1 to 2, mher

of t

IS §5R6 or 7- nenbered
sat ur at ed heterocycllc rigy optionally containipg one
or two heteroatons selected fromnitrogen, oxygen and
sul fur, said heterocyclic ring being optionally nono-,
ghafupr tri-substituted, independently, by |ower

al kyl. 7. Conpounds accordlng to any of clainms 1 to 6,

wh R hyd I d
ccoRub el BRECHaTRD oy ke Pt ﬁﬂgﬁﬂﬁ»ﬂd%

are |ndependently | ower al koxy-1ower al kyl. 9.
ConpRrun Cﬂﬁdﬂf.‘g‘éﬁl 1divegalky, @ityanodyl-dbwadrratkyl, hydréxy lmﬁvelraé]mh, di-hydroxy

g?\@rg E&‘%’(g% 41%?% lﬁwﬁp"ﬁ{%xy’ j(“s,'?}eré‘)]%g tom ﬁcg bt a ed o?lyammo_

IReablgR tpdodigfiesrocycl ic ring optlonally containing a
further heteroatom selected fromnitrogen, oxygen and

S U| f RF is phehdl- lb%ﬁﬁlhﬂ)tedldhﬁ‘e wheagiheie Ip@em)ﬂummalalrh%f apticoally be
o[, trisu
FRFRood: OH{FP R g ﬁ‘éﬂe}z@?fﬁﬁyg% s Wy ol dPHatogens or

‘i‘loko ¥ l O\Qﬁ;{i Ssallg]gﬁqbfzbel%ﬁxﬁpelrgar 8gf1ng| ggt%{]r}{&g ?ﬁe cgret%ﬂitrogen
ﬂﬁﬁﬁﬁhﬁh&ﬁng Swilty dfngﬁlrhe&trbaOhﬁdic tring thlein g créta bloed tatlymestainder of
the 4 tLon o he central thiazole ring.11.
éﬁﬁﬁBﬁﬁ@§%ﬁé@%?H%ﬂ’I?DO%ny of C|glﬁB 1to|9g wherein R2

5 NGRS RS PR TR L BT og one

@mhaéﬁoawﬁosaﬂm@i fr@matitrogeh, cx;gemndmﬁms,ammt@pnychermg

lb%m% op%%g Ily rrn?)glo léh— or tri-substituted, independently, by lower alkyl;

R is hydrogen, lower alkyl or lower alkoxy-lower alkyl; or

R® and R® together with the nitrogen atom to which they are attached form a 4-, 5-
or 6-membered saturated or unsaturated heterocyclic ring optionally containing a further
heteroatom selected from nitrogen, oxygen and sulfur, said heterocyclic ring being
optionally mono-, di-, or tri-substituted, independently, by lower alkyl, hydroxy,
hydroxy-lower alkyl, lower alkoxy, lower alkoxy-lower alkyl, cyano, halogen, phenyl
and/or benzyl;

R? is hydrogen or lower alkyl;

R® is phenyl mono-, di- or tri-substituted, independently, by lower alkoxy, halogen

or perfluoro-lower alkoxy; and



nono- substituted with hal ogen or with perfl uoro-I| ower
al koxy. 13. Conpounds according to any of clains 1lto

wa2posivssssin R3 is a phenyl residue di-substituPem/EP2004/013517
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i ndependent |y, by hal ogen or Lgp@r al koxy. 14.
Compounds according to any of claims 1to 13, wherein R4

' S PY¥ {53, riuu?@%zrch{@r bRk ¢ dﬁ%t Pﬁf)ﬁ‘:ﬂw oonfﬁ'?rﬂﬁ Qé or two nitrogen atoms

- substi epen OWBT oxy,
hﬁﬂhogmg, wid hipg peing maico- diovet- wb&@we 3 ep%?ﬁ’a‘l&l&irhi’éower alkoxy,

\Aﬁgg{]nd&ggerh‘gm%n%gg{ an;!))g; ms 1to 13,wherein R is phenyl

nono- tri-substituted, independently,
by | ower al koxy, halogen or perfluorolomer al koxy. 16.
Conpouaghameseridialy aecspiahle salt tharegfns 1t o 15, sel ect ed
fromthe group consisting of: 2-

2,4-dichloro-b I 4- di hoxy - - ami
2 o on s oozt of i ST RORH A B e
defifedt dlver o- benzoyl ) - (3, 4- di met hoxy- phenyl ) - ami no] -th
i azol e- 4-carboxy|ic acid et hyl ester,

2 0 ChRn g Lol o0 B el N A+ TREPROI 198rferk dower
allgt, 4anbhhwb1qm nm ydrony-HyvesniaBivb dibridroyy Jovesrialkwh lavear alkinyl,

e ,
R e

ar bonyl) -t hi azol ben n]de
[ (4- éhFBPBOBR mﬂcyrd%@é .39 Oh B {,gﬁzz SheseinRi jigphenyl-lower alkyl
Tédid 187 Aherefn tRrphexylimeiegaha optlonally be mono-, di- or tri-substituted,

%n??ﬁggﬁﬁ%f%?kQ%QE@hg(%%Ea%P¥#oﬁﬂ%%§yl) ani no] - t hi azo

e-4-carboxylic acid (2-
di WEt5h9bH¥lﬂ0nOdmd¢9td)mg1@t4W lof ghgirae] 10 2 vdeesip Br i a 5- or 6-membered

ge??ﬁogtaﬁﬁkﬁlg C}Snﬁlmng one or two nitrogen atoms in the ring, with the said

ho
e}e_r@@ﬁggtﬁhp dEg belng alttre]u(:ehe%l to the remamdetr rc])lf alze(%rllolecule by lower alkylene.

2-[(2, 4-di chl oro-benzoyl) - (3, 4- di met hoxy- phenyl ) - am no
] - t hiazehgoAmdandeoxdihg & ayiof clires hyd Amildeein R* is a 5-, 6- or 7-

membered saturated heterocyclic ring optionally containing one or two heteroatoms
selected from nitrogen, oxygen and sulfur, said heterocyclic ring being optionally mono-,

di-, or tri-substituted, independently, by lower alkyl.

7. Compounds according to any of claims 1 to 6, wherein R is hydrogen or lower
alkyl.

8. Compounds according to any of claims 1 to 2, wherein R* and R® are

independently lower alkoxy-lower alkyl.

9. Compounds according to any of claims 1 to 2, wherein R* and R together with
the nitrogen atom to which they are attached form a 4-, 5- or 6-membered saturated or
unsaturated heterocyclic ring optionally containing a further heteroatom selected from
nitrogen, oxygen and sulfur, said heterocyclic ring being optionally mono-, di-, or tri-
substituted, independently, by lower alkyl, hydroxy, hydroxy-lower alkyl, lower alkoxy,
lower alkoxy-lower alkyl, cyano, halogen, phenyl or benzyl.

10. Compounds according to any of claims 1 to 9, wherein R?is hydrogen attached

to the carbon atom at the 4-position of the central thiazole ring.
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2-[(2, 4-di chl oro-benzoyl ) - (3, 4-di met hoxy- phenyl ) - am no
] -thiazol e-4-carboxylic acid benzyl am de,

wa 2do5¢hsgdsl or o- N- ( 3, 4- di net hoxy- phenyl ) - N-[ 4- ( ppCT/@P2@i013517

e-1 -carbonyl)-thiazol-2- yl]- bﬁ@zam' de, 2-[(2
4-di chl or o- benzoyl ) - (3, 4- di net hoxy- phenyl )-am no]-thia

; °|[ (e]é144@§15?§f%{1éo a&kc)e n Zlq%/tl‘E)ya‘flbr%lP % samocbe wherem R?is hydrogen or lower

Jlkyl mtaghﬂdéozlh@ggrb@tygfqomatg £ pos1t10n of t e cen ra T az(?)le %rrrllg-no
(2 di met hyl am no- et hyl ) - net hyl - am de,
2-[ (&, 4@6 hﬁapadasftz@g/{o)m@%féhﬁnmtmmwhmmi 5 -a piiema residue

@_OtPgI?a tgf%‘ﬁ@hﬁ%?g‘in C(ré"’ B‘fr ?Iﬁ’o@(\’ %en I‘l)?g]mdﬁo] -th

I azol e- 4-carboxylic acid benzyl am de
2 chLr Gohipoands aicastihgsoyaryyted nlﬁiryls Ntq 4L, pbyreioR] igiepbenyl residue

{@38&{1%%?%& gﬁéz?éom% w’ﬂéﬂo&g nmet hoxilkoxfzenyl )-am no]-th
| e-4- b li d I I
e A dck el e
ﬁt ﬂ:yfa%zb ﬁi@HoL G)r ac kubsBtfiéd) didepbedenyly,dryildeer alkoxy, halogen
brite g

D

et hyl - met hyl - am de,
2-[ ( 15 ¢ oot upide agdoy difg folani afivladms 1 e hs oxfeyeimAi idjhepHiwhich is
%10?1(02 dgih ?fr’l{rpg’ slt1'tlﬁia§‘QElgeﬂ$ﬁH$}}f - PPRARE Akbx@RkBEen or perfluoro-

or o- phen d|c [ of o- benzoyl) am noj -t hi
ovodralkoxgar boxyl ic acid methyl -propyl - am de, 2-
[ (4-chl oro-phenyl)- (2, 4-di chl oro- benzoyl ) - am no]
- t hi agolRmipiaide Q¥ digig &6 hitly ftditns propy,Iselactediom the group
2, 4-dj chl oro- N- (4-chl oro- phenyl) N-[ 4- (2- et hyl - pyrrol
|°8Pﬁglr1g Aar bonyl )- thiazol-2-yl] -benzani de,

| i di g ﬁ?l %85@%?&%'}’8 g‘lp(ﬁ} e¥ch}}fyl}l)'h[eﬁ§71§—%ﬁﬁﬂ&ljr-@?f%bféyl—'&ﬁboxylic

acid ethyl ester,

am no] t hi azol e- 4-car boxylic acid

2-[(2-chloro-benzoyl)-(3,4-dimethoxy-phenyl) -amino|-thiazole-4-carboxylic acid
ethyl ester,

2,4-dichloro-N-(4-chloro-phenyl)-N- [4-(morpholine-4-carbonyl)-thiazol-2-yl]-

benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
diethylamide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(pyrrolidine-1-carbonyl)-thiazol-2-yl]-

benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
(2-dimethylamino-ethyl)-methyl-amide,

2-[(2-chloro-benzoyl)-(4-chloro-phenyl)-amino] -thiazole-4-carboxylic acid (2-
dimethylamino-ethyl)-methyl-amide,
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thi azol -2-yl] -benzam de, 2-
[ (4-chl oro-phenyl)-(2, 4-di chl or o- benzoyl ) - am no]

wonhisaagise- 4- car boxyl i ¢ acid azepan- 1-yl am dePCT/EP2004/013517

2-[(4-chl oro-phenyl)- (2, 4-di chhgro- benzoyl ) -am no] -t hi
azol e-4-carboxylic acid nethyl -pentyl -am de,

2- [(ﬁ‘40d}&95 R rwh)métﬁoéy ?h&M)QNO[4b@1'ﬂ?r9Mb])nealnc£l‘an§rlbUth1azol -2-

azol €-4-carboxy |c acl d butyl -ret hyl -am
-ﬁﬂnﬁ@w@tﬂdlne | - carbonyl ) -thiazol -2-yl]-2,4-dichloro
-N- (4-chl oro- phenyl ) - benzam de,

2-[ (4 g.hcar &Ja%%&asyl “§3 4- &ilﬂnemoszy%h@l@ﬂ;@mhao aiapelk -4t Birboxylic

azol e- |'ic aci d di nethyiam de,  2-
gqxddmﬁm&rmq@henyl) (2, 4-di chl or o- benzoyl) ani no] - t hi az
ol e-4-carboxylic acid

(2-dp f‘ﬂﬂéﬂl&%@éa S 1 ]-thiazole-4-carboxylic
2,4- dﬁghloro- ¥ *%}o pheﬁaﬂkgﬁf?ﬁy%gnﬁiarogiﬁgthi? i

a@?bﬁ@ﬂd%W%@»lcarbonyl)- t hi azol - 2-yl] -benzami de,
2-[ (4-chl oro-phenyl)- (2, 4-di chl oro-benzoyl ) - am no] -t hi

azol e; 4%@1%&%&23 &dﬁﬁhﬁloﬁyﬁher{ y2)- e Mh @yrodiidtnel ) carboiydpthiazol-2-
2, 4-dichloro-N-(4-chloro enyl)-N-[4-(2-(S)-net hoxyne

hyhenpammidst i di ne- Icarbonyl)- t hi azol - 2-yl] -benzani de,
2-[ (4-chl oro-phenyl)- (2, 4-di chl oro-benzoyl ) - am no] -t hi
azol g-[42, @Qﬁ&ﬂ&@ bénza¢l) A4 3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
I-neth en I-prop )-am de, 2-
flfld beﬁP a;B‘H ﬁyl )- (2, 4-di chl or o- benzoyl ) - ani no]
-t bi azol e- 4-carboxylic acid

[ 2- (3,42 deIﬁﬂBﬂ%bcrﬁb?Ds(BMﬂﬁhﬁﬂidxyrphehwb—ammo ]-thiazole-4-carboxylic

hl 4-chl h )-N-[4-(4-nethyl-
PO A | e B RUr 2 y1 ] - benzam de.

2 4-di chl oro- N- (4- chloro phenyl ) - N-[ 4-(2- net hyl - pi peri
dl ne-zL He &&dﬁl}éh}—bérﬁoyhdel&dﬁ&eﬁhdwﬁﬂnnwmam;lo ]-thiazole-4-carboxylic

Sl Die.) - (2, 4-di chi oro-benzoyl ) -am no] - thi

nethyl (2- pyrldln 2-yl -ethyl)-am de,
2-[(2-chloro-benzoyl)-(3,4- d1methoxy—phenyl) -amino]-thiazole-4-carboxylic acid

benzylamide,

2-chloro-N-(3,4-dimethoxy-phenyl)-N-[4-(pyrrolidine-1-carbonyl)-thiazol-2-yl] -

benzamide,

2-[(2-chloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic acid
cyclohexylamide,

2-[(2-chloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic acid

3-fluoro-benzylamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
ethyl-methyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -thiazole-4-carboxylic acid
methyl-phenethyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -thiazole-4-carboxylic acid
methyl-propyl-amide,



2-[(4-chl oro-phenyl)- (2, 4-di chl oro-benzoyl ) - am no] -t hi
azol e-4-carboxylic acid ethyl- (2-pyridin-2-yl-

wetslosssam de, 2, 4-di chl oro-N- (4-chl or o- phenyPETAR2004/013517

10

15

20

25

[ 4- (4- phenyl - pi perazi ne- 1-carlgnyl)-thiazol -

2-yl]-benzam de,

2- c
2ol 2 G D oy
ethgl-Aropy ingdep- benzoyl ) -ami no] -t hi azol e-4-carboxylic
acid [2-(I H-i m dazol -4-yl) -ethyl]-amde, 2-

[ (4- Qllll cﬁE}ﬂ 4 }hlf)ﬁ) ﬂhgiyy—‘iﬂoﬂo(?bﬁ%?yb})ﬂﬁmm@]l-carbonyl)-
-t hi azo 4 car

I c”aci
(}Qazeﬂdrsﬂlrbﬁmmléﬁaopyl) met hyl - ami de,
2, 4-di chl oro-N-(4-chl oro- phenyl ) - N-[ 4- (2, 5-di hydr o- pyr

rol e2'4:' @EIQPJ]—& 4- Elﬂb?c;ghen NLq4' BGemzastydsyrrolidine-1-carbonyl)-

2-[(4-chloro enyl) i chl oro-'benzoyl ) - am no] -t hi
thigiob24ylbRemexyift-c aci d

(4- et hyl - pi perazi n-1-yl)-am de,

2- [ (4 ﬁ D AroPs PRI -Y 2,42 4 6 oChireb @)-Beids) yih)azal Aedrbbtilic acid

azol e-4-carboxylic acid (2-dinethyl anm no-ethyl)
agpAyt L-Hafndde,
2-[ (4-chl oro-phenyl)- (2, 4-di chl oro-benzoyl ) - am no] -t hi

aZOl Q ‘&4%%1099%'&?1)-@2 ichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
| rret F%l ami_no-propyl ) -am de, 2-

[n(fﬁ BHes, aﬁfﬁéﬁyl) (2, 4-di chl oro- benzoyl) ami noj

-t hi azol e-4-carboxylic acid nethyl - prop-2-ynyl - am de,

N-[ 49( 441&1&&1 hﬁ?f-f(lz didienlbrsBeoylyajnih ¢l thizrbole24-yhrpeRylic acid

4 d| ch?ﬂc;ro N- (PJDQ or ophenyl)

amidg. di chl or o- N- (4-chl or o- phenyl )-N-[4-(thio

rmr phol i ne-4-carbonyl )-thiazol -2- yl]-benzam de,

2-[( ‘N-ﬂ}tﬂ(Qieﬁdﬁi@enyalrboﬁﬁ)4hidkcﬂ¥ﬂ-ﬁlio;49<ﬁn]zloyd-)\l—émthdox]o—phényl)-
zol e-4-carboxylic acid

%e%gt f pi peri di n-3-yl)-ami de,

2-[ (4-chl oro-phenyl ) - (2, 4-di chl oro- benzoyl ) - am no]

-t hi @ZHlﬁl&:hﬂor@qﬂb:ﬁ 4 (2 dadithl oe@b brezply | ame hibiy thizewl e carboxylic acid

ro- phenyl) - (2, 4-di chl or o- benzoyl ) - am no] - t hi
é&%‘%@‘y n&‘ Pboxylic acid

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -thiazole-4-carboxylic acid
(2-diethylamino-ethyl)-ethyl-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(2-hydroxymethyl-pyrrolidine-1-
carbonyl)-thiazol-2-yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -thiazole-4-carboxylic acid
bis-(2-methoxy-ethyl)-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(2-(S)-methoxymethyl-pyrrolidine-1-
carbonyl)-thiazol-2-yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
(1-methyl-3-phenyl-propyl)-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
[2-(3,4-dimethoxy-phenyl)-ethyl]-methyl-amide,



nmet hoxy- met hyl - am de,
2,4-dichloro-N-(4-chloro-phenyl)-N[4-(3-(S)-hydroxy-p

wenrowlosgisne- | - car bonyl ) - t hi azol - 2-yl ] - benzam #€T/EP2004/013517
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2, 4-di chl oro- N-(4-chl or o- phenyly-N-[ 4- (3- (R) - hydroxy-p
yrroI|d| ne-1-carbonyl)- thiazol-2-yl] -benzam de ,

2 glh% grof[? Hgg“‘},lgﬁg,‘ﬁjk th@g%ﬁgphﬁ %Iﬁé{hﬁhgﬁef@ﬁéﬁ-aﬁ%ﬁy@)—

Qu#@22dﬁﬂbﬂUﬂbeﬁ%oyl) (3, 4- dlnethoxy phenyl )-anino]-th
i azol e-4-carboxylic acid nmethoxy-nethyl- am de,

2 [ (34;‘(%&95 -Renz QBABJ)O ﬁ)ﬂer{:ymlqr [@= @DeBiHy)-pREtBRe= £-BirB&B)- thiazol-

c am
awlﬂrlmnzam -ethyl)- et hyl - ami de,
2-[(2-chl oro-benzoyl ) - (4-cbl oro-phenyl ) -am no] -t hi azol

gl fre?—ﬁg%lgliﬂnﬁh% ‘f)(l;{@l‘{i}:gf(i Z-dlchloro—benzoyl) amino|-thiazole-4-carboxylic acid

am de,
meghild7 eyNd{2chied @rﬁ@y?w) N[ 4- (2-(S) - met hoxynetb. y
| -pyrrolidine-Icarbonyl)- thiazol-2-yl] -benzam de ,

2-¢C hb‘{(@-cﬂ'o@&-p‘h@hﬂ}’ 2, @J'lﬁcﬂﬂér)o =Bnz4yl{-3ndiyiE @xarolRy4-eabogilic acid

- - 2-yl]-b d
G o PE R IR Gy - N

[ 4- (t hi onor phol i ne- 4-car bonyl ) - thi azol -2-yl] -

benzapi giehloro-N-(4-chloro-phenyl)-N-[4-(4-phenyl-piperazine-1-carbonyl)-thiazol-
2- %[;( -chl oro- benzoyl ) - F4 chl oro phenyl ) - am no]

- ?ﬁ?@“q@carboxyllc aci d et hyl propyl -
am de, 2-chl or o- N- (4- chl or o- phenyl ) - N-[ 4- ( 2- et hyl - pyrr

0| | dipne4lchlvas peyi]) (2, ai dddbroZbengbyl) hetiaajritderole-4-carboxylic acid
52 chl or o- benzoyl ) - (4-chl or o- phenyl ) - ami no] - t hi azol
I4¢ear boxylic acid etiylmethyl- ami de,
2 [ (2-chl oro-benzoyl ) - (4-chl oro-phenyl ) -am no] -t hi azol
e- 4- oaltbekldrbphrayld-(prtdickiyroreédrg)l) -aanndpthiazole-4-carboxylic acid

T e R BB R | bengam e, T

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -thiazole-4-carboxylic acid
(2,3-dihydroxy-propyl)-methyl-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(2,5-dihydro-pyrrole-1-carbonyl)-thiazol-

2-yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -thiazole-4-carboxylic acid
(4-methyl-piperazin-1-yl)-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
(2-dimethylamino-ethyl)-ethyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -thiazole-4-carboxylic acid
(3-dimethylamino-propyl)-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
methyl-prop-2-ynyl-amide,

N-[4-(4-benzyl-piperidine-1-carbonyl)-thiazol-2-yl]-2,4-dichloro-N-(4-chloro-
phenyl)-benzamide,



2-[(2-chl oro-benzoyl ) - (4-chl oro-phenyl)-am no] -t hi azo
e-4-carboxylic acid nethyl-propyl- am de,

wa-2psAsed8F or o- benzoyl ) - (4- chl or o- phenyl ) - am nopermipamai13517
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e- 4-carboxylic acid carbanoyl ngkhyl - am de,
2 [(2 chl oro- benzoyl) (4-cbl or o- phenyl ) -am no] -t hi azo

r }
2 [ (gqx Bgﬁ%h} %F%Y )3N4 [4- d(|t1r1r1é)rr|1']or 131/011616e4n ;ar;)oréyrlr% ’rcllgazol -2
¥t tteinaaoides 4- carboxyllc aci d
(2 di et hyl am no- et hyl) - et hyl - am de,
= ; a9 Rexy)= L) cAapi '
) E gf%ag lqléﬁ)gé) ?ﬁggﬁz&z Q%dl%f(l:(sré lf‘éHQbﬁ?-ta el d-caBb:aMc acid
(Eedlyimmyﬂdanﬁnd) emkdel ) - et hyl - ani de, :
2, 4-di chl oro- N- (3, 4-di net hoxy-phenyl )-N-[4-(2-(S) -

et h XN !)ﬂ;heﬁﬁ:) il Llnﬁchloro-benzoyl)—alrnino] -thiazole-4-carboxylic acid
| - car bony i azo benzam de |,

zavbagioghheshpl-amids, 4- d| net hoxy- phenyl ) - N- [ 4- ( 3- hydr oxy-
pyrrolldlne | carbonyl ) - thiazol-2-yl] -benzam de,

, 4- AL ghl Bl Heﬁyl?hg (8Bt @ ey atmihb - rdzble Lembekidic acid

I|ne 4 car bonyl) i azol - 2- yl ] - benzam de,
méthoxyamgthytriagiiee.benzoyl ) - (3, 4- di met hoxy- phenyl ) - ani no
] t hi azol e-4-carboxylic acid ethyl-propyl-am de,

2- [ ( %gﬁd@hﬂ?b!}ﬁi@zl%lb%@-)ﬂhkn}ﬂﬁl\ﬂf@(m)hlwﬁk‘o@hﬁﬁydlﬁmn@rbonyl)

-thi azol e-4-carboxylic acid
ﬁh@quzz-wléth@awn@tehyu ani de, 2, 4- di chl or o- N- (3, 4-
I rnet hox7- phenyl)-N-[4-(2- nethyl pyrroli ime-|

- car bonwlchtorbh\ f{lfﬂhicﬁo-)ﬁhlenﬁﬁw #4¥( 31€R ) -hydroxy-pyrrolidine-1-carbonyl)-

i_.chl oro- benzoyl ) - (3, 4-di met hoxy- phenyl ) - am no
Fhﬁﬁﬂd%ﬁﬁé“@Z@HFﬁoxyllc aci d ethyl -met hyl -ami de, 2-
[ (2, 4-di chl oro-benzoyl)-(3 , 4-di net hoxy- phenyl)
- am @lhloid?Na@i-dnﬁetﬁak}bpheﬂyﬂ)GNa[@L@ -methyl-pyrrolidine-1-carbonyl)-

0
ﬂf%?dﬁ§ dg 4- dlnethoxy phenyl ) -N-[ 4- (4-net hyl -p
|pera2|ne I-carbonyl)- t hi azol - 2-yl ] - benzam de,

2- [ ( 2-fadittblodb@rban sy dimethoty dhrrglianynqbingbl-tacirhoxylic acid

]r}ltetrllllo%;—?rlle@ch}ﬁ arr%rdg,oxyl 'C

2-[(2-chloro-benzoyl)-(4-chloro-phenyl)-amino]-thiazole-4-carboxylic acid (2-
diethylamino-ethyl)-ethyl-amide,

2—[(2-chloro—benzoyl)-(4—chloro—pheny1)—amino]—thiazole-4-carboxy1ic acid (2-
dimethylamino-ethyl)-ethyl-amide,

2-chloro-N-(4-chloro-phenyl)-N-[4-(2-(S)-methoxymethyl-pyrrolidine-1-
carbonyl)-thiazol-2-yl]-benzamide,

2-chloro-N-(4-chloro-phenyl)-N-[4-(3-hydroxy-pyrrolidine-1-carbonyl)-thiazol-
2-yl]-benzamide,

2-chloro-N-(4-chloro-phenyl)-N-[4-(thiomorpholine-4-carbonyl)-thiazol-2-yl] -

benzamide,

2-[(2-chloro-benzoyl)-(4-chloro-phenyl)-amino]-thiazole-4-carboxylic acid ethyl-
propyl-amide,
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aci d nmet hyl - propyl - am de,

2,4-di chl oro- N (3, 4-di net hoxy-phenyl )-N-[4-(3-nethyl-p
woOpeosiodssse- | - car bonyl ) - thiazol -2-yl]-benzanm deCT/EP2004/013517

2,4-dichloro-N- (3, 4-di met hox7- P henyl ) - N-[4- (3- hydr oxy-

plperldlne | -carbonyl )- thiazol-2-yl]-benzani de,

2 4-4lic %&9 W'({L\Iggl%gél r?qlﬂle?ﬁ ’ﬂﬁ azoP’Feﬂi/}le)py{'\ll'o[l&m@‘h Mrﬂr‘l()yfhlazol 2-

reridine-| 2-'yI'l - benzam de,
)ﬁ]-[b@zazﬂmdﬁchl or o- benzoyl ) - ( 3, 4- di met hoxy- phenyl ) - ami no
] -thiazol e-4-carboxylic acid carbanoyl net hyl - am de,

2- [ (Zfy- 91‘118%—95191}302 O&ﬂaro(ﬁqeﬂ?{}?“aﬁﬁha}lﬂﬁaﬂ%ﬁeﬂﬁéﬁrbbﬁﬂkﬁﬁd ethyl-

]- thlazole 4 |c acid a
mefhylaghder o- phenyl) (2, 4-di chl or o- benzoyl ) - ami no] - t hi
azol e- 4-carbox7lic acid (1-nethyl-piperidin-4-yl)

-am ga(. chloro—benzoyl) 4 chloro dphen 1)-amino]-thiazole-4-carboxylic acid
2-[.(4-chl oro-phenyl’) iC roro benzoyl ) - am no] -t hi

methaygnethyberide c aC|d nethyl
(1-nmethyl -pyrrolidin-3-yl) -amde, 2-

[ (4- shhRire-NTeR% oro (pheftylfliNed @4 %é@l@)ﬂﬁﬁﬁérimmft@ﬂbonyl) -thiazol-2-

-thlazole 4- car boxylicacid eth
EFQFHV €met hyl - ami no) - et hyl ] -an1de 2-
[(4 chl or o- phenyl ) - (2, 4-di chl or o- benzoyl ) - am no]
- thi @Z[Qi-@hlﬂar@-@éﬂ@wml-@lc@ﬁbl@ f1Zengh) ihify | -eithadle-4-carboxylic acid

hy I-
mégyé“é’r?l’)[(aﬁméﬁl or o- phenyl ) - (2, 4-di chl or o- benzoyl ) - am
noj -t hi azol e- 4-carbox7lic acid

( 2- hSZC[(Z)-)ﬁM}O%-fb)éhﬁoyl)S@pﬂQ@bbL lediy) @amino] -thiazole-4-carboxylic acid

4- d|ChI0£q (,4- chl or o- phenyl) N-[4-(4, 4-difl uoro-
F?ﬁ@PP@PH%'Y onyl ) - thiazol - 2-yl ] - benzani de,
2-[ (4-chl oro-phenyl)- (2, 4-di chl oro- benzoyl ) - am no]
- t hi aZjg2-ehlere-dehmgy)-(4ccldeiodphenyl)-amino]-thiazole-4-carboxylic acid
teré but yl - (2- hydr oxy- et hyl ) -am de,

P43%9i chl or o- N- ( 3, 4- di net hoxy- phenyl) N-[ 5- met hyl - 4- (p

yrrolldlne | - carbonyl)- thiazol-2-yl] -benzam de,

2- [ (2:[42, d+di&llom9bé1&ozl()5([3,)4-4131e4rc1i1yqﬂiehyi)(—ynmnrdﬁ&lha)zolam narboxylic

](’%‘aége éﬁ%‘(%?ﬁl%%zfglyﬁyﬁmgﬁ ?XZl!mI geam d

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
acid (2-dimethylamino-ethyl)-ethyl-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[4-(2-(S)--methoxymethyl-
pyrrolidine-1-carbonyl)-thiazol-2-yl]-benzamide,,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[4-(3-hydroxy-pyrrolidine-1-
carbonyl)-thiazol-2-yl]-benzamide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[4-(thiomorpholine-4-carbonyl)-
thiazol-2-yl]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
acid ethyl-propyl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic
acid bis-(2-methoxy-ethyl)-amide,



2, 4-di chl oro- N- (3, 4-di net hoxy- phenyl ) - N-[ 4- ( 3- hydr oxy-
pyrrolidine-| carbonyl)~

wO-2005t0884d87 t bi azol - 2-yl ] - benzam de, PCT/EP2004/013517
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2, 4-di chl oro- N- (3, 4- di net hoxy- nyl)-N-[5-nethyl -4-(t
hi onor phol i ne-4- carbonyl)-thiazol -2-yl] -benzam de,

| [ - .
ﬁeﬁ CQ& %%%N%f BTNV Py i Biing 1 (rbony)-
tine zamide,

2 [(Zéﬁydigﬁf;ro-benzoyl)-(3,4-dinethoxy-phenyl)-anino
et h | _[Kewdl{:}ng?cn;gé&bi}n‘(QQ[BMdX?—ﬁ{%hgl)-amino]—thiazole—4-carboxylic

2mﬁkahﬂﬂﬂﬂth©nﬁkbenzoyl)-(3,4-dinethoxy-phenyl)-anino
]-5-net hyl -t hi azol e-4- carboxylic acid met hoxy- et hyl -

am d
| - 3 4- th nyl -thiazole-4-carboxylic
2- 1 ( 42 é;l ﬁlﬁlg’f%b nzoy ) %1§ne4 o&cly ))( )?Hgn%]ny iazo aem rc;a(t)r XY

Jactsl mvethhyy- mdhln)éza@m@eA car boxyl i c aC| d
nmet hyl - propyl - am de,

2, 4- %' {H AR N3, 44d1gieffﬁ)tx9%¥nﬁmﬂ X2 Dhtioyl PRpdR¥dinét1 {cdrbonyl)-

Elperldlne I car bony
hlaa(zloit -yi-benrarpislez ani de,
2, 4-di chl oro- N- (3, 4-di net hoxy- phenyl ) - N-[ 5- net hyl - 4- (m

or phol. [(@q &cﬂ%?&%@ﬂi&ﬂ) ﬁt?ahl! -@%Sdth AoyypHenlyB da@ifb fléhiazole-4-carboxylic
[(2, 4 | or o- benzoy ) (3, 4-di'net hoxy- phenyl ) -am no

Fmsiﬁ@ﬁWbPﬂﬂ%ﬂéE%¢% 4- " carboxylic acid
(2- hydroxy-ethyl)-nethyl -am de, 2, 4-di chl oro-N- (3, 4-di m
et hoxzﬁ-l@l'ft%[ﬁ&b)NNs[ﬂdh?aﬂ(é? ;ﬁkhﬁxﬁgws@hétﬂjrlqﬁpérccaﬁmwrbonyl)-

) -5-methyl-thiazol-2 benzam
jagol-AyHrRemedpslepenzoyl ) - (3, 4- di met hoxy- phenyl ) - ani no
]-5-nmetb.yl-thiazol e-4- carboxylic acid

tert - haidydhidrd= NXG[@&KM‘I&I&JWLI)}I&W)% [4-(3-hydroxy-piperidine-1-carbonyl)-
2, 4-dj chloro N-[4-(2-(R)-cyano- pyrroI|d|ne | - car bonyl)

_thy J-kepzamyle: 2.y 1 N-( 3, 4~ di net hoxy- phenyl)

-benzan1de

2- [ (4 g5 o GropR B Y- it shdkydplnl )« 6-| hendydt gxyapiperddingd roarbonyl)-
hy l-thk zol e-4- carboxylic acid diethylam de,

?3E“81%ﬂ’ %uﬂp¥qéchloro phenyl )-N-[ 5- et hyl - 4- (pyrro

i di ne-1-carbonyl)- thiazol-2-yl]-benzam de,

2-1( 424@@1 @Hﬁhwisﬂzéhimﬂ)z(344-diméthomphawi)egahﬁnoml'amqle-ﬁ-cmboxylic

eth hi azol %
acl car amoy met yl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-thiazole-4-carboxylic

acid amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
(1-methyl-piperidin-4-yl)-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
methyl-(1-methyl-pyrrolidin-3-yl)-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
ethyl-[2-(ethyl-methyl-amino)-ethyl]-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino]-thiazole-4-carboxylic acid
(2-dimethylamino-1-methyl-ethyl)-amide,
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carboxylic acid (2-diethylam no-ethyl)-ethyl-am de,

2-[ (4-chl oro-phenyl)- (2, 4-di chl oro-benzoyl)-am no]-5-m
wenslossdsr azol e- 4- car boxylic acid PCT/EP2004/013517

(2-di net hyl ami no- et hyl ) - et hyl_-g{r de,

2, 4-di chl oro- N- (4-chl oro- phenyl -N-[4- (3- hydroxy-pyrro

i di i]?%ll Tﬁ@rrob%ﬁ%w) é A &E@HBYA—‘DE&'O?E%lrm%oy’cﬂlazoﬁe@%&rﬂoﬁﬁlc acid

2-[ (4- - (2, 4-di chl of 0- benzoyl ) - am no]

(éth%dromethzh’r@momdmd%yl ic acid

(2 3-di hydr oxy- propyl ) - net hyl - am de,

- BRNFEOWiperaithelQ
?4t é|hg(gzlgS N%E}&J}%Pbﬁx ?Jg\gg%l@%@et hyl g?c?rl?)pyl arr%cggjdmyl)
maa{z@mtyﬁrma@mw )-(2
4- di chl or o- benzoyl ) - am no] - 5- et hyl - t hi azol e- 4-

car bg: AfpHer 0 4 BREIRYY-HBRIAB- -thiazole-4-carboxylic acid
S G Beneh 5 o

@ru-ﬂydwm hydosy4 YBa%rblélfwl ic acid nethoxy- net hyl -
am de

2 [ (ﬂz;cch&gslq) Nh@%ili])me(tﬁ@)ér QL&K*I)WQS%&E?M pyarolidode-S-cabonyl)-
hyl™-t hi azol e-4- carboxylic acid nethyl-pr opyI am de,

Qllﬂo&zc?ﬁ] -bergamida- chl or o- phenyl ) - N[ 5- met hyl - 4- ( nor pho

| i ne-4-carbonyl)- thiazol-2-yl]-benzam de, 2-

[(4- anpyalcmn&ay&ehzo;ﬂ?(344Jdirﬁah@mphagfzpmhl)mammﬂhyl ~thiazole-4-

- 5- et hyl -t hi lic

(@ ﬁ@é&caﬁgd (étCﬁsftﬁ 1aﬁ’é‘%‘h§‘i Y difi éaml 2

2, 4-di chl oro- N- (4-chl oro- phenyl) N-[4-(3-(R) - et hoxy- py

rrol QqLdiehlbrd:N ayiihethoxyrplidiyl)- WHid (B et ydPexytpyrrolidine-1-

QarEPEY ?ﬁr‘&?‘é‘yhﬂé?ﬁ?ﬂ‘f ibzamid or o- benzoyl ) - ami no] - 5- m

et hyl -t hi azol e-4- carboxylic acid
t er t 2udiyhlof N y3L-disetbblybhenylriNelé; methyl-4-(thiomorpholine-4-

2, 4-di h.or - N- chl ar,o- phenyl )-N-[4-(2-(R)-cyan
FIPPRY éﬂ-ﬂﬁzcgézrlﬁ‘i%fﬁar%d “net hyl -t hi azol(2 §/|% yanoryt

- benzam de |,

2 [ ( 2,44didhiohd-0T-63, be]ﬁmaj&biy -pBerdd )dNRiBt inethyl-pH@myethylappirrdidine-1-
aroa@{l %ZCN%% Cld di et hyl ami de,

SaPOYY e THBF hoxy phenyl ) - N-[5- (pyrrolidin

e-1I- car bonyl ) -t hi azol 2- yl]-benzam de,
2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy- phenyl) -amino]-5-methyl-thiazole-4-

carboxylic acid ethyl-methyl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-5-methyl-thiazole-4- .
carboxylic acid methoxy-methyl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-5-methyl-thiazole-4-
carboxylic acid methyl-propyl-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-methyl-4-(3-methyl-piperidine-1-
carbonyl)-thiazol-2-yl]-benzamide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-methyl-4-(morpholine-4-carbonyl)-
thiazol-2-yl]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino]-5-methyl-thiazole-4-
carboxylic acid (2-hydroxy-ethyl)-methyl-amide,



2-[(2, 4-di chl oro-benzoyl) - (3, 4- di met hoxy- phenyl ) - am no
] -thiazol e-5-carboxylic acid

w0 20wbioagdsy| ami no- et hyl ) - et hyl - am de, PCT/EP2004/013517
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2, 4-di chl or o- N- (3, 4- di net hoxy- Q)Qenyl) N-[5-(2-methyl-p
yrroI|d| ne-1-carbonyl)- thi az]l 2-yl] -benzam de,

2-[( chl

4- dl%%td;‘lg%y&) @S{??%ﬁlﬂ% ]Igl%ﬁlylzgzol é(% (g)aF %Ipyrrog%llne t
etrbyyd )¥eirhgthylathiatel-2-yl]-benzamide ,

2-[(2, 4-di chl oro-benzoyl ) - (3, 4-di met hoxy- phenyl ) -am no

]-t hb + %1&11(%_@1%9%3}5 E’% %ﬁrﬁeﬂ%ﬁyﬁher&[)oﬁﬁino?-@ﬁ%thyl -thiazole-4-

2, 4- d or o- hox hydr oxy-
parbexyhdlamd tbridnlrt)ﬂdﬁyhy)irowtb‘zlbiamd%ﬂ ] -benzani de,
4 dlchlolr; N-(34d|rrethoxy phenyl ) - N-[ 5- ( nor phol i ne
4 C 5-N[RERtR aﬁ!) ﬂéﬁ&@lld@arbon 1)-5-methyl-thiazol-2-yl
g cﬁPM H]Q 6 d>2 ggl%pheny [Y)(s (R)-etho -
Méwdrmeuhdmehtrwékb@mm} e,t hi azol - 2 yI] benzami de,
2-[(2, 4-di chI oro benzoyl) - (3, 4- di net hoxy- phenyl ) - am no

]-t hb%ﬁ@' org )X){/i i Qh@ﬂ;drg—benzo l) ammo] 5-methyl-thiazole-4-
tert oxy et hyl ) -am , 4-di chloro- N-[5-(
Zar@)R)f)dW& ml di ne-1-car bonyl ) - th| azol -2-yl]-N-(3

4- di et hoxy phenyl ) - benzam de ,
2 4- g'él-,c(gﬁt:ﬁl%?o Ne(A-aBtp He []'S)ml%ﬁxélﬁég-((% yrrolidine-1-carbonyl)-

rrolidine-I-carbonyl)-thiazo enzam de,
2 ipgol-2cHi-Gevzaghidpy| ) - (2, 4- di chl or o- benzoyl) ami no] - t hi
azol e-5-carboxylic acid piperidin- 1-ylam de,

2,4-9L Rliﬂcﬁro%l};h@ﬂyl i@fdi’cmmﬁb/én)zoyﬁb hrir{d] FB-aretiybhiiaisle4-
an dae,

4- car bony| 1 az
zayboxylid bi@- i;lln}m?é’%’)d?tg%lz%}%lebenzoyl) am no] -t hi

azol e-5-car boxyl ic acid ethyl-propyl- am de,

2-[ l(‘i g@l&l&o@]?ﬁylb X2 @ghéhl@iﬂoclbﬁr@b‘ﬂ%]-bﬁﬂicqwo mcamgl thiaz olbid-

azol e ylic aci t hoxy- et hyl ) - am de,

Zar OéfV]éQ‘ﬂ‘éf{gz &%@@W%e%mﬁ@#e ‘?65 (2- net byl - pyrrol

I di ne- 1-carbonyl) -
2,4-dichloro-N-(4-chloro-phenyl)-N-[4-(3-hydroxy-pyrrolidine-1-carbonyl)-5-

methyl-thiazol-2-yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -5-methyl-thiazole-4-
carboxylic acid (2,3-dihydroxy-propyl)-methyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -5-methyl-thiazole-4-
carboxylic acid ethyl-propyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -5-methyl-thiazole-4-
carboxylic acid ethyl-methyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -5-methyl-thiazole-4-
carboxylic acid methoxy-methyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino] -5-methyl-thiazole-4-
carboxylic acid methyl-propyl-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[5-methyl-4-(morpholine-4-carbonyl)-
thiazol-2-yl]-benzamide,
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t hi azol - 2-yl ] - benzam de,

2-[ (4-chl oro- phenyl ) - (2, 4-di chl oro-benzoyl )-am no] -t hi
weazals@sssscar boxyl i c acid et hyl - et hyl - am de, 2PCT/EP2004/013517

[ (4-chl oro-phenyl)- (2, 4-dichl ?{Sﬁ benzoyl ) - am no]

-t hi azol e-5-carboxylic acid oxy- met hyl - am de,

e B N e

Zi ne- car enzam de, -

dafbbxghd mda(;t}hehy)ky%‘(hzl)ﬂmehhwmrmd@r benzoyl ) - am noj

-t hi azol e-5-car boxyl ic acid nmethyl -propyl- am de,

2, 4- 1 n -
24 lﬁ%%ﬂée J{r%car it ij‘i@%ﬁ)"ﬁﬁrzi gs- )][é‘%f;%’z gﬁ)f%lgd %’léviycafbb 71)-5
rﬁetchylﬂt}ndtﬂobﬂe}d]\dbm{mmé rrolidine-

1- carbonyl)-thiazol - 2-yl ]

- N (A g 5-methyl-thiazole-4-

2- chf'l) &Rﬁbﬁ? 5|)ro Plgg%/d 1?)(E:nazrgglclj])ﬁlf;fmlg]teh| azol -2-yl]-N

caftoxtyhi aadmr@fwnfi;&w wyrieshyl)-amide,

- benzam de, 2-[ (2-chl oro- benzoyl )-(4-trifluoronethoxy-p

hteﬂy%); dqgtggﬁ NL(ql_&mbsphféﬁﬁ%h%yi-l(m-aﬁdnd-pyrrohdine-1-carbony1)-5-

e nme

me[h(ykthmamlﬂwlbben@w%w ) - (4-trifluoromet hoxy~phenyl ) -

am no] -t hi azol e-4- carboxylic acid ethyl-nethyl-am de,

2, 4-4lif gﬁi %‘ic‘?ﬂ&lb[b‘én&c%d) t A Al 6Ey0plhetiy) xrhino athieryld- B -catboxylic

[ azoI - trifluoronethoxy-phenyl)-benzam de,
eﬁ?}éamldtei uoro N[ 4- (2- met hyl - pyrrol i di ne-1-carbony

thi azol -2-yl]-N(4-

' fhkiocﬁ@tﬂgid'lﬂxg - hensthdxydsieaal)iNig5- (pyrrolidine- 1-carbonyl)-thiazol-2-

chl'oro-N-[ 4-(2- et hyl - pyrro i di ne- F car bonyl ) -thi azo

ylbepramide 4- trifl uor onet hoxy- phenyl)-benzani de,

2 4-di chloro-N- [4-(3(R)-hydroxy-pyrrolidine-

1- cap honyldicHitrodzeakoy®-13,4 dﬁhethéxy-phenyl) -amino]-thiazole-5-carboxylic

trifluoromethoxy- nzam de,

geid fP-6ligh I[HZPC(Stb 51 ﬂ%)/'if 2pyrrolidine-l-carbonyl)-th

i azol -2-yl]-N-(4- trifluoromethox7-phenyl)-benzam de,
2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-(2-methyl-pyrrolidine-1- carbonyl)

thiazol-2-yl]-benzamide,

aci¢
1) -
tr
2-

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino} -thiazole-5-carboxylic
acid ethyl-methyl-amide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino] -thiazole-5-carboxylic
acid methyl-propyl-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-(3-hydroxy-piperidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-(morpholine-4-carbonyl)-thiazol-2-

yl]-benzamide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N-[5-(3-(R)-ethoxy-pyrrolidine-1-
carbonyl)-thiazol-2-yl]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl)-amino] -thiazole-5-carb oxylic
acid tert-butyl-(2-hydroxy-ethyl)-amide,
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2, 4-di chl oro- N- (4-chl or o- 3- net hoxy- phenyl ) - N-[ 4- (2- met
hyl -pyrrolidine- 1- carbonyl)-thiazol-2-yl]

Wez)hetﬁlmamsdi,fl N [4- (R PCT/EP2004/013517
-chl oro-4-fl uoro- -((R) - 35 hydroxy-pyrrolidine-I-ca
rbonyl ) -t hi azol - 2-yl ] - N- "1047

(4-trjnuoro - [)-b ' .
o 12 HPIPEIN (AL Rl T s ETRE o) R v e
dilditgylpheaylpbayainid¢ hi azol - 2-yl ] - benzam de,
g;n'[ (4- C::’H or o- |3 rrzt hoxy- phenyl ) - (2, 4-di chl or o- benzoyl ) -
0] - az -4:. carboxyl i | I i
2. e HEE N AR B RS SR TR B g0
bdglyﬁhﬁk_ya ryrrolidinel- carbonyl)-thiazol-2-yl]
- benzam de,

2, 4-di.chl.or o- |,0%-0r13- - . . .

N L G e T S T

Iﬁzér(idinehthrlarmdd;l- 24- chl gr 0- 3- met hoxy- phenyl ) - N- [ 5- net hyl

- 4- (nor phol i ne-4- carbonyl)-thiazol - 2-yl]

- ben . 4 di - - 3= JBi; - i

,’z\f ?}D g_,?@iﬁg%ﬁ?ﬁg?@%ﬁ%e&?lﬁg\ll—ﬁfeliktfﬁ{b&ng’rp%iﬂﬁycamlj}mI-thrazol—Z—
orayhijle,5- yl -t hiazol - 2- - i de,

2-[(4-chl oro- 3- met hoxy- phenyl| 3/ (2, inélatr:nhl gr 0- benzoyl) -

g[nt Q?Jt[Ezﬁ_Elgg{ogﬁrﬂ]l%%pg(?%bﬁfchﬂﬁ&-@ﬁﬁ‘%&wla!n‘ﬁn@]lﬂﬁazole-5—carboxylic acid

ester,
&hatl-prioplil-mmisleN- ( 4- chl or o- 3- met hoxy- phenyl ) - N- [ 5- et hy!|
-4-(2-met hyl pyrrolidine- -

| - cas hopylrd- Bhag Pl o2 Wchidh6easy i amMBY thiazole-5-carboxylic acid
phar rrggzpeuliﬂlz)rc apkgﬁgccgépfnabloggsgﬁgggt her eg-f R 2
OorBountboxacthyhdinriget o any of clains 1 to 15, sel ected
fromthe group consisting of:

2-[(44C - RDEDMIr i z - i1)-
azol gﬁﬂ%@?@o%ﬁ %:m%\rg i(%he?lﬁdlﬁﬂrg?%ﬁgrﬁnﬁn%#ahm Paiatiohi)
dhimgal-R-di-hgnzamidale,
2, 4-di chl oro-N-(3, 4-di met hoxy- phenyl ) - N-[4-(2- et hyl -p
yrrobi @M&ﬁb&o-%ﬁéﬁwﬁyi,4-did}ﬂtirazséhzcga)yidqino@ahamﬁe&ecarboxyhc acid
2- [y{TZ - di chl or o-"benzoyl ) - ( 3, 4- di met hoxy- phenyl ) - am no
ethyhimetlamidear boxyl i ¢ acid met hyl - propyl - ani de,
2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl) -amino]-thiazole-5-carboxylic acid

methoxy-methyl-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[5-(4-methyl-piperazine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2-[(4-chloro-phenyl)-(2,4-dichloro-b enzoyl)-amino]-thiazole-5-carboxylic acid
methyl-propyl-amide,

2,4-dichloro-N-(4-chloro-phenyl)-N-[5-(3-(R)-ethoxy-pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2,4-dichloro-N-[4-(pyrrolidine-1-carbonyl)-thiazol-2-y1]-N-(4-trifluoromethoxy-
phenyl)-benzamide,

2-chloro-N-[4-(pyrrolidine-1-carbonyl) -thiazol-2-yl]-N-(4-trifluoromethoxy-
phenyl)-benzamide,



2-[ (4-chl oro-phenyl ) - (2, 4-di chl oro- benzoyl ) - am no]
-t hi azol e- 4-carboxylic acid nethyl -

WO 2e0s5888F - pyrrolidin-3-yl) -am de, 2,4-di chl oPOTHP2004/013517
(3, 4-di net hoxy- phenyl) -N- [5 Qget hyl - 4- (pyrrolidine-
1-carbonyl)- thiazol -2-yl] p&hZani de,

2- - hl - = =18 ;
: [éfhéf%%ﬁ%ﬁg%‘ _gyd bidd 8téy%—§ﬁ%@?3&¥m%?pcﬁia%ol@—@-&?boxyhc
deed fthxlymeiihymhiden de,

2 [(2 4 di chl or o- benzoyl ) - (3, 4- di net hoxy- phenyl ) - am no

p4¥ 816 rc])lrcg (e)l%%yﬁ 4%%&98Métﬁoﬂpbﬁenyl) -amino]-thiazole-4-

&r‘éloyﬁjfhehchd)emyl\h{e&ry( -2mid®), - cyano- pyrrol i di ne-1-carbonyl)
-5 met hyl -t hi azol -2-yl]- N-(

ST A st
eiffupkembihazwbbkerdd)-earzboidel i ¢ aci d
(2-di net hyl am no- et hyl ) - et hyl - am de, 2-

[(4-¢ thoFQ JAEIYIN T4 2ol f?%}@ii‘&irﬁe%%&%bﬁylj—&ﬂhiw]z-yl] N-(4-

-5- t'hi azol e-4-

trﬁhiommtghbxs( -phénytebonzamidey| ) - ani de,
2-[(2, 4-di chl oro-benzoyl ) - (3, 4-di met hoxy- phenyl ) - am no

t hi > -Meg4-
bR o T ﬁgﬂﬁmﬁﬁéﬁ“ﬁ%%ﬁ%ﬁéﬁ’ﬂ }osi no
}nﬂtturamﬁ@xrrpbam}&bhwzaml

tert-butyl-(2-hydroxy-ethyl) -am de,

2, 4- §'4Cénuﬁgﬂ> Ngzx‘l@m ") d}ofa;h%wbhdllﬂe{15ca(ﬂ4mmﬁ)tmydzopmgm (4-

zi ne-1-car ol -2-yl]-benzam de,
piiflyoroutsthorp: 9n29211€h&>d| chl or o- benzoyl ) - ani no] - t b.
i azol e-5-car boxyl | c acid nethyl-propyl- am de,

2, 4- Q' 8- A S%Z)Wd?&@’&rrf@idﬂ%y =iyl thidl gl L-(IPN-( &

idi ne car bonyl t hi azol'e-2-yl] -benzam de,
eeiflgoroptethory-phenil-henaprpdeny | ) - ( 2, 4- di chl or o- benzoyl ) -

am no] - 5- net hyl t hi azol e- 4-carboxylic acid

2-tents Qﬂdﬁlﬂ(ﬁm Clﬁbfbyb n€§h&fy-phenyl)-N-[4-(2-methyl-pyrrolidine-1-
2, 4-di chl oro- N-‘gg chl or o- 3- rret%oxy phenyl) N- [ 5- et hyl

carbopyhehiagelpy Vi SEREPHES | - car bonyl ) - t hi azol - 2-yl |
- benzam de, and pharmaceutically acceptable salts
t her &0fhloro-4-fluoro-N-[4-((R)-3-hydroxy-pyrrolidine-1-carbonyl)-thiazol-2-yl]-N-

(4-trifluoromethoxy-phenyl)-benzamide,

2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[4-(pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2-[(4-chloro-3-methoxy-phenyl)-(2,4-dichloro-benzoyl) -amino]-thiazole-4-
carboxylic acid ethyl-methyl-amide,

2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[4-((R)-3-hydroxy-pyrrolidine-
1-carbonyl)-thiazol-2-yl]-b enzamide,

2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[5-methyl-4-(pyrrolidine-1-
carbonyl)-thiazol-2-yl]-benzamide,

2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[5-methyl-4-(morpholine-4-
carbonyl)-thiazol-2-yl]-benzamide,



18. A process for the manufacture of conpounds of
formula (1) as defined in any of clains 1 to 17, which

wonres@ssssconpri ses: (a) coupling a conmpound of PEOmERAI0A/013517
IDR2 NOH R3 o IDV\hereinRz,ggﬁ and R4 are as

definedin claim1; with an al ol of formula R

OHwherejn, R1.is, as, defined in ' : i nd:a:
St T e o AP Rp R s (R SR E AP Rdlidine-
1R3.rBHE RS- radthyladixief 2yHebenmarsidai m 1; with an anine of
formula R NH2 or a salt thereof wherein RL is as

def i in cl.ai ml: ar ' Hiaeo10

F or ol - shiynee P R S G P AURGIES eyl
tRihzalkeet-asbeiglic ndd 2-ertebwylamino-gihylesterhy dr oxyl ani ne of
formula RA"NHOH or a salt thereof wherein RL is as

5 ? gI in&f-gﬁci,h'ié)r‘é'-ﬁ-i(Zlc%ior8f3-&Q?ho&%ﬁ&ﬁﬁﬂN@[5‘2%&%@(2%&11;71-

pyrrolidine-1-carbonyl)-thiazol-2-yl] -benzamide,

and pharmaceutically acceptable salts thereof.

17. Compounds according to any of claims 1 to 15, selected from the group

consisting of:
10 2-[(4-chloro-phenyl)-(2,4-dichloro-benzoyl)-amino} -thiazole-4-carboxylic acid
(2-dimethylamino-ethyl)-ethyl-amide,

2,4-dichloro-N-(3,4-dimethoxy-phenyl)-N- [4-(2-methyl-pyrrolidine-1-carbonyl)-
thiazol-2-yl]-benzamide,

2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl) -amino]-thiazole-4-carboxylic
15 acid methyl-propyl-amide,

2-[(4-chloro-phenyl)-(2,4-dichloro-b enzoyl)-amino] -thiazole-4-carboxylic acid
methyl-(1-methyl-pyrrolidin-3-yl)-amide,

2,4—dichloro—N—(3,4—dimethoxy—phenyl)—N-[5-methyl—4-(pyrrolidine—l—carbonyl)-
thiazol-2-yl]-benzamide,

20 2-[(2,4-dichloro-benzoyl)-(3,4-dimethoxy-phenyl) -amino]-5-methyl-thiazole-4-
carboxylic acid methoxy-methyl-amide,

2-[(2,4-dichloro-benzoyl) -(3,4-dimethoxy-phenyl)-amino] -5-methyl-thiazole-4-
carboxylic acid methyl-propyl-amide,

2,4-dichloro-N-[4-(2-(R)-cyano-pyrrolidine-1 ~carbonyl)-5-methyl-thiazol-2-yl]-
25 N-(3,4-dimethoxy-phenyl)-benzamide,

2-[(4-chloro-phenyl)- (2,4-dichloro-benzoyl)-amino] -5-methyl-thiazole-4-
carboxylic acid (2-dimethylamino-ethyl)-ethyl-amide,



R HB wherein R2 and R4 are as defined in claim1 and
Rl is | ower alkoxy;with an acid chloride of formula
We2B(0BIWC1L wherein R3 is as defined in clai meCT@®P2(0@)13517
reacting a conpound of fornulgyfiC S ' HO HC wherein
R2 and R4 are as defined in claim1; with an acid
chl orjge f Q9 I L T8 | hiazole-4-
def i%nggecibir)}ofrgl aueﬁ}’iﬁ?z’ﬁ‘%%ﬁ‘fﬁggﬁﬁﬁgﬁ ﬁ]egly?ﬁe
dartteayleatidtest-Hutyli(3-hydserzeipyl) side- t hi azol deri vati ves
with an amne of forrmula R1-NH2 or a saltthereof
whergf B 4RY; i L e d. d; | nyIQamith$th@azole-5-carboxylic
hydrzg%a/ﬁg%ncwgr%? el?%?]r)nr}lg% %%@%%nﬁ?fs al t ]t her eof R
aghemethil-Riopybamidegdef i ned in claim 1. 19. Conpounds
according to any of clainms 1 to 17 when manufactured
5 bY & AhOCERRINRE SehA1) Y 3140dieh h SRylShend-antthel- taeelet s-eaboxylic
conmposi tions conpri Sing a _conpound according to any of
asidifertsbutyl @-hydrampe iy teaifgceut i cal » accept abl e
carrier and/or adjuvant. 21. Conpounds according to
any i dedndrBNX 4l Blokd-phefy L8 [ 284 e pestriina tichibenyl)-
substances. 22. Conpounds according to any of clainms 1
thipzely2fyPrbepzemigde, t her apeutic active substances for the
treatment and/or prophyl axis of di seases which are
assoLj @t&fjottgﬁbnw dul4adiceprobert20§1) GBhinb ety 5-ca®oxylic acid
Anmet hod for the treatnment and/ or prophyl axis of
10 @edwhB Pe¥’%re associated with the nodul ati on of
the CBI receptors which nethod conprises
2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[4-(pyrrolidine-1-

carbonyl)thiazole-2-yl]-benzamide,

2-[(4-chloro-3-methoxy-phenyl)-(2,4-dichloro-benzoyl)-amino}-5-methyl-
thiazole-4-carboxylic acid 2-tert-butylamino-ethyl ester,

15 2,4-dichloro-N-(4-chloro-3-methoxy-phenyl)-N-[5-methyl-4-(2-methyl-
pyrrolidine-1-carbonyl)-thiazol-2-yl]-benzamide,

and pharmaceutically acceptable salts thereof.

18. A process for the manufacture of compounds of formula (I) as defined in any

of claims 1 to 17, which process comprises:

20 (a) coupling a compound of formula ID

R2
s\ /
RKN)*N OH
A

R @] D
wherein R%, R® and R* are as defined in claim 1;

with an alcohol of formula

R-OH



adm ni stering a conpound according to any of clains 1
to 17 to a human being o r animal. 24. The use of
woanpmassss according to any of clainms 1 to 17 POT/EPR®4/013517
treatnent and/or prophyl axis_gfg di seaseswhich are
associ ated with the nodul ation of CBl receptors. 25.
The use ofy;corpouids @gserflidgntiooany of claim 1 to
17 for the preparation of nmedi canments for the
treatment and/or prophyl axis of di seaseswhich are
associ dbpdowpling & smprithdl ftforgnlefDcBl receptors. 26.
The use according to claim?25 for the preparation of
nedi canents for the tre&ment and/ or prophyl axi s of
eating disorders, obesi{y, dpabetes type Il or non

i nsulin dependent di abe | DD), neuroi nfl ammati on,
di arrhea, abuse gfud/ ok=gependgnce of a substances,

i ncl udi ng al cohol pendency and ni coti ne dependency.
27. The novel co nds, processes and nethods as wel |
as the use of suUR corPounds substpntially as described
her ei nbefore. ***

wherein R%, R® and R* are as defined in claim 1;
with an amine of formula
R!-NH, or a salt thereof
wherein R' is as defined in claim 1; or

(c) coupling a compound of formula ID

RZ
4
4 =
R\N)\N OH

A

R (@] D
wherein R%, R® and R* are as defined in claim 1;

with a hydroxylamine of formula
RI-NHOH or a salt thereof
wherein R! is as defined in claim 1; or

(d) reacting a compound of formula ITB

H N 2
4.~ 72 R
R0

IIB

wherein R? and R* are as defined in claim 1 and R!is lower alkoxy;
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with an acid chloride of formula
R’-C(0)0OCl
wherein R? is as defined in claim 1; or

(e) reacting a compound of formula IIC

NN
R“/N\(/ ) R’
S{
0
HO I1C

wherein R* and R* are as defined in claim 1;
with an acid chloride of formula
R’-C(0)OCl
wherein R® is as defined in claim 1,

10 followed by coupling the the intermediately built benzoyl-amino-thiazol derivatives

with an amine of formula
R!-NH, or a salt thereof
wherein R is as defined in claim 1; or
with a hydroxylamine of formula
15 R'-NHOH or a salt thereof
wherein R' is as defined in claim 1.

19. Compounds according to any of claims 1 to 17 when manufactured by a

process according to claim 18.

20. Pharmaceutical compositions comprising a compound according to any of

20 claims 1 to 17 and a pharmaceutically acceptable carrier and/or adjuvant.

21. Compounds according to any of claims 1 to 17 for use as therapeutic active

substances.
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22. Compounds according to any of claims 1 to 17 for use as therapeutic active
substances for the treatment and/or prophylaxis of diseases which are associated with

modulation of the CB1 receptor.

23. A method for the treatment and/or prophylaxis of diseases which are
5 associated with the modulation of the CB1 receptors which method comprises
administering a compound according to any of claims 1 to 17 to a human being or

animal.

24. The use of compounds according to any of claims 1 to 17 for the treatment
and/or prophylaxis of diseases which are associated with the modulation of CB1

10 receptors.

25. The use of compounds according to any of claims 1 to 17 for the preparation
of medicaments for the treatment and/or prophylaxis of diseases which are associated
with the modulation of CB1 receptors.

26. The use according to claim 25 for the preparation of medicaments for the
15 treatment and/or prophylaxis of eating disorders, obesity, diabetes type II or non insulin
dependent diabetes (NIDD), neuroinflammation, diarrhea, abuse and/or depend ence of

a substances, including alcohol dependency and nicotine dependency.

27. The novel compounds, processes and methods as well as the use of such

compounds substantially as described hereinbefore.

20 %%



