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WD 2004/ 060888 PCT/ EP2003/ 014721 PYRROLYL- THI AZOLES
AND THEIR USE AS CB 1 RECEPTOR | NVERSE AGONI STS The
WU emebossoivention i s concerned with novel PCT/EP2003/014721
pyrrolyl-thiazol e derivatives, their manufacture,
phar maceuti cal conpositions containing themand their
use as nedicanents. The active conpounds of the
present invention are useful in treating obesity 5
and ot her disorders. In particular, the present
invention relates to conpounds of formula (1): \NR6
z RANRa RNR3ISR7 (I) wherein R is hydrogen,
0 0 al kyl: io R2 is hydrogen, |ower alkyl, |ower
P - Risierns) R g Br AR | FEGREFoR IVERes Adtisrs
al koxycar bonyl am no, -(CH2)m Rea or -NHC(O)-W; or Rl
and R2 together with the nitrogen atomto which they
are attached forma 5- or

The present invention is concerned with novel pyrrolyi-thiazole derivatives, their
I:Ranufacture, pharmaceutical compositions containing them and their use as

medicaments. The active compounds of the present invention are useful in treating obesity

and other disorders. -

In particular, the present invention relates to compounds of formula (I):

43

wherein
R'is hydrogen, or lower alky};

R? is hydrogen, lower alkyl, lower alkenyl, lower alkoxy-lower alkyl, lower

- alkoxycarbonylamino, -(CH,)u-R* or -NHC(O)-R%,

or R' and R? together with the nitrogen atom to which they are attached form a 5- or
6-membered, saturated heterocyclic ring optionally containing one or two further
heteroatom(s) independently selected from nitrogen, oxygen and sulfur, said heterocyclic
ring being optionally mono-, di- or tri-substituted, independently, by hydroxy, lower
alkyl, lower alkoxy, amino, lower alkylamino, fluorinated lower alkyl or fluorinated lower

alkoxy;

R* is cycloalkyl, optionally mono-, di-, tri- or tetra-substituted, independently, by
hydroxy, lower alkyl, lower alkoxy, fluorinated lower alkyl or fluorinated lower alkoxy;
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6- menbered, saturated heterocyclic ring optionally
containing one or two further heteroaton(s)

wodepenshsat |y sel ected from nitrogen, oxygen aagep2003/014721

sul fur, said heterocyclic 1.5. ring being optionally
mono-, di- or tri-substituted, 4ndependently, by
hydr oxy, |ower al kyb:|ower al koxy,. am no, | ower

at)kwaa@n{ﬂo optidnulg AL ;- |09\fﬁfslé9:,]|tﬂf&'tle% g{a%éﬁa#%ﬂggéﬁ%dmy, lower

ea i s cycl 0

|

d&-ﬁﬁf Jover hg?%'t Beonpatsddevenalidof ﬂwmp@id@m algxyba/5-or 6-membered

h |

o o
F@ﬁ%@@ tFQ from nigipetro akyaen yhd sgpiri &arfa’rlldtgmnmho sing being

dd)pnd?iﬁﬂ)t' frion%“ k&ﬁtdrttﬂlsﬁgstltﬁt@@ el?c{?é{}@ﬁ&édt dh%r )Sr %{/ pllegl; lower

ovver al kyI | ower koxy,

13tk RIS q“@V\EE‘kYI%\‘F!K@x ﬂuoralz@eddpwar- aesrioe ﬂe«shnated lower alkoxy; a 5-

nBRMRhRLedS AL ALEG LD 09’&¥1§ gﬁglcgmtnglllr?&o(%}téeg %{?ﬁ,}aeteroatoms

to three heteroatons 1 ndepen
n‘FlFl?RFQé?’P Yo%@&ﬁ'gé‘ﬁl framonitragdn nygsmadd Buifuﬂ sardyh.’elterOafdn’(WC ring being

| I, t ut
h%é%%glﬁg%%%l??ﬁ? olr)[rfl1 qg&gx)t(utetﬁj indep n&l% uk}fs LLy Ieogqef(%]}g{,\ lower

;ﬁﬂkqm halegesy araﬂnlaylbwm aibflarﬁimaomn p}&hﬂdwhmmay&iplﬁwhaﬁ}f be mono-, di-
el RUGaBLAE Y b Pl Riyed 3l g b rbon belgeslower

 hdttamaiap oogenstad paved eliyll alsphert delvdr koot ARESN,

oxygen and sul fur, said heteroaromatic ring being

opt i bst t ut
op degﬂgﬁéqlgﬁrte{%ﬁ low e%&l rv«f glgcylog\bphenyl-lower alkyl, or

R*is cycloalkyl fused to a phenyl ring; or cycloalkyl which may optionally be mono-,

_ di- or tri-substituted, independently, by hydroxy, lower alkyl, lower alkoxy, fluorinated

lower alkyl or fluorinated lower alkoxy; cycloalkenyl, which may optionally be mono-, di-
or tri-substituted, independently, by hydroxy, lower alkyl, lower alkoxy, fluorinated lower
alkyl or fluorinated lower alkoxy; a 5-or 6-membered monovalent saturated heterocyclic
ring containing one to three heteroatoms independently selected from nitrogen, oxygen
and sulfur, said heterocyclic ring being optionally mono-, di- or tri-substituted,
independently, by hydroxy, lower atkyl, lower alkoxy, amino, lower alkylamino,
fluorinated lower alkyl or fluorinated lower alkoxy; a 5-or 6-membered monovalent
heteroaromatic ring containing one to three heteroatoms independently selected from
nitrogen, oxygen and sulfur, said beteroaromatic ring being optionally mono-, di- or tri-
substituted, independently, by hydroxy, lower alkyl, lower alkoxy, halogen, amino or lower
alkylamino; or phenyl, which may optionally be mono-, di- or tri-substituted,
independently, by hydroxy, lower alkyl, lower alkdxy, halogen, lower alkylamino,
halogenated lower alkyl, halogenated lower alkoxy or nitfo;

» . R*is lower alkyl, lower alkoxycarbonyl; cycloalkyl, which may optionally be mono-,
di- or tri'jsubstituted, independently, by hydroxy, lower alkyl, lower alkoxy, fluorinated
lower alkyl or fluorinated lower alkoxy; a 5-or 6-membered monovalent hetercaromatic

ring containing one to three heteroatoms independently selected from nitrogen, oxygen
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lo al koxy, hal ogen, am no, |ower al kylam no; or
phenyl , which may optionally be nono-,-di- or

vpdj hggﬁ}@hﬁgg tuted, independently, by hydr oxy, | 9@?&:1)2003!014721

al kyl, | ower alkoxy, hal ogen, |ower al kylamn
halogenated | ower al kyl, hal ogemated | ower alkoxy or
nitro;, R3 is |ower aIkyI I ower al kenyl, | ower

akdbs¥ful, QWRIheddrbatbmatit nﬁE %@Mk DEQM\@H %lne ég%'t— E)dlg Brptﬁle%ublstltuted
fus

R3
rig’ﬁHz / FHR'ily &Yiﬁﬁﬁw? Ié?\;f?fc S 9W?5ﬁ%1$%’ﬁd1aiqge@>@mm%dowef alkylamino;
dp henr@!ffg1 MWer%H@'gw%wix?ﬂme ﬁh@ﬁiﬁﬁ‘ﬁﬁ&? {%gtlg?{% %(?/I'II(O di- - or tri-
tﬁe fitutegh eufep@w@fl 7é|bwé13(9r01%1@waa%dwer abbm}qzmamyn, lower
Ofky19880] Malg edﬁéﬂ%werddﬂyl Qfalogé\xlﬁearieg&’ﬁ% ﬁlﬂ(ﬁxgrdor nitros or ghenyl which

ependent

fllnaY)PPtFFH‘t ¥l b v, %1 Rytic1- Qﬂbsﬁﬂutﬁdr mdap@demdméy, hEYldKoiXyIpwer alkyl,

e Gy PR b A P A o her

stkegtazs aitreomtip edjeca sulstijusats of drcsasluteny] resdmledogether are -O-
b6|ng optionally nono-, di- or

pggig%bstltﬁgﬂ%ﬂgo i hdependent |y, by hydroxy, | ower

al kyl .. | ower al koxy, amino, |ower alkylam no,

f1 uork et arosesh islepsndently selestad; ﬁmnélﬁdltogmdmaérlaﬂwy halagen or

iSRRG gled nonoval ent heteroaromatic ring

contali ning ohé to three heteroatons i ndependently

sel ect.ed from 25 nitrogen, oxygen and sul fur, said

het erRas byrroge, lawsg alie ardialggenonal |y nono-, di- or

“tri- substituted, independently, by hydroxy, | ower

al kylm id @vwes c,ia{;,koxy, hal ogen, am no or | ower
al kyl'am no’~ or phenyl, which may optionally be nono-,

di - or trl-substltuted
nis0,1,2,3or4;

pisl,2or3;

* and pharmaceutically acceptable salts thereof.

Two different subtypes of cannabinoid receptors (CB; amd CB;) have been isolated
and both belong to G protein coupled receptor superfamily. An alternative spliced form of
CB,, CB\a, has also been describéd, but it did not exhibit different properties in terms of
ligand binding 'and receptor activation than CB; (D.Shire, C. Carrillon, M. Kaghad, B.
Calandra, M. Rinaldi-Carmona, G. Le Fur, D. Caput, P, Ferrara, J. Biol.. Chem. 270 (8)
(1995) 3726-31). The CB, receptor is mainly located in the brain, whereas the CB, receptor
is predominately distributed in the periphery and primarily localized in spleen and cells of
the immune system (3. Munro, K.L. Thomas, M. Abu-Shaar, Nature 365 (1993} 61-61).

Therefore in order to avoid side effects a CB;-selective compound is desirable.

A’-tetrahydrocannabinol (A’-THC) is the principal psychoactive compound in the
Indian hémp (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
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. HAPale Resameit

i ndependent |y, by hydroxy, |ower alkyl, |ower alkoxy,
hal ogen, | ower al kyl am no, hal ogenated | ower al kyl,
wabkagsesmssed | ower al koxy or nitro; 30 R4 is | ppEip2603/014721

al kyl, I ower al koxycarbonyl; cycl oal kyl, which may
optionally be nono-, di- or tdi.--substituted,
i ndependently, by hydroxy, |ower alkyl, |ower alkoxy,

fds uedrizieatieAgent:0¥o86, 3pky.b0, AR E PHO: RATEE: L QWBH-sBLKB%YIB,/,
a 5-or 6-nenbered nonoval ent heteroaromatic ring

cecepadragnisvanel it orafiitdem theUSAaatammbinot @paiatd®?) for the alleviation

sel ected from nitraogen, ox WD, 2004/ 0608 ..

SR E4sb 0T QR TR ReP b O P enc S el ef aomgidoss

rekperidebdigy ATIS %ﬁﬁi@hﬂs)fhﬂdiﬁgi@a petitestialiuléttdm BUSIUR MuBSlinone (LY-
y

i hdependent | hydroxy, lowegr alkyl,. |ower alkoxy,
%é),a symyhetic aarlaflogy¢ aird "BEIC, 13 hisetofoy QLB (R 1G: Pertwee,

ThRacl18LEL R TEIA. 14805 PEOLL s 0 (0 00

Hpad-d2¥4). | ower al kyl, |ower, al koxy, hal ogen, |ower 5
al kyl am no, hal ogénated | ower al kyl, hal ogenated | ower

ot G DRI LR O s
Hygbrdsty for kiovEB, rateloydr (R.G. Derrvveq oo Medn@hoge6,(8) @089) 635-
S e shbouet L halButnat el Ciner,
Gibsbp AeMhdélbaint Ve Ftiage! Reviedotlant) Sciekdds8 (B9201946-9).
;‘\(.rg%?i%%}@g &ég H?ﬁ%%ﬂgglgﬁr ?Ple@%?%i;%%ggﬁ?eda% ?ﬁe! gregrglallaet?c:t Eeczj've
teminal negatively adenylate cyclase and voltage-sensitive Ca** channels and activates the
inwardly rectifying K™ channel (V. Di Marzo, D. Melck, T. Bisogno, L. De Petrocellis,
Trends in Neuroscience 21 (12) (1998) 521-8), thereby affecting neurotransmitter release
.and/or action, which decreases the release of neurotransmitter (A. C. Porter, C.C. Felder,
-Pharmacol. Ther., 90 (1) (2001) 45-60).

Anandamide as A’-THC also increases feeding through CB; receptor-mediated
mechanism. CB; receptor selective antagonists block the increase in feeding associated
with administration of anandamide (C.M. Williams, T.C. Kirkham, Psychopharmacology
143 (3) (1999) 315-317; C, C. Felder, E. M. Briley, J. Axelrod, J. T. Simpson, K. Mackie, W.
A. Devane, Proc. Natl. Acad. Sci. U. S. A. 90 (16) (1993) 7656-60) and caused appetite
suppression and weight loss (G. Colombo, R. Agabio, G. Diaz, C. Lobina, R. Reali, G. L.
Gessa, Life Sci. 63 (8) (1998) L113-PL117). |

Leptin is the primary signal through which the hypothalamus senses nutritional state
and modulates food intake and energy balance. Following temporary food restriction, CB1
receptor knockout mice eat less than their wild-type littermates, and the CB1 antagonist
SR141716A reduces food intake in wild-type but not knockout mice. Furthermore,
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
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fluorinated nmethyl; R7 is hydrogen, |ower alkyl or
hal ogen; ms0,1,20r3; nis 0, 1, 2, 3 or 4; 15

widl 9d4/6208s8; and pharmaceutical |y accept abl e sgldSgp003/014721

thereof. Two diff:erent subtypes of cannabi noid

receptors (CBlI and CB2) have been isolated and both

bel ong to G protein coupled receptor superfamly. An
ﬁ{aty%xﬂ@etﬂy\é@nﬁ@é GSBFEECE}%E@ 10main@inGBbd 1rft\‘§le"§nd'fé\§n ?Jnft @f the neural
been desc d, it _did not_exhibit differen

GrOBEY f?fg@%tqdﬁa tI@?tws(V LiNgand. Ki GaparguahdVram éptirS: Bitkai, Z.

'%951'#7 qiehﬂnGtPMuﬁBR DODpatbiitee T, @1 iGAr &G kLedy, NMure 410 (6830) 822-

5% Cal andra, M Rinal df - Carnona,

By Caput P Ferrara, J. Biol. Chem 270 (8) (1995)

3726-31). The CBI receptor is mainly |located in the

brai gp_1WBEaas CBNS16BRe Eﬁﬁ@&h&r/ in ése%%@ﬁ?ﬁ'ﬂ Pﬁ&eq'lrc)ﬁn% currently
r ri

dj stributed in the per | phefy. an [ ocafi z

phass il ebivical idale @lr e lgpatimnt dfebpsimies é@@bﬂeebhr(d@laqvbwgntroﬂed
ﬁuﬁ}f al iR MSes d¥s, Mdsﬂ)arﬁ% d%fNEISIS ggle 7%31? ggtﬁ.fslﬁ%géﬁy Rbu8Wbody weight

efore in order to av >
@Bpn senped (apleshp 6 fnrits Mi&dnaldislamona, M. Amone, H. Heshmati, G.

ﬁg F EEAMIL P59 1319] FrbhSes, tooﬁ‘ t(%ﬁa‘?aﬁtr wﬁvcgﬁ:gs ” Alﬁéatracts of

oactlve conp in the
s;aﬂiémﬂ; AGQS NAhmnatlhéactmgd&ncagedL( wgﬁdc) Sth,G‘)ugue:ta%aiﬂ 2001).
savita (marijuanan), which is used in nedicine since

‘agespoyRRr cgfﬁﬁgﬁﬁ'&s@mléﬁa&‘ beth p&}ﬁ%@% Bk (iiéceptor antagonists

respectively inverse agonists are aminoalkylindols (AAT; M. Pacheco, S. R. Childers, R.
Arnold, F. Casiano, S. ]. Ward, J. Pharmacol. Exp. Ther. 257 (1) (1991) 170-183), like 6-
bromo- (WIN54661; F. M. Casiano, R. Arnold, D. Haycock, J. Kuster, S. ]. Ward, NIDA
Res. Monogr. 105 (1991) 295-6) or 6-iodopravadoline (AM630, K. Hosohata, R. M.
Quock, R-M; Hosohata, T. H. Burkey, A. Makriyannis, P. Consroe, W. R. Roeske, H. 1.
Yamamura, Life Sci. 61 (1997) 115 — 118; R. Pertwee, G. Griffin, S. Fernando, X. Li, A. Hill,

A, Makriyannis, Life Sci. 56 (23-24) (1995) 1949-55). Arylbenzo[b]thiophene and

benzofb]furan {LY320135, C. C. Félder, K. E. Joyce, E. M. Briley, M. Glass, K. P. Mackie,
K.]. Fahey, G. J. Cullinan, D. C. Hunden, D. W. Johnson, M. O. Chaney, G. A. Koppel, M. -
Brownstein, ]. Pharmacol. Exp. Ther. 284 (1) (1998) 291-7) disclosed in W(09602248,
US5596106, 3-alkyl-(5,5-diphenyl)imidazolidinediones (M. Kanyonyo, S. ]. Govaerts, E.
Hermans, J. H. Poupaert, D. M. Lambert, Bioorg. Med. Chem. Lett. 9 (15) {1999) 2233 —
2236.) as well as 3-alkyl-5-arylimidazolidinediones (F. Ooms, J. Wouters, O. Oscaro. T.
Happaerts, G. Bouchard, P.-A. Carrupt, B. Testa, D. M. Lambert, J. Med. Chem. 45(9)

- (2002) 1748-1756) are known to antagonize the CB) receptor respectively act as an inverse

agonis’cdon the hCB, receptor. WO0015609 (FR2783246-A1), WO0164634 (FR2805817-
Al), WO0228346, WO0164632 (FR2805818-A1), WO0164633 (FR2805810-A1) disclosed
substituted 1-bis(aryl)methyl-azetidines derivatives as antagonists of CB;. In WO0170700
4,5-dihrydro-1H-pyrazole derivatives are described as CB; antagonists. In several patents
bridged and non-bridgedl,5—diﬁhenyl—3-pyrazalecarboxamide derivatives are disclosed as
CB, antagonists/inverse agonists (WO0132663, WO0046209, WO9719063, EP658546,
EP656354, US5624941, EP576357, US3940418).




WD 2004/ 060888 PCTI EP2003/ 014721 -4 as therapeutic

Agents", 1986, pp. 1-20, CRC Press). A9-THC is a

non-sel ective CB1/2 receptor agonist and is avail abl e

inthe USA as dronabinol (marin@d{r)) for the

all eviation of cancer chenotherapy-induced enesis

(Cl E) Eiln'sl an lan béthereamloddherdd Oﬁ;he\m\i'eghbn top®vide selective,
atlents t hrou appetite

SEREHSRTER Il fop o SR IAE SR g DvAEISe A€ty Such antagonsts /

CopafRlatiabpnis® af el MedRa BS4Ey, ?faﬂﬁﬁt&ﬁ% tﬂestréﬁ%ﬁgnt and/or
for CE ( G, Pertwee, Pharmaceut. Sci . 11)

( POYPYtiosay diseases whigh arp\assoriatadonith the nldeEman sfoaluggeptor
60 (6) (2000) 1303-1314). Anandam de

5.( ar ac Hinddiyd 8héAnabRd ﬁ%)/ldéﬂ%ohﬂﬁﬁﬁdsfo'fﬁ%rﬁﬂ‘a ape
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endogenous |igand (agonist) for the CBl receptor
(R G Pertwee, Curr. g (8) (1999) 635 10
664; WA. Devane, L. Hanu er, RG Pertwee,

L. A. Stevenson, G Gifgn, , A, Mandel baum
A. Etinger, R -Mechoul a (1,%92) 1946-9).
Anandam de and 2-arachid yce ol X 2- AG nodul ate
at the presynaptic nerve temnilpal tively adenyl ate
cycl ase and vol tage-sensitive channel s and
activates the inwardly rectifying K+ channel (V.) Di
Marzo, D. Melck, T. Bisogno, L. De Petrocellis, 15
Wwhergls i n Neuroscience 21 (12) (1998) 521-8), thereby
affecting neurotransm tter- rel ease and/or action,

whi clﬁx HEARES t;he r ?ase of neurotransmtter (A C

Port er, E’ geﬁb?r(}%\yer

R? is hydrogen, lower alkyl, lower alkenyl, lower alkoxy-lower alkyl, lower
alkoxycarbonylamino, -(CHy)n-R* or -NHC(0)-R%;

orR'and R? together with the nitrogen atom to which they are attached form a 5- or
6-membered, saturated heterocyclic ring opﬁonally containing one or two further B
heteroatom(s) independently selected from nitrogen, oxygen and sulfur, said heterocyclic
ring being optionally mono-, di- or tri-substituted, independently, by hydroxy, lower
alkyl, lower alkoxy, amino, lower alkylamino, flucrinated lower alkyl or fluorinated lower

alkoxy;

R is cycloalkyl, optionally mono-, di-, tri- or tetra-substituted, independently, by
hydroxy, lower alkyl, lower alkoxy, fluorinated lower alkyl or fluorinated lower atkoxy;
cycloalkenyl, optionally mono-, di- or tri-substituted, independently, by hydroxy, lower
alkyl, lower alkoxy, fluorinated lower alky! or fluorinated lower alkoxyya 5-or 6-membered
monovalent saturated heterocyclic ring containing one to three heteroatoms
independently selected from nitrogen, oxygen and sulfur, said heterocyclic ring being
optionally mono-, di- or tri-substituted, independently, by hydroxy, Jower alkyl, lower
alkoxy, amino, lower alkylamino, fluorinated lower alkyl or fluorinated lower alkoxy; a 5~

* or 6-membered monovalent heteroaromatic ring containing one to three heteroatoms

- independently selected from ni.trogen, oxygen and sulfur, said heteroaromatic ring being

optionally mono-, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower
alkoxy, halogen, amino, lower alkylamino; or phenyl, which may optionally be mono-, di-

%
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- spgpmtliyhg menossdipes 4t %'*é‘»fﬁl Wdependen

Phar macol . Ther., 90 (1) (2001)'45-60). Anandam de as
A9-THC al so increases feeding through CB1
receptor-nedi ated mechanism CBl receptor selective
ant agoni sts bl ock the increase in feeding associ ated
20 with adm nistration of anandam de (C M WIIians,
T.C. Kirkham PsychOpharnacoIogy 143 (3) (1999)

%%%%azsut@tedqnda@ha , &y hyMro:BY IowRY alkyl, 1oAzele£1k@§y,, halogeﬁ lower

son, Devan Pro Nat|. "Acad
3dy! anmmshal%en@f@d F)m awégaé%%s A it
appetlte suppressi on and wei ght Ioss (G Col onbo, R
Agabir8 is lowebhIRE, lower dleinRweRalkRgalokwer Sikyll-di-plea§SRmwer alkyl, or
Li fl%@)s . 63 (8) (1998) L113-PL117). 25 Leptl nis the
i 3J‘S| gnal through which the hypot hal anus senses

. nutritional state and-'nodul ates food intake and *

e n er ®* P aldeied, Wit @w mldﬁamow ﬁ&é& tbqqﬂleﬁﬁ&iﬂg, 64 dyeldalkyl which
receptor knockout e eat S t

T HRET P PERY T tRRbsHc i e A ALy droxy, lower alkyl,

R bilds) mRMH6RS 16w @Ildymr&lﬁ%nhﬁlte&ﬂldﬁeﬂaﬂdéﬁy RiytiosIRényl, which may
knqck t m ce. Further def ect | VEY!)H"&S t| n

¥ Rgrpyer alkyl, lower
BRIk QIuoﬁﬁﬁt%E ®bRbikyRR fluBMBhEd Riwee AABEARBAG ElRiedibeldd

obese dbl db and_ ob/ob _m ce and Zucker rats. Acute
mw#en&ﬁaaﬁﬂm heterpeyghis ring coptaindngons toihisp hatesqatoms

ge&’fenﬂ? 3neam ﬁcﬁn%ﬁgog%n, x? g Qﬂ%ﬁlﬂxr,%l& %@fe%cyclhdhﬁé'l?emg

t hal aius. These findin i ndi cate

@@@élmﬁrammodld er ﬁrhswbﬁ@tutﬁﬁpmdn@ﬁnalﬁu Ys b¥ hydmxyrlower-aﬁ}mawer
gﬁgﬁ, gﬁ&g&qexggﬁl@f) ?1998?,/ MdfiAgld lower alkyl or fluorinated lower alkoxy; a 5-

or 6-membered monovalent heteroaromatic ring containing one to three heteroatoms
independently selected from nitrogen, oxygen and sulfur, said heteroaromatic ring being
optionally mono-, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower
alkoxy, halogen, amino or lower alkylamino; or phenyl, which may optionally be mono-,
di- or tri-substituted, independently, by hydroxy, lower alkyl, lower alkoxy, halogen, lower
alkylamino, halogenated lower alkyl, halogenated lower alkoxy or nitro; |

R* is lower alkyl, lower alkoxycarbonyl; cycloalkyl, which may optionally be mono-,

" di- or tri-substituted, independently, by hiydroxy, lower alkyl, lower alkoxy, fluorinated

lower alkyl or fluorinated lower alkoxy; a 5-or 6-membered monovalent heteroaromatic
ring containing one to three heteroatoms independently selected from nitrogen, oxygen
and sulfur, said heteroaromatic ring being optionally mono-, di- or tri-substituted, .
independently, by hydroxy, lower alkyl, lower alkoxy, halogen, amino, lower alkylamino;
phenoxy-lower alkyl, wherein the phenyl moiety may optionally be rﬁono~, di- or tri-
substituted, independently, by hydroxy, lower alkyl, lower alkoxy, halogen, lower
alkylamino, halogenated lower alkyl, halogenated lower alkoxy or nitro; or phenyl, which
may optionally be mono-, di- or tri-substituted, independently, by, hydroxy, lower alkyl,
lower alkoxy, halogen, -lower alkylamino, halogenated lower alkyl, halogenated lower
alkoxy or nitro; or two adjacent substituents of the said phenyl residue together are -O-
(CH3)p-0O- or -(CHz)-O-; '
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-5 may tonically activate CB 1 receptors to nmaintain
food i ntake and form part of6it-he neural «circuitry
regul ated by leptin (V. DO Marzo, S. K GCoparaju, L.
Wang, J. Liu, S. Bitkai, Z Jarai, F. Fezza, G 1.
Mura, R D. Palmter, T. Sugiura, G Kunos, Nature
410 (6830) 822- 825). SR-141716A, a CBI selective
ant agdrhd R® hre cavteind epeademtysdel deged drdehgloone, lower elltl] halogen or
g@as,e I(Iil clinical trials for the treatnent-of
aupgled gt qoubl e blind pl acebo-control I ed st udy,
at the doses of 5, 10 and 20 ng daily, SR 141716

" si gnif e dpeny ledecakyl botlslogmi;ght  when conpared to

pl acebo (F. Barth, -M Rinaldi-Carnona, M Arnone, H
Heshmat i, ? Le Fur, "Cannabi noid antagoni sts: From
rese&?’(‘?l?’il’ 0 rs"”to potential new drugs." Abstracts of
10 Papers, 222nd ACS National Meeting, Chicago, IL,
Uni t eds Gtla2esor4ugust 26-30, 2001). O her conpounds
whi ch have been proposed as CBI receptor antagonists
respecﬁt\i \éelr)é,i nver se agoni sts are am noal kyl i ndol s
(AAII,”l >“Pacheco, S. R Childers, R Arnold, F.
Casiano, S. J. Ward, J. Pharmacol. Exp. Ther. 257 (1)
(199 - e atlod < - N54661; F. M

Casi %I%]doé H%%%ﬁ%?‘?’,a%ﬁﬁé%gg%“éow Kuster, S. J. Ward,
NI DA 15 Res. Monogr. 105 (1991) 295-6) or

6-1 ogp Q%@tﬁﬁg QbR thetMR3Rovitfed hiBERbBA!Er thRmdvufacihie ok compounds
R. M Hosohata,” T.. H Burkey, A M akriyannis, P. .
obforsrbe(T) A deinedRabasicewhich Proceyaenumisss raapiien efzan engmine of
(19?7)_115 -118; R Pertwee, G Giffin, S. Fernando,
femyla Asp HioT, '

N/(CHZ)W\R3

wherein R!, R% R’, R® and m are as defined above;

with an alfa-bromoketone of formula B:

RT

N
/4
R——<S l 6Br

R
wherein R%, R® and R’ are as defined above;

" In a third aspect, there is provided pharmaceutical compositions comprising a

compound as defined above and a pharmaceutically acceptable carrier and/or adjuvant.

In a fourth aspect, thére is provided compounds as deﬁned above for use as

therapeutic active substances.
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3-al kyl - (5,5
KETaRRYEs

A. Makriyannis, Life Sci. 56 (23-24) (1995) 1949-55).
Aryl benzo[ b] t hi ophene and _benzo[ b] furan (LY320135, C
C. Felder, K E. Joyce, E. Briley, M d.ass, K P.

‘Mackie, 20 K. J. Fahey, G J. Cullinan, D. C. Hunden,

D.- W Johnson M 0. Chaney, G A Koppel, M

Brownstein, J. Pharmacol. Exp. Ther. 284 (1) (1998)
291- 7) nthh ﬁﬁh@ﬁf&dt ﬂﬁré@%@&ﬁ&&ﬁcom @ﬁ]&ﬁned above for use as
henyl ) 1 m daaol i di nedi ones

aogve gu s@ggeé P the tyeatmang pﬂﬁvsprogl'lqu#ls plodipepsps which are
Lett. 9 (15) (1999
asggélat%gﬁﬁgrﬁoduﬁtf&ﬁ{og ztalhse'\@ﬂi rggsf& € (15) ( )

as we
3-al kyl -5-aryl i m dazol i di nedi ones (F. Oons, J.

. Pon $ﬁf&g§5@%{ e sroridop ey PO B A bgd ghove forthe
: gt% %atlém%dléaﬁfe%ts]%?ﬁl)e tAdafn & QWD of ﬁnw %g@ﬂf é@eatsgﬁwhlch are

receptor respectively act as an agoni st
oasscbdn&tedﬂ&ﬁh theapegdtlation MEOBI B8OB0(SFR2783246- Al) ,
W0164634 (FR2805817- Al), WO0228346, WO0164632
( FR28UE&§.980tHé;)N,15e\iM&£éLﬁ3l& o280 380t fs)ar €l et €br@ls Billustrate and

e Rty S pd bOTE Wby s oess destsibe S dnvetion herein.

4,5-di hydro-1 H pyrazol e derl vatives are described as
CBl aﬂi’;&ﬁﬁ@p&dﬁ@tioﬂl thezeve f‘la{eveﬁ’ a$ @9t $o mbdr ggRekpaddsisting of one to

bri di phenyl razol ecar boxam de
o"ég R,Eﬁeg?ggngE@e&P 6§@8n§£0 @31 ant agoni st s/i nver se
agoni sts (W0132663, WO0046209, W9719063, EP658546,
EP65 6824 erd/ShAg4AA teferk O TR e, HISIBRS Bbk8he andiodike, 'pﬁeferably to

an_aimof, t he enbodi nent of the invention to provid
stz apg fluorine.
The term “alkyl”, alone or in combination with other groups, refers to a branched or
straight-chain monovalent saturated aliphatic hydrocarbon radical of one to twenty
carbon atoms, preferably one to sixteen carbon atoms, more preferably one to ten carbon

atoms.

The term “lower alkyl”, alone or in combination with other groups, refersto a

branched or straight-chain monovalent alkyl radical of one to eight carbon atoms,

- preferably one to four carbon atoms. This term is further exemplified by radicals such as

methyl, ethyl, n-propyl, isopropyl, n-butyl, s-butyl, isobutyl, t—butyl n~-pentyl, 3-
methylbutyl n-hexyl, 2-ethylbutyl and the like.

The term “alkoxy” refers to the group R’-O-, wherein R’ is alkyl. The term “lower

alkoxy” refers to the group R’-O-, wherein R’ is lower alkyl. Examples of lower alkoxy

groups are e.g. methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy and hexyloxy,
with methoxy being especially preferred.

The term “lower-alkenyl” refers to a lower alkyl group containing one or more
double bond(s) in the alkylene chain. This term is further exemplified by radicals such as
vinyl, 1-propenyl, allyl, I-butenyl, 2-butenyl and 3-butenyl, with allyl being preferred.

The term “lower alkylamino” refers to the group R’-NH-, wherein R’ is lower alkyl.
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directly acting CB | receptor antagoni sts respectively
i nverse agoni sts. Such antagonists / inverse

wathegwossst s are useful in nedical therapy, PCT/EP2003/014721
particularly in the treatnment and/or prevention of
di seases which are associated #+th the nodul ati on of
CB I receptor. [ 5. In a first aspect, there is
pr ovi dedesw pwandiksoxytarbonyiiiteders to the Broup N-GRC(RDE, wheNin R’ is
\y R3 SR (lI) 10 wherein R is hydrogen, or
ﬁég\xgﬁng;ld'kyl; R2 is hydrogen, |ower alkyl, |ower
al kenyl, | ower al koxy-lower al kyl, |ower
al koxihedemmorigtamatkasycarb@2mink? refars to Nid@ @p RaD-CEWH-, wherein
ogether with the nitrogen atomto which
ﬁﬁé@gg?gglgl't ached forma 5- or 6-nenbered, saturated
heterocyclic ring optionally containing one or two
f ur t e terpethalaganased Hyver pltEp eefetwo h ovewlabot edup mbanein at least one

MU OYRIRogAX YRR 1ARY R drlilp is%%]gcela%tyearh%?é/g%h bfom, preferably fluoro
or chloro. Among the preferred halogenated lower alkyl groups are trifluoromethyl,
difluoromethyl, fluoromethyl and chloromethyl, with trifluoromethyl being especially
preferred. The term “fluorinated lower alkyl” refers to a lower alkyl group wherein at Jeast
one of the hydrogens of the lower alkyl group is replaced by fluoro. Among the preferred
fluorinated lower alkyl groups are trifluoromethyl, difluoromethyl and fluoromethyl, with
trifluoromethyl being especially preferred.

The term “halogenated lower alkoxy” refers to a lower alkoxy group wherein at least
one of the hydrogens of the lower alkoxy group is réplaced by halogen, preferably by
fluorine or chlorine. Among the preferred halogenated lower alkoxy groups are fluorinated
lower alkoxy groups such as trifluoromethoxy, difluoromethoxy and fluoromethoxy, with
trifluoromethoxy being especially preferred. The term “fluorinated lower alkoxy” refers to
a lower alkoxy group wherein at least one of the hydfogens of the lower alkoxy group is
replaced by fluoro. Among the preferred fluorinated lower alkoxy groups are
trifluoromethoxy, difluoromethoxy and fluoromethoxy, with trifluoromethoxy being
especially preferred.

The term “di-phenyl-lower alkyl” refers to a lower alkyl group wherein two of the
hydrogens of the lower alkyl group is replaced by phenyl. The phenyl moiety may
optionally be mono-, di-, or tri-substituted, independently, by lower alkyl, lower alkoxy or
halogen.

The term “phenoxy-lower alkyl” refers to a lower alkyl group wherein one of the
hydrogens of the lower alkyl group is replaced by phenoxy. The phenyl moiety of the
phenoxy-lower alkyl residues may optionally be mono-, di-, or tri-substituted,
independently, by lower alkyl, lower alkoxy or halogen.



10

15

20

25

30

ring being optionally nono-, di- or tri-substituted,

i ndependently, by hydroxy, |ower alkyl, |ower alkoxy,
woizozjosbsesver al kyl am no, fluorinated | ower al pgir/E®£0034914721
fluorinated | ower - al koxy; 20 Rea is cycl oal kyl,
optionally nmono-, di-, tri- or-8etra-substituted,

i ndependently, by hydroxy, |ower alkyl, |ower alkoxy,

f | uor Theatesnt ‘%c/:pﬂ}mlkylﬂ tefdrs ora thonmulenataebbdydivendiad] kbhiree to six,

CPRRATUE R, oo Shonks TR Jeren§ S sty radicls such s
atiicdddpropybveyrlobiigh xyclofentib sidhatletietydvwer al kyl or

fluorinated | ower al koxy; a 5-or 6-nenbered _

monoval ent  sat ur at ech» erocyclic.ring,confai nin e .
ot sciohm: SRl SRR Sttt bRt EfRe o i,
nptefengdnthrextogre carbdn asathd, whichsafbdopdit eing eyrthing afléfdgon double

in optional ly nmono-;.~di.* or. tri-substjtuted,
RS Tha Rkt e B ARBSA by el el s Siclohite R pyelopgntenyl and
atyichbexdnglyevithadylphawhideidelppeeiredit ed | ower al kyl or
fluorinated | ower al koxy; a 5- or 6-nenbered

nonov.gl ent _het er oar ic ri cont ai,ni n ne .t.o three

et or LIS HR PRATTAD B TAN 125 Peie Ghac BT L 06 { e ompounds of
ofoygah (Ii)|1\dit]§ iﬂdrgtmicij ;Gr&'brgarheﬁ@dlmglﬁ) ﬂﬂi}idﬁod(ljﬂdﬂﬁ abid, B@lrobromic acid,
optlona no-, .di,- ar fri-substifuted, . . .

il é‘bﬁfg éﬁ]pgty)l,‘lc Brs‘)d,mﬂ%;@{c aFlgmgfncaﬁc‘gt;%qnql% maéq:g%-,acenc
haid) femariastidGucdigioRtid Alaleyliodtid) Pretdne lic acl¥)is@iftyl@atid, p-
oh}é:onal be no; ?}% 6 or tri-substituted,

RSP ETRAAR A g0 Pl i FrB ROBIRATD ipeoreamtsiisBreferred salts
ha@itlo @&ds ark Gviv@iiates, maleates, citrates, hydrochlorides, hydrobromides and

methanesulfonic acid salts, with hydrochlorides being especially preferred.

In one embodiment, the present invention relates to 2 compound of formula (I) as

defined above, wherein R' is hydrogen or lower alkyl. -

Preferable lower alkyl residues R are methyl and ethyl, with methyl being especially -
preferred. Most preferably, R' is hydrogen.

In another embodiment, the present invention relates to a compound of formula (I)
as defined above, wherein R is hydrogen, lower alkyl, lower alkenyl, lower alkoxy-lower
alkyl, lower alkoxycarbonylamino, -(CHz)m-R* or -NHC(O)-RZE.

Preferable lower alkyl residues R” are branched or straight chain ‘aJkyl residues with
one to eight, preferably three to five carbon atoms, such as n-propyl, n-butyl, s-butyl,
isobutyi, n-pentyl and 2-ethylhexyl. Most preferred lower alkyl residues R? are n-propyl, n-
butyl, s-butyl, isobutyl and n-pentyl. Preferable lower alkenyl residues R? are 1-butenyl
and allyl, with allyl being especially preferred. Preferable lower alkoxy-lower alkyl residues
R¥are- methoxymethyl, methoxyethyl, methoxypropyl, ethoxymethyl, ethoxyethyl and
ethoxypropyl, with methoxyethyl and methoxypropyl being especially preferred. Preferable
lower alkoxycarbonylamino groups R” are methoxycarbonylamino, ethoxycarbonylamino,

propoxycarbonylamino and butoxycarbonylamino, with ethoxycarbonylamino being
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al kyl am no, hal ogenated | ower al kyl, hal ogenated | ower
al koxy or nitro; R3 is |lower alkyl, |ower alkenyl,

wooneyo@mbisoxy- | ower al kyl, di-phenyl -1 ower al kydt/EE003/014721

-(CH2)n-R3a; 5 R3a is cycloal kyl, which nay optionally
be fused to a phenyl ring; or-eycloal kyl which my
optionally be nono-, di- or tri-substituted,

i eegreqalydeeftirsd. Pbgferhbid remdylﬁs R%)ame tovadrlgidy] as defined bV OXVH,) n-R*
qu 2l 2k fl r|nMedI we

Jer SHERQRS FMihiel s Her SRlah Spom isfBHEL pPeabt Most
tpnefaalﬂasﬁeslﬂuﬁsﬂa ,arel lnm‘érmﬂtydi smcﬁdﬁy‘led Byoveyd r-(IXHg)mlRf\alﬁtfherem R* is as

%ﬁ l.ower Xy, {‘; %iy ated | ower al kyl or

gﬁng&H?BME c% WWRY2OX 5- or 6- nenbered 10

nDnovaIent saturated heterocyclic ring.containing one
to t hinemekebediasheRe® is tﬁﬂﬁﬂﬁfh@@ﬂbhéﬂl b6 @, thiF @Atetra-substituted,

AR P B o LA Sh e A
i ﬂlﬁt&hﬁmddmér)ﬂkoby c’;&}lﬁﬂﬂ@ﬁy} optiweilly dhdnyd-, dil NEI-suttikeed ,

IR s QRO T L N

nmmmtean@wmtkam Arsosred- e rblertd rEORGAlent REuARg HerbYtiREring
het er.oat ons 1 ﬁg%pendently sel ect d from nitrogen,

JSEPERIRIng ARe o jhreg heterogiomyiadepeade lestedifrpgn BiTaggn, Oxygen and

Oﬁﬂfiuf) Qiiﬁ'h)étef&?&rc m%'bém%rophbhalfyliﬁﬁd) 3 8L @ tri-substituted, independently,
ydroxy, |ower alk I, | ower

endent |y,
dl} ; lﬁHFgﬁéléiﬂo‘ﬁ iafoxBramigaepwar dkylamings fuerinated lower alkyl or
pﬂlﬁﬂiﬂated%kbéi RIIARY 2GR RRRMLYrd38n SRR RLent hélbroafdmatic ring containing

tri-substjtuted, |ndependently by hydroxy, |ower
ATeyP threg, ?roaqowmdepﬁradeaaﬁﬁeeqt P TAirpgsph eigAand sulfur, said

@t&g%ﬁ{aﬁgnhgwﬁﬁg 8ptiorally B8 Y @RA% S T e K%Y erfently, by
hydroxy, lower alkyl, lower alkoxy, halogen, amino, lower alkylamino; or phenyl, which
may optionally be mono-, di- or tri-substitited, independently, by hydroxy, lower alkyl,
lower alkoxy, halogen, lower alkylamino, halogenated lower alkyl, halogenated lower

alkoxy or nitro.

Preferable cycloalkyl residues R* are cycloalkyl residues with three to six carbon
atoms, such as cyclopropyl, cyclobutyl, cyclopentyl and cyclohexyl, which may optionally
be mono-, di-, tri- or tetra-substituted, preferably mono- or tetra-substituted,
independently, by hydroxy, lower alkyl, lower alkoxy, fluorinated lower alkyl or
fluorinated lower alkoxy, preferably by lower alkyl, such as methyl, and/or hydroxy. Most
preferable cycloalkyl residues R* are cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and

- 2-hydroxycyclopentyl. Preferable cycloalkenyl residues R* are cyclobutenyl, cyclopentenyl

30.

and cyclohexenyl, with cyciohexenyl, preferably cyclohex-1-enyl, being especially
preferréd. Preferable heterocyclic rings R* are 5- or 6-memberd, with 5-membered being
especially preferred, and contain one to three, preferably one or two, heteroatoms
independently selected from nitrogen, oxygen and sulfur, preferably selected form

nifrogen and oxygen, said heterocyclic ring being optionally mono-, di- or tri-substituted,

 independently, by hydroxy, lower alkyl, lower alkoxy, amino, lower alkylamino,

fluorinated lower alkyl or fluorinated lower alkoxy. Preferably, heterocyclic rings R* are
unsubstituted. Most preferred heterocyclic rings R* are piperidinyl, morpholino and
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20 R4 is lower alkyl, |ower al koxycarbonyl;

cycl oal kyl, which may optionally be nono-, di- or
W 2eosibses t ut ed, i ndependently, by hydroxy, | ®@e®rEP2003/014721
al kyl, | ower al koxy, fluorinated |ower alkyl or

ftuorinated | ower al koxy; a 5:g¢f.6-menbered nonoval ent
het eroaromatic ring containing one to three

hetak ﬂif@ﬁﬁy] W&ﬁ@%@ﬁfﬁ)‘l xn@ﬁio@éﬂcﬁﬂofbe&@egpekfaﬂgsféfened Preferable
g}ﬁ%{e and sul fyr, said hetero tlcrlngc2 ein

FRAAMATC HB&SOR a%ﬁ5 05 6-mFbUHbaRd sqntan one tpthree, preferably one or
Itwg %Q&BEAandéﬁﬁnWQ&)&ted fQM\ﬁrm@bé‘eYﬂ @xy')%eﬂ\@ﬁd 12 Pheferably

hal og tén am no, “| oner yl am no; hena
éﬁlkstﬁd Wl@paeqw%l&féwm rh@te&ayowavwb@a&pptwr@& mono-, di- or
rmrg%smgaed aeelsernuen@w thyaﬂékﬁ%wérqﬁ&pmaﬁd . W Hllbgen, amino or

droxy, | ower koxy, | ogen,

mwlaaeda@anoh&aawaxfaaterwatm niggs R eap a@edﬂavlemrawerrﬂ
KB aﬁﬁ 1§Hx5io‘i’yl (9;5'1'_1 B YibsttdfidGR geﬁﬁ')ﬂ 9817 Q%ljamy

nono-, di - stituted, |Independent
Ihyterwymah@mgs & Rsﬂ unsebﬁtit'éiﬂépr mongasybsthlaﬂed e&pwelr elkgk, preferably

%étﬁ,p ﬂﬂ%ﬁﬂgfe%ﬁ&%?%%ﬁ%éﬂ?% 34 wa ¥ pycd ﬁlﬁ g@gﬁﬁﬁ
mﬁethﬂén@alydi Opﬁemthylrsemzalyb Plrzfgeblh @hexad eesidpes R qptionally

no(-ca_|2 %trp'smwgg.}t cgiz gtnli%b&gn 9 ig?ﬁ? Hhﬂsﬁﬁiﬁgf nlgt?e%xll&/enﬂy, by lower

et 8d F Fom

falkamy isndt mmébh)y Ihalogen, |sscH1g50thhnge,ﬁa,aldcrel\Mcd h)lwey hlkydr such as

trth&%Methyﬁn hangenaztgzﬁ Biwer alkoxy, such as trifluoromethoxy, or nitro. Most
preferable phenyl residues R are unsubstituted phenyl, 4-trifluoromethyl-phenyl, 4-
chloro-phenyl, 3,4-dichloro-phenyl, 3,4-dimethoxy-phenyl, 2-nitro-phenyl and 4-
trifluoromethoxy-phenyl.

Preferably, mis 0, 1 or 2, more preferably m is 0 or 1, most preferably mis 0.

In another embodiment, R and R* together with the nitrogen atom to which they
are attached form a 5- or 6-membered, saturated heterocyclic ring optionally containing
one or two, preferably one, further heteroatom(s) independently selected from nitrogen,
oxygen and sulfur, preferably oxygen, said heterocyclic ring being optionally mono-, di- or
tri-substituted, independently, by hydroxy, lower alkyl, lower alkoxy, amino, lower
alkylamino, fluorinated lower alkyl or fluorinated lower alkoxy. Preferably, heterocyclic
rings formed by R' and R? together with the nitrogen atom to which they are attached are
unsubstituted, with unsubstituted pyrrolidinyl, piperidinyt and morpholino being -

“especially preferred.

Iri another embodiment, the present invention relates to a compound of formula (1)
as defined above, wherein R? is lower alkyl, lower alkenyl, lower alkoxy-lower alkyl, di-
phenyl-lower alkyl, or l-(CHz)fRaa.

Preferable lower alkyl residues R® are branched or straight chain alkyl residues with
one to six, preferably four carbon atoms, such as ethyl, n-propyl, isopropyl, n-butyl, s-
butyl, isobutyl, n-pentyl and n-hexyl. Most preferred lower alkyl residues-R’ are n-butyl
and s-butyl. Preferable lower alkenyl residues R’ are 1-butenyl and allyl, with allyl being
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5* nis 0, 1, 2,3 0or-4;, pis 1l 2 or 3; and
pharmaceutically acceptable salts thereof. In a second

waspesicosgshere is provided a process for the pcT/EP2003/014721

manuf act ure of compounds of forrmula (1) as defined
above, which process conprisesjyreaction of an enam ne
of to formula A- ONACHZ)' R3 RcNIR5 [1Z R wherein

RspeckBly pFi3errdd PRRGaH10]0RELalREyIB N SRyIBANSss R*BR MbthBcymethyl,
an al f a- bLom) et one of forneg;ﬂg B O ~§1gaf7 R4 \/ *1%
SO i“FFt.g&i‘YP, TRV ORI Slogafivhars etbev@ onTh w4t
trhéthaqaeybaid methexgrosyl briny espedalphsrefoaedUPfefadble di-phenyl-lower
CaﬂE}P%Sdi-En e -n?é%ﬁw.rl\ldgétrfngefg‘ably, R’is a residue -(CHg),-R*, wherein R* is as
defined below and n is 1 or 2, preferably 1.

In one embodiment, R* is cycloalkyl fused to a phenyl ring; or cycloalkyl which may

optionally be mono-, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower
alkoxy, fluorinated lower alkyl or fluorinated lower alkoxy; cycloalkenyl, which may

. optionally be mono-, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower

alkoxy, fluorinated lower alkyl or fluorinated lower alkoxy; a 5-or 6-membered
monovalent saturated heterocyclic ring containing one to three heteroatoms
independently selected from nitrogen, oxygen and sulfur, said heterocyclic ring being
optionally mono-, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower
alkoxy, amino, lower alkylamino, fluorinated lower alkyl or fluorinated lower alkoxy; a 5-
or 6-membered monovalent Heteroaromatic ring containing one to three heteroatoms
independently selected from nitrogen, oxygen and sﬁlfur, said heteroaromatic ring being
optionally mono-~, dj- or tri-substituted, independently, by hydroxy, lower alkyl, lower
alkoxy, halogen, amino or lower alkylamino; or phenyl, which may optionally be mono-,
di- or tri-substituted, independently, by hydroxy, lower alkyl, lower alkoxy, halogen, lower
alkylamino, halogenated lower alkyl, halogenated lower alkoxy or nitro.

Preferable cycloafkyl residues R* are cycloalkyl residues with five or six carbon
atoms, which may optionally be mono-, di- or tri-substituted, independently, by hydroxy,
lower allyl, lower alkoxy, fluorinated lower alkyl or fluorinated lower alkoxy, or which
may optionally be fused to a phenyl ring. Preferably, cycloalkyl residues R* are
unsubstituted, such as unsubstituted cyclopentyl or unsubstituted cyclohexyl, with
unsubstituted cyclohexy! being preferred, or fused to a phenyl residue, such as indahyl.

* Preferable cycloalkenyl residues R? are cyclobutenyl, cyclopentenyl and cyclohexenyl, with

cyclohexenyl, preferably cyclohex-1-enyl, being especially preferred. Preferable
heterocydlic rings R® are 5- or §-memberd and contain one to three, preferably one or

two, heteroatoms independently selected from nitrogen, oxygen and sulfur, preferably

~ selected form nitrogen and oxygen, said heterocyclic ring being optionally mono-, di- or

tri-substituted, independently, by hydroxy, lower alkyl, lower alkexy, amino, lower

* alkylamino, fluorinated lower alkyl or fluorinated lower alkoxy. Examples of heterocyclic

rings R* are piperidinyl, morpholino and pyrrolidinyl, optionally substituted as defined
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conpound as defined above and a pharmaceutically
acceptable carrier and/or adjuvant. 25 In a fourth
wepetosossker e i s provi ded conpounds as defi nedcairpeasio14721
for use as therapeutic active substances. 6¢- In a

fifth aspect, there is provi ded2conpounds as defined
above for use as therapeutic active substances for the

tateat, rr&nferaam/hetrer ap;rnzrhoam“sﬁr@ﬁnﬁbwa&a%rmSﬁm@%/1owe; alkyl,

2eh 7t Mediyp et echvL Wb s ThL Cppe el R UGS Ghs: ooy

asngat’f BRipRANEy1f A6rphlino and I REF-Bli-GiMif. PrRfl HRRALS ti
for t K t?e%?ment 51‘!3 pr ophy F}Zx?gﬂrof g?seases whi haroma '

aiRss Ras%’i’?csi &F edoep wl AR HRAHIR 20F et ngqrahhée@ephaﬁ@atom(s)
Ualigss dehfiesicaa frdpdl ngadgRf, oxtygﬁl 4rQll LW, Bad ﬁ@cfefdﬂiﬂdl:ﬁﬁsrmg being

.are set forth to illustrate and definé the mea

ARfseBpBsr-tdeon g iubadiuics idleprndgntys by ég@pﬁbéowqﬁg&yl lower
'dﬂ(@}. haABz e h &b or Ibfed ﬂkﬁarﬁﬁ%cﬁah%@é '&ﬁe&%ﬁrﬁﬁt{@ rings R* are

r |s Used to mean a group corsisting of one

1ﬁ9r5é1 tianyl andapsidanilyonsfonalliesubsithisdras definsdrbareoRyeferably,
Tﬁb?erbﬂdﬂxatﬁ%x%g ¥ ark ﬁflﬁfb%tlﬁl‘t)edférLh%ﬂcﬂﬁbsﬁﬁté?fﬂfl@wer alkyl, preferably

brom ne and |ne pre erab 3 orin
fingdyl- Most Preseralle fretergarginatic laillﬁrBe oe furgl, goemyl. Fametbpithienyl and

Ve [, 2 N £ I P eny] RERDS #30aR BHARERSHoRY, di- or tri-substituted,

preferably mono- or di-substituted, most preferably mono-substituted, independently, by
hydroxy, lower alkyl, such as methyl or isopropyl, lower alkoxy, such as methoxy, halogen,
such as chloro, halogenated lower alkyl, such as trifluoromethyl, halogenated lower alkoxy,
such as trifluoromethoxy, or nitro. Most preferable phenyl residues R™ are unsubstituted
phenyl, 2-methyl-phenyl, 4-methyl-phenyl, 3,4-dimethyl-phenyl, 3,5-dimethyl-phenyl, 4-
isopropyl-phenyl, 4-chloro-phenyl, 3,4-dichloro-phenyl, 3,5-dichloro-phenyl, 3-methoxy-
phenyl, 4-methoxy-phenyl, 3,4-dimethoxy-phenyl, 3,5-dimethoxy-phenyl, 2,4-dimethoxy-
phenyl, 3,4,5-trimethoxy-phenyl, 3-trifluoromethoxy-phenyl, 4-trifluoromethoxy-phenyi,
3-triflucrmethyl-4-chlorophenyl and 4-nitro-phenyl, with 4-methoxy-phenyl being
especially preferred. Most preferable residue R* is a phenyl residue as defined above.

Preferably, nis 0, 1, 2 or 3, more preferably n is 1 or 2, most preferably n is 1.

In another embodiment, the present invention relates to a compound of formula (I)
as defined above, wherein R* is lower alkyl; lower alkoxycarbonyk; cycloalkyl, which may
optionally be mono-, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower
alkoxy, fluorinated lower alkyl or fluorinated lower alkoxy; 2 5-or 6-membered
monovalent heteroaromatiﬁ ring containing one to three heteroatoms independentty
selected from nitrogen, oxygen and sulfur, said heteroaromatic ring being optionally
mono-, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower alkoxy,
halogen, amino, lower alkylamino; phenoxy-lower alkyl, wherein the phenyl ngxoiet}r may
optionally be mono-, di- or triléubsﬁtuted, independently, by hydroxy, lower alkyl, lower
alkoxy, halogen, lower alkylamino, halogenated lower alkyl, halogenated lower alkoxy or
nitro; or phenyl, which may optionally be mono-, di- or tri-substituted, ipde_péndently, by,
hydroxy, lower allkyl, lower alkoxy, halogen, lower alkylamino, halogenated lower alkyl,
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strai ght-chai n nonoval ent saturated aliphatic

hydr ocarbon radi cal of one to twenty 15 carbon at ons,

WU £heossy one to sixteen carbon atons, nmore per/EP2003/014721
preferably one to-ten carbon atons. The term "l ower

all (yl", alone or in conbinatigea-with other groups,
refers to a branched or straight-chain nonoval ent

ahHygenarediloatr ad;kfoxp Benitio; 6 GhladRRERQNbRAE@HEs of the said phenyl residue
pref rably &H é%pur @g&?O@ atons. This termis

fﬁﬁ? e A8y éﬁg P I's such as 20 nethyl,

et hyl, n-propyl, |50propyl n-butyl, s-butyl,

i sob UPQeFe,raBle Irlmeyh et RF are Braﬂm&h&l é@xléigm chzﬁ‘n BRDEsidues with

2 eth [ but n e,li ke, The ter al fers to
r)éb"u Bf%ﬁlera%Y Onﬁifb‘ihéﬁeﬁa’ﬁm atomy, R W@“YX &t
ais&ﬁﬁé)&yl ﬁaf 1; h-Bu‘QI %But'ﬁ arfd n- m?xr Bt pffefekﬁdhw&raucyl

aIkyI OXYy . groups are e.

;ﬁl N i f?&f@%@w 4l F%b@%glamlﬁetgws Rlare
Iﬁle{% nhﬁzs C béylathihh ¥tbb 1iiflino and
especi aI efer%/ewgraﬁe&@ 1 Iﬂg\?\g&s& ﬁ}} " lIlroeafners

C BgXTCaTRanY U9 GHRIRORT A %‘FYMWO@HT@gGFPCﬁ*@ %Pre&éwé} Rreferable
bayiamdy] tesiduber ‘@l s;aclosm r‘éﬁ@&éﬁ mtmhﬁee E@gmar%oﬁ ufén%esuch as
exemplified b adi cal s” such vin propen

awcmpmmy wﬂe%'w L, cyelopgrighand caﬁehgcyb m%e:hynay wttowaﬁ)r bgmono-, di-,
bei-ng t&faeﬁtﬂ:fsﬁﬁﬁed Efb?er&}ﬁf fHoan&Gt'étrﬁdsF NerRLeRd @xﬁdﬁpreﬁ{ll%%’ by hydroxy,

to the group erein ower
Jlowsr @gggbgvep@ﬁwgpﬂma@eﬂqur alkyyor ﬂuormated lower alkoxy, preferably by

lower alkyl, such as methyl, and/or hydroxy. Most preferable cycloalkyl residue R* is
unsubstituted cyclohexyl. Preferable heteroaromatic rings R*are 5- or 6-membered and
contain one to three, preferably one or two, heteroatoms independently selected from

. nitrogen, oxygen and sulfur, preferably selected form nitrogen and sulfur, said
heteroaromatic ring being optionally mono-, di- or tri-substituted, independently, by
hydroxy, lower alkyl, lower alkoky, halogen, amino or lower alkylamino. Examples of
heteroaromatic rings R* are pyridinyl, pyrazinyl and thiazolyl, optionally substituted as

defined above. Preferably, heteroaromatic rings R* are unsubstituted or mono-substituted
by lower alkyl, such as mefhyl and ethyl, or by lower alkoxy, such as methoxy. Most
preferable heteroaromatic rings R* are 2-methoxy-pyridinyl, 2-methyl-pyridinyl, pyrazinyl
and 2-methyl-thiazolyl. Preferable phenoxy-lower alkyl residues R* are phenoxy-methyl
and phenoxy ethyl, wherein the phenyl moiety may optionaily be mono-substituted by
lower atkoxy, such as methoxy. Most preferable phenoxy-lower alkyl residue R* is 3-
methoxy-phenoxy-methyl. Preferable pheny! residues R* are mono-, di- or tri-substituted,
preferably mono- or di-substituted, most preferably mono-substituted, independently, by

- hydroxy, lower alkyl, such as methyl, ethyl or t-butyl, lower alkoxy, such as methoxy,
halogen, such as chloro or fluoro, halogenated lower alkyl, such as trifluoromethyl,
halogenated lower alkoxy, such as trifluoromethoxy or nitro. Alternatively, two adjacent

~ substituents of the said phenyl residue together may be ~0-(CHy)p-O- or -(CHy),-O-,
wliefé'in pisl,20r3, preferabiy 1 or 2, most preferably 1. Preferable substituents of
phenyl residues R* are nitro and lower alkoxy, or two adjacent substituents being
-0-CH;-O-. Most preferable substituted phenyl residues R* are 2-methyl-phenyl, 4-



The term "| ower al koxycarbonyl" refers to the group
R-OC(O-, wherein R is |lower alkyl. The term

wioawerosagggoxycar bonyl am no" refers to the gr owrT/EP2003/014721
R-OCOC(ONH, wherein R is lower alkyl. 5 The term

"hal ogenated | ower alkyl" refersato a | ower al kyl

group wherein at |east one of the.hydrogens of the

I amﬂhyla;bhe;a}fl g—rethybphanyll @pt—hﬂ@ﬂpb@byﬁ Ehﬂllld?g%eﬁ}ﬂoﬁ}:hloronphenyl 2,4~

f
P iR Propheit o it Shear b e et A methoxy-pheny,
;M ha:sﬁfo@y@hét%yﬂ ,3,4-dlinechompt bydnyllalacs (ﬁh‘féﬂ%@tpnﬁlll ¥ T:Arﬂ]wcﬁoxy-phenyl 4-
Il s(elgye] e eCl, a ererre e
e L G T SRR I A A P
5 gra@dp Mﬁ?@o%@heﬁl wkﬂl Q&ﬁt}gﬁcy]?m mxim&%ﬁénﬂsna he
y

wer I up is re |.uqr o.
pl%éflﬁl ?’éﬁf\fo’fq%ﬂ gﬁnﬁ&fpceam s eréﬁdkﬁxeff’g@hiwgldm% are cycloalky! residues

t ranfl lsutntiarred Euényl fsidhetolsRREYboeRd Tl uoronet hyl, with
trifluororret bei ng espeC| ally preferred. The term
‘refers,to a | ower al ko

"hal ogenat wer al l :
gr ou p9W E?rﬁmgi dlr“é‘ﬁ%tt t ed’ﬁ geRf Inyiony ety %C%quﬁé‘yd formula (I)

| aweéfinat kb, Bherem RSaridem? acagh Wde?@ﬁd%ﬁﬁ? sem%&if 8By ¥rogen, lower
fluorin fgwgr chl orine. Anmong the preferred

10 h&ﬂ%’géﬂag%’o@ matedipsthylgr oups are fluorinated | ower
- al koxy groups such as trifluoronethoxy,

di fl UQP@é’IﬁMQ @Wer@l]@'l febidQEORBINARE Yire I‘Hbﬂh?l and- ethyl w1th methyl being
erm

trlflu eing especially prefegred, The
 EfRsERI R ng’fare?lo%{\ré? erahie balgsenyrgidipds X Hendk ﬂr@\ﬂ@prwnéb@oroa with
QAR M\!lfhﬁgo @s!p@cx}ﬂl y pré@ired MMRfePibld REIRYRTIOBRNS afE1, L& as methyl.
X IS
Preferable residues R are hydrogen and lower alkyl, such as methyl.
15 In another embodiment, the present invention relates to a compound of formula (1)

as defined above, wherein R’ is hydrogen, lower alkyl or halogen.

Preferable lower alkyl residues R’ are methyl and ethyl, with methyl being especially
preferred. Preferable halogen residues R’ are fluoro and chloro, with chloro being

especially preferred. Preferable residue R” are hydrogen and lower alkyl, such as methyl.

20 Preferred compounds of general formula (I) are the compounds of Examples 1 to
377, preferably 1 to 375 (see section Examples below) and pharmaceutically acceptable

salts thereof.
Especially preferred are the compounds selected from the group consisting of:
I:Cyclohexylmethyl—.S-[2~(4-methoxy-phenyl)-thiazol~4-yl]—2-methy1— 1H-pyrrole-

25 3-carboxylic-acid butylamide,
1-{4-Methoxy-benzyl)-5-[ 2-(4-methoxy-phenyl)-thiazol-4-yl}-2-methyl-1H-
- pyrrole-3 ~carboxylic acid butylamide,

rac-1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-

pyrrole-3-c arboxylic acid sec-butylamide,
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repl aced by fluoro. Anong the preferred fluorinated
| ower al koxy groups are 20 trifl uoronet hoxy,

wd ddowedoesget hoxy and fluoromet hoxy, with PCT/EP2003/014721
tr| fl uoronet hoxy being especially preferred. The term

“di - phenyl -1 ower al kyl" refersiijo a | ower al kyl group
wherein two of the hydrogens of the |ower alkyl group

| s re‘Bt adextldhexybinethyl-5- [I‘I(]‘bﬁ{fki’ﬁ]lY*Phﬂmmth)’h)ythlazol-4*}fl] 2-methyl-
-substi t ut ed,
g.gﬁd entt{a%&g@c a[dd Sgc'buVEW ©l ower al koxy or 25

Fi'mé?legrﬁgﬁﬁ&‘@ her e Sl T R By e

| Sowverboaylicdcidysaumpylisnidgpl aced by phenoxy. The phenyl
noi ety of the phenoxy-l ower al kyl residues may

opt i drBday-bgnretnyb-5; 26| -methoxyt pliengliHtisinid 4t @th2-methyl-1H-pyrrole-3-
l, r: aI kyl, | ower al koxy or _
haa}%g gg% %’385'),6 PCT/ EP2003/ 014721 -8 The term

cycl monoval car.bocycl er
r adi ca &% I}W égn@@ %(?4 31551)&],)—?15428&&?@-?-Iq)eéhyl—lﬂ—
gattndar3 maobmcyhd'kmélsbmmirarﬁldé urther exenplified by
radi cal s such as cyclopropyl, cyclobutyl, cyclopentyl

and dyCyddtexylmetfhs- Qe(ﬂrmethw piﬁnl)’d@nljlﬂazol¥4efr1¢428rntthylalH-pyrrole—
lﬁf}m C ngri{%llc radi cal of three to six,

E’D arlg “five carbon atons, which _

car b qcéf'%:llcl)lﬁex;rdlm%%y‘f %n[IZa(IfL tﬁoxy— ef%?z%fl) ?ﬁiago?i?)ldf-z—methyl— 1H-pyrrole-

3-c arboxylic acid cyclohexylmethyl-amide,

1-Cyclohexylmethyl-2-methyl-5-(2-pyrazin- —yl—thlazol -4-yl1)-1H-pyrrole-3-carboxy
lic acid cyclohexylmethyl-amide,

1-(4-Methoxy-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl}-2-methyl- 1H-
pyrrole-3 -carboxylic acid cyclohexylmethyl-amide,
5-{2-(4-Methoxy-phenoxymethyl)-thiazol-4-yl]-1-(3-methoxy-propyl)-2-methyi-
1H-py rrole-3-carboxylic acid cyclohexylmethyl-amide,
4-[1-[2-(3,4-Dimethoxy-phenyl)-ethyl]-4-(3-methoxy-propylcarbamoyl)-5-methyl-
1H- pyzrol-2-yl]-thiazole-2-carboxylic acid ethyl ester,
1-Cyclohexylmethyl-5-{2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- 1H-pyrrole-
3-carboxylic acid piperidin-1-ylamide,
N'-{1-Cyclohexylmethyl-5-{2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carbonyl}-hydrazinecarboxylic acid ethyl ester,
rac-1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-y1]-2-methyl-1H-
pyrrole-3-carboxylic acid sec-butylamide,
{1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1 H-pyrrol-
3-yl}-piperidin-1-yl-methanone,
1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- 1 H-pyrrole-
3-carboxylic acid phenylamide,
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bond. This termis further exenplified by radicals

such as cycl obutenyl, cycl opentenyl and cycl ohexenyl,

wé ttsoystohexenyl being preferred. The term  peorEp2003/014721
"pharmaceutical ly acceptable salts" enbraces salts of

the conpounds of fornula.(I) wi&h inorganic or

organi c_acids such as hydrochloric.acid, hydrobromc

acid, I GYélqlilﬁmlmethaH-éﬂ (éﬂh@h@nﬂdleagﬂ)dhmwiosﬁhmmethyl 1H-pyrrole-
aq1cqrb ‘:i'tﬁcrelc‘fd ufﬁ’yﬂn‘ﬁ gcid, naleic acid, acetic

mari c aC| succi ni’c aC|d tartaric acid,

met ha u 1528
ueﬂ@zurgﬂ%c@n%@w RS B B gt
t Byirele Socarbaryligaad fahydosy-2Rsteframethl- @@]oh@xylwﬁliﬁl)aﬁh@%i
are formates, maleates, citrates, hydrochlorides,

hydr obl ri-déesharyepherpl) Hhineltd- yk}m methyi-0- (Sahﬂﬁoro\z‘ﬂetﬁbxy-benzyl)—
h%@o@gm@? chﬁﬁxﬁ?éﬁ% q‘ﬁﬁg&&l ly preferred. 15 In one

resent’invention relates to a

anﬁ ol r@gﬁﬁ ];[? r(l el &}g) Rﬁéisnyl)g?%a}zgfggﬂ éi)— wg Rx,tpole-}carboxylic .

r &sd uﬁ@bnﬁde,are met hyl and ethyl, wth nethyl being
‘especially preferred. Most preferabl y, RLis
hydr ode@ycloiRxylmethybb{@r(4entrthdiyrphényl - théazpr- 858 0d-methyl-1H-pyrrol-

e estoacorrpound of formula (1) as
d%yﬁ%&d%ﬂgbnvé%' QPH 'R2 s hydrogen | ower al kyl ,

' L\F\Ii\ﬁ:(yggégﬂ%éng 0, #(%ﬁé%ﬂ‘?‘%%’&’r B]Pen h]{ﬁ&ﬂ@l ‘hgfj 2-methyl-1H-

Fp}EfCée-ahhﬂdephﬁcuﬁbdtyihnﬁcﬁsl dues R2 are branched or
straight chain al kyl residues with

1-Cyclohexylmethyl-5- [2~(3-methoxy-phenyl)-thiazol-4-yl) -2-methyl-1H-pyrrole-
3-carboxylic acid butylamide,

5-(2-Benzo(1,3]dioxol-5-yl-thiazol-4-y1)- 1-cyclohexylmethyl-2-methyl-1H-pyrrole-
3-carboxylic acid butylamide,

1-Cyclohexylmethyl-5-[2-(4-fluoro-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-
carboxylic acid butylamide,

1-Cyclohexylmethyl-5-[2-~(2-fluoro-phenyl)-thiazol-4-y1]-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide,

1-Cyclohexylmethy}-2-methyl-5-| 2-(4-trifluoromethoxy-phenyl)-thiazol-4-yl}-1H-
| pyrrole-3-carboxylic acid butylamide,

1-Cyclohexylmethyl-5-[2~(3,5-dimethoxy-phenyl)-thiazol-4-y1}-2-methyl- 1H-
pyrrole-3-carboxylic acid butylamide,

1:Cyc10hexylmethy1-2—methy1-5-(2—m—tolyl—_thiazol—tl—yl)-lH-pyrrole-S—cai:boxylic
acid butylamide,

1-Cyclohexylmethyl-2-methyl-5-(2'-methyl-[2,4']bithiazolyl-4-y1)-1H- pyrrole 3~

— carboxyhc acid butylamide,

30

1-Cyclohexylmethyl-5-[2-(4-ethyl- pheny1)~th1azol -4-y1]-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide,
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one to eight, preferably three to five carbon atons,
such as n-propyl, n-butyl, s-butyl, 25 isobutyl,

wor peitsokssand 2- et hyl hexyl . Most preferred | ovwefrshboslor4721

residues R2 are n-propyl, n- butyl, s-butyl, isobutyl

and n-pentyl. Preferable | ower-1gl-kenyl residues RZ are
1-butenyl and allyl, wth allyl being especially

pr ef ebrl@d4-Chledoeplaly-thiowe - gl -t axyiohaykietiajl Ryiethyl-1H- -pyrrole-3-

rgfhgéﬁﬁ%ragp oG ety e hg‘i:ij? i and |‘
bl e St A R S e B TS 2t 135 prce

abicarbpsplididbuapiamidegr oups RZ are
met hoxycar bonyl am no, ethoxycarbonyl am no,

pr opok@a}oheyryyhauhylni} B(2)3-diHydxy-baizd ity -8ni Rhiazl-4 M) -2-methyl-

é%%ﬁgl cachbué@g@v‘\falzloslfo(r)gggffed. Preferabl e
ron SOV Rl gyl o et bAgd i Rl gugarbountic

axudd butykanfidgr 1, preferably 0. Mst preferable

‘residues RZ are | ower al kyl as defined above or

(cm)myazshmmahgm Reame&mg-pyﬂeﬁwmmﬁtm AN feth§l- 1H-
r n one enbodi ment Rea is
c%r%}m{}rboe{s ViR

|,tr|

B ky P gaap Y gxéyS ﬁ&aﬁﬁcﬂg Fla{i;é{f%ag{)ﬁ@yuog,meﬂm_m-wmle_

f3-dabbrylicedid baedimalekoxy; cycl oaI | cenyl, optionally
nmono-, di- or tri-substituted, independently, by

hydr o%ﬂ,yclbbwrmahﬁﬂ metlgWe!] Zﬁ(hliﬁﬁfb’ﬂphéﬂyﬂi)oﬂhﬁﬁﬁg%l L B8y rrole-3-
caklyoxyﬁc acid butylamide,

1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-

- 3-carboxylic acid pentylamide, -

1-Cydohexylmethyl-5-[2-(4~ methoxy—phenyl) ~thiazol-4-ylj-2-methyl-1H-pyrrole-
3-carboxylic acid propylamide,

1-Cyclohexylmethyl-5-{2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- | H-pyrrole-
3-carboxylic acid cyclohexylamide,

1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-
3-carboxylic acid cyclopentylamide,

1-Cyclohexylmethyl-5-{2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- 1 H-pyrrole-

- 3-carboxylic acid cyclopropylamide,

1.Cyclohexylmethyl-5-{2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-
3-carboxylic acid cyclobutylamide,

(trans) rac-1-Cyclohexylmethyl-5- [2~(4-methoxy-phenyl)-thiazol-4-y1]-2-methyl-
1H-pyrrole-3-carboxylic acid (2-hydroxy-cyclopentyl)-amide,

1-(4-Chloro-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2- methyl—lH—pyrrole-
3-carboxylic acid butylamide,
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fluorinated | ower al koxy; a 5-or 6-nenbered nonoval ent
saturated heterocyclic ring . 1o containing one to
wonres/daesser oat ons i ndependent |y sel ected frompcr/EP2003/014721
ni trogen, oxygen and sulfur, said heterocyclic ring

bei ng optionally nmono-, di- or 8 - substi tuted,

i ndependently, by hydroxy, |ower alkyl, |ower alkoxy,

ami no 1-(B@vidichlatdeyérapi) 3o} 2- (4-methionpphen i prigazonk k§1-2 Bfethyl-1H-

f rq | ower. . al koxy:, a 5-or 6-menbered nonoval ent-
hgﬁgiggf%aﬁgﬁygc ?ﬁlﬁgu%%ﬁﬁ%‘?’m ng one to three

oxygeh B BT garn 1 RSl el g g1

opyirolked-taybonylioacid butylagiidd,r i - substi t ut ed,
i ndependently, by hydroxy, |ower alkyl, |ower alkoxy,
hal ogé{3,4dvintethoxl Gestyljab-K I £ eB6 xyOoshep e Miaz ol WG -methyl-1H-

i onal Iy b ;.. di - i i tuted,
RlREraPyic By RURRBIES | ower al kyl . 1 over Al koxy,

nal ogSRAE B B2 G F RRED Do ol o st L-pyrrole-3-

cyabagflikydid belahids RZa are cycl oal kyl residues with
three to six carbon atons, such as cycl opropyl,

cycl obig-Jdoprapyb bepeNisy|2 - ainshethiosd-giheyl - thixdi-ab MBYmethyl-1H-
optianal | e nmono-,. di,-, tri- or tetra-substituted,
pBEF‘gF'gbqagbq}Fg]ﬁcoa-a utylamide substituted, i ndependently, -

by hydr l.ower al kyl . | r. al koxy, fluorinated

et B MR TR Hhipaet Bl roa Kokyyripe Bl 1H-pyzrole-

by-chdorylicatidutyladids, as nethyl, and/or hydroxy. Most
25 preferabl e cycl oal kyl residues RzZa are cycl opropyl,

cycl Obﬂl&&lbhex?l‘z‘ﬁdtl@ﬁ%n@y%rdoﬁh’ﬁl-@ﬂﬁﬁﬂldr-flm-met}lyl-lH—pyrroie—S-
2- hgdr xg/c%g o‘%giné | . Preferabl e cycl oal kkenyl
r FEYUIEs utgiag %cl obut enyl, cycl opent enyl

and pharmaceutically acceptable salts thereof.

Most preferred compounds of general formula (I} are those selected from the group

consisting of:
1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl}-2-methyl-1H-pyrrole-
3-c arboxylic acid butylamide,

rac-1-Cyclohexylmethyl-5-{2-(4-methoxy-phenyl)-thiazol-4-yl}-2-methyl-1H-
pyrrole-3-carboxylic acid sec-butylamide,

{1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl|-2-methyl-1H-pyrrol-
3-yl}-piperidin-1-yl-methanone,

5-(2-Benzo[1,3]dioxol-5-yl-thiazol-4-y1)- 1-cyclohexylmethyl-2-methyl- 1H-pyrrole-
3-carboxylic acid butylamide, '

| +1-Cyclohexylmethyl-5- [2;(4—ﬂuoro-phenyl) -thiazol-4-y1]-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide,




and cycl ohexenyl, w th cycl ohexenyl, preferably
cycl ohex-1-enyl, being especially preferred.

weor mheoassse heterocyclic rings Rea are 5- or GpdppRRishiin
with 5-nmenbered being especially preferred, and
contain one to three, preferably one or two,
het eroatops 3.0. independently selected from nitrogen,
oxygeﬂr%ﬁhﬁf@@ﬂm@mﬂ-@mt@ﬂaﬂa(%fpselybﬂﬁadi-wr)rmHprzfrbpgaeearboxync
aggdgﬁﬁgﬁﬁkk§aid het erocyclic ring being optionally -
nono-, ‘di- or tri-substituted, independently, by

hydr ox3Gvclgd o 1O\ al koxy,, ani.no, | owe

al kyl am no %ﬁ%ﬁ‘%g (e i S Rk L R Zemethyl- 1H-
I B)Wé@leél“%&?whpﬁdﬁbnwmide,het erocyclic rings RzZa are
unsubstituted. Mdst preferred heterocyclic rings RZa

5 are p]r'@'ﬁohiﬂﬁﬂm@thmbl-MMhYIfﬁe[Zaﬁlan&;aﬁﬂﬂ?%Qﬁﬁ-%yl] -¥H-pyrrole-3-
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25

P&%tﬁﬁ%@&ﬁ%&:ﬁ%ﬁﬁﬁe' 10 tetrahydrofuranyl, wt

pi peri‘di nyl nmor’phol i no being especially preferred.

Pr ef er_abligh afematic rings R.a are 5- or :

b merbe S e b e Rd Rk e et H-pyrrole-
ot-catbgisylichrsidarenstlamilei ndependent |y sel ected from

‘nitrogen, oxygen and sul fur, preferably selected form

ni t r olgeticlahexy thylr-[% 6d-thetiestpihand)Btidz61- Lyl 02 BRI 1H-pyrrol
. : : . pyrrole-

oRLi B8 éic)écwa- he)%ia' .gr | 5 tri-substituted, Y

i ndeperdent 'y, By ya}l .?(y, | ower al kyl, | ower al koxy,

hal oge ' al,kyl am na. . Ex | es of

et enog ot BBk el SRkt pras L w i meyi-1-pyrrole-

thiaboryic asiddyilepecadahide, optional |y substituted as

defined above. Preferably, heteroaromatic rings Rea

ar e UnCydbshaxyimetinyl or [2nEnmetiokpbhtnyletidm-4 JIer mRiHYh H-pyrrole-

Qﬁr-&frﬁ&@hl: ¥cid cyclopropylamide,

1-Cyclohexylmethyl-5- [2-(4-hydroxy_—pheny1)-thiazol-4—y1] -2-methyl-1H-pyrrole-3-
. carboxylic acid butylamide,

1-Cyclohexylmethyl-S-(Z-cyclohexyl—thiazol~4-yl) -2-methyl-1H-pyrrole-3-
carboxylic acid butylamide,

and pharmaceutically acceptable salts thereof.

The present invention also relates to a process for the manufacture of compounds of
formula (I) as defined above. The compounds of formula (I) can be manufactured by the
methods given below, by the methods given in the Examples or by analogous methods,
Appropriate reaction conditions for the individual reaction steps are known to the person
skilled in the art. Starting materials are either commercially available or can be prepared by

methods analogous to the methods given below or in the Examples or by methods known
‘inthe art.

~ The compounds of formula (1) may be prepared using the general methods

. described below:




met hyl . Most preferable heteroaromatic rings Rea are

pyridinyl, pyrimdinyl, 4 10 nethylthiazolyl or

Vo peulogdsgssoxazol yl . Preferabl e phenyl resi duescBesazids @721

optionally nono-, di- or tri-substituted, preferably

mono- or di-substituted, indepe&ddently, by | ower

al koxy, such as nethoxg, hal ogen, such as chi oro,

EaL og &Qatp@dndmffémrmlhw  Wisnch Raso Rt arid ﬂlnuﬁé 8y @%ﬂyﬁsly defined, can be
: ¢ L1 i l.uor opet hox or

e e g R (R A3 bR o U tortiut B

uASIPBSRE fQmEdogieryrn ingbe a1t {Scheme ip tHoy kxanyelaythe redctidn can be

C pedbOndag Y hnerofvedi &ibh 9 OMING i

Sy et oy pnchil €2 OY . B Er b o Hiderd e uch s 26
t PGB 9L pRERfnepr ef erably, mis 0, 1 or 2,

nore preferably mis 0 or 1, nost preferably mis O.

| n anBtHeare lenbodi nent, R1 and R2 together with the

nitrogen atomto which they are attached forma 5- or
6- menbered, saturated heterocyclic ring optiomally, -

containing 2C e or two, pReferably one, rK
het er oat of( s qf%ﬁepende%%ct ed from ¥ L

oxygenfa gur, prefer _exygen, said

N
het erocyglic ring being optidnally nmono-, di- orL$;#
tri-substituted, independengly, by hydroxy, | onel "

al kyl, lower alkoxy, am no, |ower allcyl ami'no,
fluorinated | ower al kyl or fluorinated | ower al koxy.

Pr ef er&@BFYIR BRNACY 528 be puribed bomgtwds jn®vn imdheREE such as

t pgeiphefonfrém milkeurey dfs619&Ms @etdgo H&ﬁt?hiﬁﬂl% gﬁ%&{aﬁ%ﬁﬁéﬁ column

ahtached are 25 ubstit ut ed, :
PP GRRArRY w5 SRy erirontinhe Pitns Sbehaggans/Ethyl acetate,
edipbloi@hdtharp/reétbanddnd dichloromethane/(1% NH; in MeOH)).

Thiazole derivatives of formula B can be prepared from dibromodiketones of
formula C and thioamides of formula C by'methods known in the art (Scheme 2). “Pr"or
example, the reaction can be performed by addition of thicamides of formula C to
dibromo-diketones of formula D in an inert solvent such as DMF.

Scheme 2:

Br O . 7
S R
7 N
6 R 4_.( 4
o] Br . N S s
C D B

Enamines of formula A can be prepared from beta-ketoamides of formula E and
amines of formula F by methods known in the art (Scheme 3). For example a beta-keto
amide of formula E can be reacted with an amine of formula B in a snitable inert solvent
(e.g. DMF) in the presence of 2 hindered base {e.g. 2,6-di—tert-butylpyridinej to yield
enamine of formula A,

:Scheme 3
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In anot her enbodi nent, the present invention relates
to a conmpound of fornmula (1) as defined above,

woleogegnsdd3 1s | ower al kyl, |ower al kenyl, | ovwari/EP2003/014721

al koxy-1 ower al kyl, di- phenyl-Ilower alkyl, or -(CHZ),
Ra. 30 Preferable |ower alkyl -pesidues R3 are branched
or straight chain al kyl residues with one to six,
preferably four cagbop atoms, such as et hyles,, rm-propyl

i sopropyl, n-butyl bubyeh, aiSob ty)krﬁugentyl and
n-hexyl . Most ﬁ?e?ébT%gﬁ e r “westd are

n-butyl and s- bu'fyIE Pr eferabl e Iovve’r al kenyl
resi dues R3 are 1- butenyl and aIIyI with allyl being

\F/)\f)e ]22 6088@%% Z]F : eé} %—Qg’/‘:" ?S gfiike;?::atlu}/e or can be

rmthiu&hﬁ'ﬂ& catrendreihhoxyrebhalie, can bepfnpm}edﬂalyydzethods known in the art.

oxy p@g q:;:)e?g*ketg%lﬁl%)éy %Hmﬂh tEﬁlleerelﬁ§ née%@ij )%Ii] b%BVPaIEd by

beaqmgn of p@mea lof §orpmdst @ mi kﬂWEﬁE ralrieet sdlvephwaaly bs diohleromethane
éﬁ phenyl nmet hyl .- Most preferably;, R3 is a :

resi due -(CH2) ,Wherein R3a is as 5 defined bel ow

and n is or 2, preferably 1. In one enbodi nent, R3a

i's cy@Fléede(?I fused to a phenyl ring; or cycl oal kyI

which may optionally be nmono-, di- or

tri-substit utﬁed i ndependent |y, by hydr%ower

al kyl, | ower \akkoxy =7 |.naLed._L.ovvaéfNa yt or

fluorinated Rbwer al koxy; cycl oal kenyl, 3 Whi chRimety

optionally be nono-, di- or tri -substltut ed,

i ndependent |y, by hydroxy, | ower al kyl, | ower
Compounds of formula D, F and G are either kriown from the literature or can be

purchased from commercial sources or else can be synthesized by methods known in the

art.

The invention further relates to compounds of formula (I} as defined above, when

manufactured according to a process as defined above,

Some compounds of formula (I) may possess asymmetric centres and are therefore
capable of existing in more than-one stereoisomeric form. The invention thus also relates
to compounds in substantially pure isomeric form at one or more asymmetric centres as
well as mixtures, including racemic mixtures, thereof. Such isomers may be prepared by
asymmetric synthesis, for example using chiral intermediate, or mixtures may be resolved
by conventional mehtods, eg., chromatography (chromatography with a chiral adsorbens

or eluent), or use of a solving agent.

It 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.




lo al koxy, fluorinated | ower alkyl or fluorinated

| oner al koxy; a 5-or 6-nenbered nonoval ent saturated

Wet wp-p@yedsi ¢ ring containing one to three het efORE@I®/014721

i ndependently sel ected from nitrogen, oxygen and

sul fur, said heterocyclic ring-¥eing optionally

nmono-, di- or tri-substituted, independently, by

hydr oxy, |ower al kyl, |ower alkoxy, am no, |ower

al kyl am no, fluorinated |ower alkyl or fluorinated -

| ower Al , - ed val.ent .

et or aar piird Boobe e S bR P P naceutically accptable
heselsy Gareghen Hendei)gndgi;d:alﬁ;ﬁnsébeﬂnk ex:éai_fnﬁ&mmaﬁciiﬂog Q& hylaxis of diseases
0 : . | .er oakon|tic rin ei ng

op e o Sulel Wik (R aUGHRH ST wfectord

i ndependently, by hydroxy, |ower alkyl, |ower alkoxy,

5 hal ogdrhe imention trerdforsatso atlityd @rrbammantiph edyiposiibhddmprising a
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| ABR R A e R AR iRl b R o ke adiuvant

hal ogen, lower 20 al kyl am no, hal ogenated | ower alkyl,
hal ogdtiether thedmentiah kdatys torcomipprnds Brdefiréddbofve for use as therapeutic

cy,ci: [ are cycl oal kyl residues wth
e Bt B BT oD o o tsetment andlor
mpmephyladis-of disedsed wisidly steiatsotatkd withoép endieitoy, ofl B 1 Teceptors.

hydroxy, lower allcyl, |ower alkoxy, fluorinated

opt; onargher ol DL B e RO IS t et e sttt ancor
c promalakislof diseisetuelsicliRg asoeiaRB withstiib stodulitied, ofEB he@$tors, which
SRR 8, LR AT i PG R

f esimthlt 0 a phenyl residue, such as indanyl.
Pref erabl e cycl oal kenyl residues R2a are cycl obut enyl,

cycl ORERLSEYoPRAGHEY r%ia?eq % ﬁxrg]eydsé oy\éotnppounds as defined above for the
~ treatment and/or prophylaxis of diseases which are associated with the modulation of CB1

receptors.

In addition, the invention relates to the use of compounds as defined above for the
preparation of medicaments for the treatment and/or prophylaxis of diseases which are
associated with the modulation of CB1 receptors. Such medicaments comprise a

compound as defined above,

In this context, the expression ‘diseases associated with modulation of CB1
 receptors’ means diseases which can be treated and/or prevented by modulation of CB1
receptors. Such diseases encompass, but are not limited to, psychic disorders, especially
anxiety: psychosis, schizophrenia, depression, abuse of psychotropes, for example for the
abuse and/or dependence of a substances, including alcohole dependency and nicotine
dependency, neuropathies, migraine, stress, epilepsy, dyskinesias, Parkinson's disease,
amnesia, cognitive disorders, senile dementia, Alzheimer's disease, eating disorders,
obesity, diabetes type II or non insulin dependent diabetes (NIDD), gastrointestinal
diseases, vomiting, diarrhea, urinary disorders, cardiovascular disorders, infertility

disorders, inflammations, infections, cancer, neuroinflammation, in particular in
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cycl ohexenyl, preferably cyclohex-I-enyl, being

especially preferred. Preferable heterocyclic rings

R3a are 5- or 6-nenberd and contain one to three,

preferably one or 30 two, heteroatons independently

sel ected fromnitrogen, oxygen-aad sul fur, preferably

sel ected formnitrogen and oxygen, said heterocyclic

r iatpr pesianesiv pt HherGillainheme-syndtiomepyiral tndephalisf dekabrddascular
i@ﬂﬁﬁﬁﬁ?%ﬁiaxnmf%aﬁﬁgfOXV’ | ower al kyl, | ower al koxy,

am no, Tower alkylanmino, fluorinated |ower alkyl.or
fluorinated | ower al koxy. Exanples of heterocyclic

rings EBapgfeeablsicyanpleny mpbodimemtpthotiprssiomdiseases associated with modulation
D S , . e g _

DAL St SR ORR oAU, BB 1R A5 W domn
heiabets {ISIDR), mengsnikBamatien, diws tHes abluset :adl/@r dependence of a substances,

SRR RYE Y U e S AR ol S e, e

hetié tagoyrelatal to' eating distiRlarsaoteesipy, piabietts tppe 1T smidqphiabdlin@iependent

a - rolidinyl . Rreferable heteroargmati
e RURL Sp i epep oS3 30 Bttt i Dicang gechole

t depeadempryehd maditinedapsndentyewithtobeditybemgiespbetin ffirted.

selected fromnitrogen, oxygen and sul fur, said

het er ' [ ' ti -, di- .or

e - SubSr g predila Bl o GRRRA e TR o of Bbatment of
arryention) gfvippe Il diakeiss(nothimbwigaiependent dabaes thalives (NIDDM) in a human which

P AR B e Bl il B0 P scconding

a® faphila€l) inkordindfoalor aabtiytion With @tRasPIRICHTY dffeftB® amount of a
a are.unsubst.ituted,or . nq,—suhs jtuted E I&wer .
m@ m‘?’bl?léoffe?‘ﬁ Flg,lar , wherein the lipase inhtbitor 1s orlistat. Also an object of the
invention is the method as described above for the simultaneous, separate or sequential
administration of a compound according to formula (I} and a lipase inhibitor, particularly

tetrahydrolipstatin.

It is a further preferred aim of the embodiment to provide a method for the treatment or

prevention of obesity and obesity related disorders which comprises administration of a

therapeutically effective amount of a compound according to formula (I) in combination

or association with a therapeutically effective amount of other drugs for the treatment of

obesity or eating disorders so that together they give effective relief. Suitable other drugs

~ include but are not limited to anorectic agents, lipase inhibitors and selective serotonin

reuptake inhibitors (SSRI). Combinations or associations of the above agents may be

encompassing separate, sequential or simultaneous administration.

Preferable lipase inhfbitor is tetrahydrolipstatin,

Suitable anorectic agents of use in combination with a compound of the present
invention include, but are not limited to, aminorex, amphechloral, amphetamine,
benzphetamine, chlorPhehtemﬁne, clobenzorex, cloforex, clominorex, clortermine,
cyclexedrine, dexfenfluramine, dextroamphetamine, diethylpropion, diphemethoxidine,
N-ethylamphetamine, fenbutrazate, fenfluramine, fenisorex, fenproporex, fludorex,

fluminorey, furfurylmethylamphetamine, levamfetamine, levophacetopex:ané, mazindol,



1o nmethyl. Mst preferable heteroaromatic rings R3a
are furyl, thienyl, 3-nethylthienyl and pyridinyl.

wochenmbise phenyl residues R3a are optional lypp@A®rs0s/014721
di- or tri-substituted, preferably nono- or

di - substituted, nost preferablyzmmno substi t ut ed,
i ndependently, by hydroxy, |ower alkyl, such as

metéfyhorer, rhaapfepprhone mmmhmmyne, ﬁ&t@ﬁbuﬂ%eﬁl‘ﬁﬂﬂﬁ&)pentorex,
| ogenat ed. | ower _al ky

such.,as c
o R s PPN PhetsgERG Phe BB Ok RISy cilosex and
suttutmmine, iahll yharommetdioadly, acodptabld falts tHVRSE preferabl e
phenyl r esi dues R3a are unsubstituted phenyl,

h di_nmet h | h |
3, 5 e RN A rects P B Gy e Prentermime.

“4-chl oro-phenyl, 3, 4-dichl oro-phenyl,
5 3, 5- diSafthtde &lqnhwkotorﬂnﬁelmd&ynhibh&@)bk use in combination witha
4- et hox en Vs heqyl ) )
cgmgoHE% ﬂg P eﬁ%‘?ﬁ}?"m o%rmd: t £ epﬂgwpfnme, paroxetine and
3 sétralihe, iafnd pharsyacpitaliy accébtib‘lé $allte eHepdwEL hOXy- phenyl
4-trifluoromet hoxy- phenyl

3-trifduorne P and. 4- r o- phenyl

Wi th ? H%“iﬂﬁ%é&f}{‘p%éﬂ %thOgl pEtidgs |°§fh§rce¥n@w1e 6f the present

l\/tmsstenpmefrﬁlyab hamgﬂmlcéd&hﬁ&gh tﬁw&op&k&ﬁ% afi® & ﬂ#@as’é@ys that are well
| ned bove Pref erab nis nor'e

0,
10 ?‘5?:% - Far exagyplesto Stﬁ?téflgreﬁ%‘faﬁ ﬂfoq phaymageytical agent for
. amkiﬁ tlﬂ@ltrgeﬂ?ﬁ@bmltrclaieﬁ th@fcﬁﬁﬁﬁihfkh h@%ﬁ%@g&s?ﬂwfd?ﬁﬁ% &S of %ﬁl@rosclerotxc
mpound, 0 rnul a efi ned above erein
" AR Elreed Spiudy 1 Ry SERy e AP Ry holteremis, the
mﬁftbllﬂ%ﬁ@%say@ﬁm@lb%lu@dﬁm |y be nono-, di- or
trl-substltuted |ndependently, by hydr oxy, | ower

al kyl kox ed | ower al kyl or
f1 uor Mesk ‘E{"Fy%@ Hﬁ@%)‘yggmgse vels nenber ed” monoval ent

het eroaromatic ring containitng one to three
- 15 het er dptdbiBicé (vbesiaatiedth [dckson Laboratories, Bar Harbor, ME) are bled (b’y

either eye or tail vein) and grouped accordmg to equivalent mean blood glucose levels.
They are dosed orally (by gavage in a pharmaceutically acceptable vehicle) with the test
compound once daily for 7 to 14 days. At this point, the animals are bled again by eye or

tail vein and blood glucose levels are determined.
20 Method for Measuring Triglyceride Levels

hApoAl mice (obtained from Jackson Laboratories, Bar Harbor, ME) are bled (by
either eye or tail vein) and grouped according to equivalent mean serum triglyceride levels.
They are dosed orally (by gavage in a pharmaceutically acceptable vehicle) with the test
compound once daily for 7to 14 days. The anlmals are then bled again by eye or tail vein,

25 and serum triglyceride levels are determined.
Method for Measuring HDI-Cholesterol Levels

“To determine plasma HDL-cholesterol levels, hApoAl mice are bled and grouped
with equivalent mean plasma HDL~cholesterol levels. The mice are orally dosed once daily
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sel ected fromnitrogen, oxygen and sulfur, said
heteroaromatic ring being optionally nono-, di- or

wb%ﬁ?dﬁ@zﬁ%'wt ed, independently, by hydroxy, |P?f‘i‘?l£1)2003/014721
al kyl,

ower al koxy, 30- hal ogen, amino, |owe
al kyl am no; phenoxy-|ower al kyhs wherein the phenyl
noi ety may optionally be nono-, di- or

gﬂ;ch setide bf té%t&dml?oﬁﬂ@ ﬂﬁrffi@rlmdﬁ sl, Ryd fhed F)E:Elyjun thé’mromng day. Plasma
y oxy, . hal ogen, " [ ower al kyl am no
IEB@IWQE%HI[IPB\&%PI%F’@I hal ogenat ed | ower al koxy or

nitro; or phenyl, which nmay optionally be nono-, di-

or t Tlln-aﬁldhﬁ)tnl {olﬂeﬁﬁms’drﬁg EPEEnitieyof thY com d@’é}’ the|p9¥¥@ﬁt

al k r.. al.koxy, hal ogen, | ower alkylam no,
%ﬁmaﬁ@mg‘oli% maiNRASSA NG PO e 0888
PCTJEPZOOS/ 014721 -13 hal ogenated | ower al koxy or

Ni t 1 QVebd FNCTHMATARY e drid hm% Lhe sai d phenyl
residue toget hergﬁgre -0 (CH) p- o %ﬁz

Pr ef r al kyl residues R4 are branched or
str a%m%eﬂé atgy W?e 1§ é%‘?tlﬂ}?g@“ﬁﬁl tpsseshiash lsamiing and spatial memory
U@fa@:fs ablly mﬁ@sél%éthuﬁﬁmamo DoGRE %m,?} Ut@&res%l m&ﬂ&hg 11:47-60,

Clogth i thif s %Séadmrwnakﬁ Ploa yrwatqvwﬂywéh rdiied ipieequadrants.
&bffey Iatfé%is%&ieﬁ‘ln bite SEhBYliadrk S BHeARIRal iOWBLed in the water pool and

aIIcoxy ggny am._no groups R4 are

ﬁé%ﬁty #o fherhidden ;gqtfgg;p},@g}m@@,wp@ﬁqrmned time. During a number
RIFQROHNE BIIRO Ml {Fh Al PeaBiihe RILEQKY S ?’H"ra{r}g gsc“%é flom the pool.

ool
et hoxycar bonyl am no bel ng especi aﬂfl prefe

Prisfagiad receiipemelintg irialsds ity eask. Fptal rdestwc krgwdléecy number of trials to
NE&kIMETorth, tdtedcd) 8 Eind Blablo¥mCAHDAP siHrdlifrg pRUER r@%rded for each

animal. The animal’s learning ability is measured by the length of time or number of trials

required to find the hidden platform. Memory deficit or improvement is determined by

- the number of trials or the latency to find the platform at predetermined delay time after

acquisition. Leaning and memory may be measured by the numiber of times that the

animal crosses the quadrant where the platform was located during the acquisition phase.
Method for Testing Drug Dependence

Self-administration in animals is a predictor of 2 compound’s abuse potential in humans.
Modifications to this procedure may also be used to identify compounds that prevent or
block the reinforcing properties of drugs that have abuse potential. A compound that
extinguishes the self-administration of a drug may prevent that drug’s abuse or its |
dependence. (Ranaldi et al., Psychopharmacol. 161:442-448, 2002; Campbell et al,, Exp.
Clin. Psychopharmacol. 8:312-25, 2000). In a self-administration test, animals are placed
in the operant chambers containing both an activé and inactive lever. Each response on the
active lever produces an infusion of either the test compound or a drug known to be self-
administered. Presses on the inactive lever have no effect, but are also recorded. Animals
are then trained to self-administer compound/drug over a set period of time by having
drug access during each daily session. Illumination of the chamber house light signals the
beginning of the session and the avéﬂability of the compound/drug. When the session
ends, the house light is turned off. Initially, a drug infusion occurs with e';rery'f press of the



io

to cycl opropyl, cyclobutyl, cyclopentyl and

cycl ohexyl, which may optionally be nono-, di-, tri-

Wb 2bRldsgsgubst i tuted, preferably mono- or PCT/EP2003/014721
tetra-substituted, independently, by hydroxy, [ower

al kyl, lower al koxy, fluorinategs)ower alkyl or
fluorinated | ower al koxy, preferably by |ower alkyl,

S lﬁ@ﬂvﬁ%veﬁfﬁbﬂéél leveﬁ-@%sﬁﬁ DX Mas HYRS bstabliSh &Y ﬁ@ Iﬁlm]fer of presses to
cycl Iky idue R4 is _unsubstituted cyc ohex

PIREPIAB els Biertened. Aftpgabiacompound/dspg self-administration s
6-JRRReY, ﬁﬁ e@ﬂ@& of @ s&Bhd @bxﬁg@@rﬁi 4Pl m@gereuﬁbxecES 'B@i?aleororﬁfy be

or twa, heteroatons |ndependently sel’ected

nicvlByeh AdmipgERtiemer i Sﬁ‘lﬂﬂ cpm@pémbbw t@éhwswn £y either
gg)brég%gﬁ %ﬁgnlt‘)gﬁfgi}fdi' grocﬁ%F ﬂ? FF%S Ecﬁsjtﬁ'{e QHRLA Jﬁlrﬁét%ng%'eﬂgﬂor
|ndepend% 'y, -by hydroxy, |ower alk | ower al koxy,

hal oggﬁle VHRE 169ts WeReRITAIAOME HneTeer tO&Eﬁ@ﬂ@sﬁhgﬁCﬁW‘?}’ of the

het, gaﬁ@g@tfbﬁmﬂé {]?13 R4 are pyridinyl, pyrazinyl and
thiazolyl, optionally substituted as 20 defi ned above.

Pr ef er abl é;é]éhet eroaromatic rings R4 are unsubstituted
or norde &lindtiof thesgmppyndsonidhe iaveation ferennakingigt Gy receptors was

andieehBel usPb ndmbs ?A%Q&%’of S %b%%@%}{ney;\@-ﬁli) cells in
preferable héteroaro rings are
2%&%2 PUBARCRANPIS, CBzi reespkgylis ﬁ@gzrrsmﬂw yansfpyrechuding the Semliki Forest

r o |u§ s{ﬁ?érm’ﬂ cJﬂrﬁﬁBhWﬂh Hﬁ?f@f 8hbg dﬂgi;ﬁd’ig%%nhoxﬁ L 1?1L1l§%|tmn ofa

ues R4 ar phenoxy

- wiwssldy prepagedshlbmgmb meexrt;/pamgono’pth @né?rﬂiyhgamd w1th or without
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g g T
mﬁwgﬁq&neﬁimswm@teh glassﬁbcreﬁieera Blaéxoprttmty Ion rthsﬁlue:emsadeasured by

i -substituted, preferably nono-
138 ’c%ltat‘ilc%nu%oéﬁénh st preferably nono-substituted,

|ndependently, by
The affinity of the compounds of the invention for cannabinoid CB2 receptors was

determined using membrane preparations of human embryonic kidney (HEK) cells in
which the human cannabis CB2 receptor is transiently transfected using the Semliki Forest
virus system in conjunction with {3H]-CP-55,940 as radioligand. After incubation of a
freshly prepared cell membrane preparation with the [3H]-ligand, with or without
addition of compounds of the invention, separation of bound of bound and free ligand
~was performed by filtration over glassfiber filters. Radioactivity on the filter was measured
by liguid scintillation counting. -

The cannabinoid CB1 antagonistic activity of compounds of the invention was

determined by functional studies using CHO cells in which human cannabinoid CB1
' receptors are stably expressed (see M. Rinaldi-Carmona et. al., J. Pharmacol. Exp. Ther.

278 (1996) 871). The stable expression of the human cannabinoid receptor in cell systems
was first described in Nature 1990, 346, 561-564 (CB1) and Nature 1993, 365, 61-65 (CB2)
respectively. Adenylyl cyclase was stimulated using forskolin and measured by quantifying
the amount of accumulated cyéiic AMP. Concomitant activation of CB1 receptors by CB1
receptor agonists (e.g. CP-55,940 or (R)-WIN-55212-2) can attenuate the forskolin-

induced accumulation of cAMP in a concentration dependent manner. This CB1 receptor
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hydr oxy, |ower al kyl, such as nethyl, ethyl or
t-butyl, |ower al koxy, such as nethoxy, hal ogen, such

VV@%ﬂJﬂk&ﬁ@ or fluoro, hal ogenated |ower alkyl ,pc5ugBo@®14721

uoromet hyl , 3o hal ogenated | ower al koxy, such as
trlfluoronethoxy or nitro. Alternatively, two adjacent
substituents of the said phenyl residue together naybe
ThedidEER)eBp dRse Bdn be(a@ﬁ%bﬁrs@i by CHNesepidr Bnthfonlsts AicBlas the
preferably. 1 or 2, nost preferably 1. Preferable
SOBEeRR @?”Bfmﬁﬁﬁenyl residues R4 are nitro and
| oner al koxy, or two adjacent substituents being

o CHZ‘h@cemﬁv@&Ids RF ﬁfrﬁlﬁlwlﬁsh%ﬂbﬁi éxkéﬂeﬁﬂafﬁhﬁﬁ Wr thesBHeReptor,

R4 are yl - phenyl 004/ 06Q88

pesFre aorppimenisl ﬁféﬂa & éﬁ& glmgs‘fmet Akl fPharmacol.

4}451%89 B@S—Qﬁﬁ Iy corglla&liidé 6@ Hér}'ﬁ!é‘sbéht 1n4exﬁfUanrQh@ﬂ€diﬂaceut1caﬂy
or o- pheny |.uoro-p

AcFepiaglesa %q-@rp?yatesgrm tAgRnystH %Vlecn‘gﬁ_ fﬁéf}ﬁ’d—;&/]- TSFRRHGH W with affinites
%fe]gw&:a%bgt %EL %ﬁgeﬁﬁ’ﬂ:ﬁt %ﬂlgﬁsgé (tl;(;j(’ ﬁd %Pe%ﬁ%ty %amst the CB2 receptor.

trifluoronethyl phenyl 4- trlfluoronethoxy-phenyl,

4-nitro-phenyl .. benzo] di oxol yl d

2, 3-di hydr o- bePBPRIFt %ﬁﬁf’xlawp?% 4f%ﬁﬂ\3ﬂy bheny!

4-ni tro-phenylr @and benzo [ I, 3] T di oxoly| being
especial ly preferred.sPreferab er dues R are
cycl oal kyl r¢gsidues _and subst{tuted phephyl residues
as defined above. |n28fhother enbodi<fent, |the present
i nvention rell@Te€s T0_a_conmpounyd of Tornu a (l) as
defined abovd, wherePH°R5 and R6 ae® each
i ndependent | v selecy%glrron1hyifogen T oper

<Z
315 <2
34 | <2
333 <2
340 <2
356 <2
371 . <2
375 <2

Effect of CB1 receptor antagonist/inverse agonist on CP 55,940-induced
Hypothermia in NMRI mice

Animals
Male NMRI mice were used in this study and were obtained from Research
Consulting Company Ltd (RCC) of Fiillinsdor{ (Switzerland). Mice, weighing 30-31g were
used in this study, Ambient temperature is approximately 20-21°C and relative humidity
55-65%. A 12 hours light-dark cycle is maintained in the rooms with all tests being
performed during the light phase. Access to tap water and food are ad libiturn.



10

15

20

25

.30

35

10 al kyl, hal ogen or fluorinated nmethyl. Preferable
| oner al kyl residues R5 and R6 are nethyl and ethyl,

wiDtzbommodsgl being especially preferred. Pref @t@ml)gog3/014721

hal ogen residues R5 and R6 are fluoro and chloro, with

chloro being especially preferreg. Preferable residue

R5 is |ower alkyl, such as nethyl. . Preferable

resi dues R6 are hydrogen and | ower al kyl, such as

met hylyedq! N anot her embodi ment, the present

invention relates to a conpound of formula (1) as

def i nedl mbaswesmantweweie mde bes«velwda@g ath arldOY p:d! Kitde Were brought in

Z?_lgﬁ %? ! grgter aﬁgﬁﬁ%%vgtqraléf%g ggsvsefogg g%zgﬁqrggft th)é experiment.

Prldfep ri‘aﬂlaéwiyalfmg ea:essem ﬁmdsana' wﬂé:e FBJr R Qos) @ &JHe %e?e used. Recta]
ecially preferred Pr ef er abl

hl b
ré’é’.g Ct %r?%é‘rfglfhp &‘FS RSaWere) soed brymeans ot A rgetal probe (RET2 of
”mﬂtemlﬁoaﬁ aigetal ﬂﬁrm@m#ngﬁmojenﬁbeﬁ%@@é-ﬁ QY "@J)lg I‘a&%rer, Chicago

| 7,
R B e AT oS Smn g e, cferd |
phar ndthe l]bbd'p wﬂpﬂz&ﬁ&&piﬁtﬁkﬁl 1§§JH§ 5&&)%&9&3“5&&? Sf Q][ﬂe}( Vehicle or

p ferreg ar e ounds selected fromt
g,f%gl 1Eeh, %thagoyst/aygﬁs ﬁgg@l{stﬂég RY PQ Buin after i.p. or p.o. adm1mstrat10n of
[ Zhi§ 4am@bﬁ@d§yre@ia&mél ) rédbdl a%d 'té‘m%cj:r]at‘u?e Bt Pebrde BN ER o evaluate

ar li cacr d but

e-
o R e itspls(Uerfeli FRoRgtOD#Eonist CPIFFII4A 60.3 dngfkg) was
- Ythineddt taBIYﬁméEHEd %fr%@én%ugy, 820 b Wlih GraCL Y administration of CP

b%g}&oa& y temperature was again measured,

The in vivo activity of compounds of formula (1) was assessed for their ability to

- regulate feeding behaviour by recording food consumption in food deprived animals.

Rats were trained to have access to food for 2h per day and were food deprived for
22h. When they were trained under this schedule, the amount of food taken every day
during these 2h food intake session was consistent day after day. |

To test the ability of compounds of formula (1) to decrease food intake, 8 animals’
were used in a cross-over study. Rats were individually housed in Plexiglas boxes with a
grid on the floor and a paper was placed below the cage floor to collect any spillage. A food
dispenser (becher) filled with a pre-weighed amount of food was presented to them for 2h.
At the end of the food intake session, rats returned to their home cage. Each 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
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rac-| - Cycl ohexyl net hyl -
[ 2- (4- et ho) Ly- phenyl ) -t hi azol -4-yl] -2-nethyl -1 H

whYhhQlehssd- C arboxylic acid sec-butyl am de, WRcT/EP2003/014721

2004/ 060888 PCT/ EP2003/ 014721 -15

rac-| - Cycl ohexyl met hyl - 5-[ 2- (429ret hoxy- phenoxyrret hyl ) -

thi azol -4-yl] -2-nmethyl- 1H pyrr ol e-3-carboxylic acid
Selboiuf yteamitlges df sQyichheXisemt Bdelb-a) reduction of sweet food intake in

2- E}gi‘mt(ﬂ aﬁ_)%% g? q‘fg%lél)n‘_lt B@%; ghgé;}gi)]e bgé;chlction of sucrose aﬁd ethanol

-hﬁ@h@lhyhn@r(l’ ho;ﬂ'lai[mFLHSHU 182, Mb&rﬁbbilc) Brereased motor activity and place

cgnalglpgagqﬁ? ﬁ/tb&]sy g{c@%‘ i, fgéﬁbbz}éy 24333 iPgvchopharmacol 2000, 151: 25-

'3@Pb&|)t§pbnﬁﬂécﬁ€loclarrfo‘ﬂcrl\&hﬁ@?(ﬂr@&@ﬁﬂﬂlam? Exp Ther 1996, 277, 586-594);
nmet ho) ¢y pheréflre t hi azol t hyl - iHE

ir@d&%msm Pt pEAdmEnsEREeR BuBise adﬁ?%}@fi?f 401-404);

1- Cycl ohexyl et hyI 5-[ 2- (4- et hoxy- phenyl ) -t hi azol -4-y

'] -2-methyl rrole- 10 3-c¢ arboxylic acid
a? | yI% gﬁicgfgpc)qu@?g ?quﬁtgl@%ﬂ hand{gy their pharn%/aceutlca]ly acceptable salts can be .

. [ugéé(zﬂs d?&ﬁé&ﬁi&)itspbg riﬂ EH& fbith %%9h5rﬁla¥éutﬂca ﬁ ﬁﬁt@dﬂs for enteral

yrraol e- 3-¢ arboxylic acid cyclohe t hyl - am de,
Pﬂwéqréwé i@ﬂl%%ciwxmszaﬁ@vﬂhemale mxmzs'tq:echfw examiple perorally, e.g.

4 M‘l&fmjm B'f@bﬂ@fs Oéo%tea't'ﬁﬂét? Qit¥géed, hirdBlddoft gelatine capsules, solutions,
cycl ohexyl met hyl - am de,

emulsions or suspensmns, 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.

The production of the p'ha.rmaceutical preparations can be effected in a manner
which will be familiar to any person skilled in the art by bringing the described
compounds of formula (I) and/or their pHarmaceuﬁcaﬂy acceptable salts, optionally in
combination with other therapéutica]ly valuable substances, into a galenical
adrministration form together with suitable, non-toxic, inert, therapeutically compatible

solid or liquid carrier materials and, if desired, usual pharmaceutical adjuvants.

Suitable carrier materials are not only inorganic carrier materials, but also organic
carrier materials. Thus, for example, lactose, corn starch or derivatives thereof, talc, stearic
acid or its salts can be used as carrier materials for tablets, coated tablets, dragées and hard
gelatine capsules. Suitable carrier materials for soft gelatine capsules are, for example,
vegetable oils, waxes, fats and semi-solid and liquid polyols (depending on the nature of
the active ingredient no carriers might, however, be required in the casé of soft gelatine
capsules). Suitable carrier materials for the production of solutions and syrups are, for
example, water, polyols, sucrose, invert sugar and the like. Suitable carrier materials for
injection solutions are, for example, water, alcohols, polyals, glycerol and vegetable oils.
Suitable carrier materigls for suppositories are, for example, natural or hardened oils,
waxes, fats and semi-liquid or liquid polyols. Suitable carrier materials for topical
preparations are glycerides, semi-synthetic and synthetic glycerides, hydrogenated oils,
liquid waxes, liquid paraffins, liquid fatty alcohols, sterols, polyethylene glycols and

cellulose derivatives.



1s
1- (4- Met hoxy-benzyl)-5-[2-(4-nmet hoxy-phenyl)-thiazol -4
wgRssdeomsshyl -1 H pyrrol e-3 -carboxylic acid pcT/EP2003/014721
cycl ohexyl net hyl - am de, 5-
[ 2- (4- Met hoxy- phenoxynet hyl ) -t hdazol - 4-yl ]
- 1- (3- et hoxy- propyl ) - 2-met hyl - 1H py
rr ol e-Buekstaivbiats, prea@W@tneylcweUir@?ddrﬁiﬁtthﬁ@’dgﬁ:&s, cAnsistency-
_ _ (. - Dy - , - - 4- - -
| bt AP BERAX RSN e S8, W 2ot S R SO, bt
pyﬁbmnczs,wl}lbﬂizﬁra,lzamlléeaﬂts ead haxih 6gentd ahdahkiytid/8t &me into
1- Y t: -5, .
[ f&({bﬁ@&n%ﬁﬁ%%‘({@‘ﬁﬁ‘éﬁ‘iﬁ“}@#ﬁFlJé&’%ﬂtﬁ-4- yl ]-2-nmethyl -1 H pyrrol
e- 3-carboxylic acid piperidin-1-ylamde, N -{

5 1- Cycl ohexyl net hyl -5- [ 2-
(4- met hoxy- phenyl ) -thiazol-4-yl ] -2-nmethyl-1 H

| 2![ ;?ll'%s gb&%g g?@é |C},ﬁ15)§9£ \or ?c?r%%ﬁg %%Aﬂ \(z:ar? %vlit 'nevtvig%:/ IIimits depending
~ r go-the djycﬂsgtoequolummngd, e 4g@ éﬁdﬂtﬁhﬂmﬁlimpﬁﬁﬂ}ﬂohﬂflﬂ{ﬂﬁﬁknt and the °
;g‘r@’dg{ﬁf éfhgi%ig%%tfoyjéncp Wi, 8% c%h?s_e,céjler gf(t)g( to the %%gv(ljdual requirements in
1 e@hqlaotieyd cast Byl adul{patiedds mahiodysaghempbir 1 1880y despecially
0 | LSBT M ALl Sl o e e rieathe
 DP B GiR: % FOTheR IR %)ﬁlé e f?@cﬁ)‘iﬂ?éiwgﬁé‘tsﬁW%of the disease and the
[ Precite phamnmacykinbgnyiofitet the agBporird/dduld be administered with one or several
- ﬁéiﬁreqiohﬁée' I l;ks% r.ol i ég 3-carboxylic acid
pHEMTRRFAEINES 386 A7 D668 UET EP2003/ 014721 - 16
The pharmaceutical pre;pafations conveniently contain about 1-500 mg, preferably
1-100 mg, of 2 compound of formula (I).

15

The following Examples serve to illustrate the present invention in more detail. They
are, however, not intended to limit its scope in any manner. |




1- Cycl ohexyl met hyl - 5- { 2- (4- met hoxy- phenyl ) -t hi azol - 4-y
] -2-nmethyl-1H pyrrol e- 3-carboxylic acid

wOY0bMsolse- 2- yl am de, rac-|-Cycl ohexyl et hyl - pcT/EP2003/014721
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[ 2- (4- met hoxy- phenyl ) -thiazol -4-yl] -2-nethyl-iH
pyrrol e-3-carboxylic acid -31-

(5- hydroxy-2, 2, 6-trinmethyl -cycl ohe)cyl net hyl )-am de, 5
5-{2-(4-Metho), - phenyl)-thiazol-4-yl]-2-nethyl-1-(3-tr
i fl uor onet hoxy-benzyl)- 1H pyrrol e-3-carboxylic acid
butyl am de, I :
1- Benzyl - 5-[ 2- (4- met hoxy- ph £ hi azol - 4-yl ]-2-net hy
| - 1H pyrrol e-3-carboxylic acid butylam de, {

%%%&%Sﬁ%%@ﬁﬂﬁn@?):?ﬁ Spray FEO&FVF ]1011), corresponds to ESI and ES+
- (Rlentmetpydys Psitieriem} mp FOmelting point.
3-yl}-pyrrolidin-1-yl-methanone, 1-Cycl ohexyl nethyl -5-

[ 2- (3, 4-di et hoxy- phenyl)-thiazol -4-y1] -2-nethyl-IH
pyrrol e-3-carboxylic acid butyl am de,

1- Cycl ohexyl net hyl - 5-[ 2-( 3-%@- phenyl ) -thi azol -4-y

T -2-methyl -1 H pyrrol e- 3-carboxylic acid butylam de,

15 5-(2-Benzo[ 1, 3]

di oxpICySekdxylntvtig @l méthyl-5-{ (£ ek Spaxail retiiol-4 31 et iyt role-3-
1H pyrrol e- 3-carboxyl| ¢ aal d %‘}/Ilam.gle,

1- Wdohexyl net hyl -5- car OE-CYIC acy tyaml e
[2-(4-fluoro-phenyl)-thiazol-4-yl] ,

-2-nmet hyl - 1H pyrrol e- 3- carboxylic acid butyl am de,

—‘\/\"
] f\

o

The title compound was obtained using butylamine as R'R?NH, aminomethylcyclohexane

_ as R’-(CHa)m-NH,; and 4-nitrophenyl thicamide as R*C(S)NHS,, as follows:

1. Synthesis of 2-bromo-1-{2-(4-nitro-phenyl)-thiazol-4-yl] -ethanone (Compound B)

"To a solution of 1.4 g of 1,4-dibromo-2,3-butanedione in dimethylformamide {110 mi) at
roorn temperature was added 1.4 ml of 2,6-di-tert-butylpyridine. Then a solution of 1.0 g
of 4-nitro-phenyl-thiobenzamide in 20 ml of dimethylformamide was slowly added to the
reaction mixture over 1 hour. The reaction mixture was then allowed to stir for an
additional bour at room temperature before being concentrated in vacuo. The residue was
then purified by chromatography over a short column (8iO», 120g, CH,Cl; 100%). The
isolated compound was triturated with isopropylether to yield 771 mg of the title
compound as a yellow solid, mp = 186-187°C, MS (EI) 326(M).

2. Synthesis of 1-Cyclohexylmethyl-2-methyl-5-{2-(4-nitro-phenyl)-thiazol-4-yi}-1H-
pyrrole-3-carboxylic acid butylamide

To a solution of 4.2 g of diketene in dichloromethane (70 ml) cooled at 0°C was added
over 1 hour a solution of 3.7 g of butylamine in 50 ml of dichloromethane. The reaction
mixture was then stirred for one hour at 0°C and then let to stir at room temperature for



cl ohexyi met hyl - 5-[ 2- (2-f | uor o- phenyl ) -t hi azol - 4-yl
met hyl -1 H pyrrol e-3- 20 carboxylic acid

1-Cy

]- 2
( -trifluoromet hoxy-phenyl)-thiazol-4-yl] -1H
r
oY,

2-
pyrrol e- 3- carboxyllc acid butylsu de,
1- Cycl ohexyl net hyl -

[

gricft%ciﬁgidgir @ﬁé@%&hc@hﬁ&)ﬁr} wtalé‘ﬂﬁﬁ anéen&haed 1121:&% 0l thb H’ude residue

pyr lic

C%’Wf’é_??l) wﬁa C b]ﬁa§W65¢ 12@6141! tl%.ﬂdyn Iherﬂeéwﬁp 4-yl)-1H

- pyrrol e-3-carboxylirc acid butylam de,

1T€Y 8D heoflthephyiouemdt hMEeriil ind mivef diplethylfdrdarhide was added 0.15

mﬁ Qf %%#k’yl&le@gngﬂ Po%{etkﬁ Wi}ﬁ _0518 ! %?)t(r\(rlniet%ylaocrith%formate and the

5 21166414(?61 imptupheasystiyred Frir @4 dlouts-af Irc])om temperature. After such,time, 260 mg of

o Ff%ﬁ?%?‘%*i BB BB wiSh e rogpper with 014 mlof

52,f ufgd:.n@ﬁp@ s terdiopinyixtase wapstirredyfby another 24 hours at room.
- tlefrg)\é%tﬁ‘fbemt?ﬁﬁtcﬂ YireZs Hﬁ by MetN'-"IB-PW (1) G130 RLBPAMb ke reaction

butyl am. de, 5-
u%gw)ﬂri:agxfzﬁtggcﬁltr%e@, Pl]ld washed with MeCN-H,O (1:1) and isopropylether

10 - tb-}@éld Reh engydinkd fityd codnpRinbk 2 yblidv %8S @be- 184-187 °C, MS (ISP) 481.3
a&g{_ﬁoxyl ic acid butyl am de,

" Examples 2-375 were synthesized in analogy to Example 1, using the indicated educts.

Example 2 .

15 1-Butyl-5-]2-(2-chloro-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-carboxylic acid
I butylamide

The title compound was obtained using butylamine as R'R*NH, butylamine as R*-(CHz) -
NH, and 2-chloro-phenyl thiobenzamide as R*C(S)NH,, MS(ES+) 430 (M+H)". |

20



5 _

1- Cycl ohexyl met hyl - 5-[ 2- (2, 3- di hydr o- benzof uran- 5-yl ) -

W@?@F@g%gg yl']l -2-methyl- 1H pyrrol e-3-carboxypreeiohSoisrai
but yl am de,

1- Cycl ohexyl net hyl - 2- net hyl - 5:42- p-tol yl -t hi azol - 4-yl)

-1H pyrrol e- 3-car boxyl ic acid butylam de,

1- | ohexyl et hyl - am

[ZQ(/g ?re?)t%x;/repy)r/l di n- 3- yI)EhXﬁF%z_ol 4-yl]

-2-met hyl - 1H r boxyl but
ey e Ryb e e horetah e T %?‘&Q%P‘th acid

4-yl] -2-methyl - 1H pyrrol e-pi3vigafdeoxyl i ¢ acid

but yl am de, 1-Cycl ohexyl net hyl - 2- net hyl -
[2-(4-nitro-phenyl)-thiazol-4-yl] -1H pyrrole-3-
carboxylic acid butylam de, 15 I-Cycl ohexyl nethyl -

[ 2- (4- met hoxy- phenyl ) -t hiazol -4-yl]-2-nmethyl-1H pyrro
e- 3-carboxylic acid pen am de, 1- Cydohexyl net hyl -

[ 2- (4- met hoxy- phenyl ) - tﬁ/? P > :
-2-nethyl -1 H pyrrol e- 3-lcarboxV#i ¢ acid propyl ani de,
1- Cycl ohexyl net hyl - 5-[ 2- (4- et hoxy- phenyl ) -t hi azol - 4-y
[1-2-methyl -1 H pyrrole- 20 3-carboxylic acid

cycl ohexyl am de, 1-Cycl ohexyl net hyl -5- [

2- (4- et hoxy- phenyl) thiazol 4-yl] -2-nethyl -

'_'lfl?ey tltlieoclo(reripoung %vra? 0 1ne u%xgxlg guty%l el e asnli1 lzle!ﬁ gut‘ylamme as R3-(CHy)mm-
NH; and 4-methoxy-phenyl thiobenzamide as RYG(S)NH,, MS(ES+) 426 (M+H)".

Exampled .

10 5-[2-(2-Chloro-phenyl)-thiazol-4-yl]-1-isobutyl-2-methyl- 1H-pyrrole-3-carboxylic acid
butylamide

The title compound was obtained using butylamine as R'R*NH, iéobutylamine as R? -
(CH3)m-NH, and 2-chloro-phenyl ﬂliobe_:nzamide as R*C(S)NH,, MS(ES+) (M+H)".

15



1- Cycl ohexyl net hyl -
[ 2- (4- met hoxy- phenyl ) - t hi azol -4-yl] -2-methyl -1

BMoBdsgs 3-carboxylic acid cycl opropyl am de,
vgbq/%[:{oohexyl et hyl - 5- [ 2- ( 4- et hoxy- phenyl ) - Chrce g3
'] -2-methyl-1Hpyrrole- 3-carbaxylic acid
cycl obutyl am de, (trans)
rac- 1- Cycl ohexyl net hyl - 5- [ 2-gx. ﬂ-gti&oxy phenyl ) -t hi azoI
-4-yl]-2-methyl - 1H pyrrol e-3-carboxylic acid
(2- hydr oxy-cycl opentyl ) -am de,
14 (dotanylcn- %bﬁﬂiﬁio}cy@h[ﬂ%ﬂ tfhiel’ﬁBI @qu(])” -prieehgl IH- PWI&ZQI—caéboxyhc acid
yl] -2-methyl -1H pyrrol e- 3% rboxyllc acid
butyl am de, MD 2004/ 060888 EW %¥P9803/ 014721 - 18
1- (3, 4-Di chl oro-benzyl ) -5-[ 2- (4- met hoxy- phenyl ) -t hi azo

| -4-y1] -2-methyl-IH pyrrol e-3-carboxylic acid
but yl am de,
1- (3, 4- D net hyl - benzyl ) - 5-[ 2- (4- net hoxy- phenyl ) - thlazo
| -4-yl]-2-methyl-1H pyrrol e-3-carboxylic acid
* butyl am de,
1- (3, 4- D net hoxy- benzyl) - oxy- phenyl ) -thi az
ol -4-y1]-2-nethyl -1 H py rotf\ arboxylic acid
but yl am de,
1- Cycl ohexyl net hyl - 5-[ 2- (4- hydr oxy- phenyl ) -t hi azol - 4-y
5 | ]-2-methyl-1H pyrrol e-3- carboxylic acid butylam de,

The title compound was obtained using butylamine as R'R*NH, isobutylamine as R*-
(CHy)m-NH; and 4-methoxy-phenyl thiobenzarmide as R*C(S)NH,, MS(ES+) 426
(M+H)".

10 Example 6

1-Isobutyl-2- methyl -5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic acid
butylamide

}"\ \\I:‘j
s

The title compound was obtained using butylamine as R'R*NH, isobutylamine as R’-
15 (CHay)wm-NH; and pyrazine-2-carbothioamide as R*C(S)NH,, MS(ES+) 398 (M+H)".



1- (4-1sopropyl - benzyl)-5-[ 2- (4- et hoxy- phenyl ) -t hi azol
-4-yl]-2-nmethyl-1H 1o pyrrol e-3-carboxylic acid
wybdtsapdsde, S- [ 2- (4- Methoxy-phenyl) - thi azol - 4pyfkpagosiorer
- 2-net hyl - 1- pyri di n- 2-yl met hyl -1 H pyrrol e-
3-carboxylic acid butylam de, -35.

1- Cycl ohexyl net hyl - 5- (2- cycl ohexyl -t hi azol - 4-yl) - 2- net
hyl -1 Hpyrrol e-3- carboxyl i Exagiptk out yl am de, 15 and
pharmaceutically acceptable salts thereof. Most
preferred conmpounds of general forrmula (I) are those
sel ex{2-Ohbnoiphenyd)- duqmol-éqmsl-syfaloigxﬂfnethyl -2-methyl-1H- pyrrole -3-
1- Cycl ohexyl net hyl yl)-thiazol -4-y
'] -2- nethyl-ll—l-pyrrolé-rgé)ang ia%g@xy]llc acid

butyl am de, rac- |-Cycl ohexyl net hyl -

[ 2- (4- met hoxy- phenyl ) - t hi azop-4-yl] - 2 rr'et hyI -1 H

pyrrol e- 3-carboxylic a(:| - buty

11- Cycl ohexyl net hyl - j

[ 2- (4- et hoxy- phenyl) th| azol { 4-%E] &2- et hyI

H pyrrol - 3-yl}-piperidin-1-yk-nethanone,

5- (2-Benzo[ 1, 31

di oxol -5-yl -thiazol -4-yl)-1-cycl ohexyl net hyl - 2- net hyl -
| H pyrrol e- 3-carboxylic acid butyl am de,

Clohexlmeth 4-f,1 ugr o Yda st hi azo
51 T%tlﬂr%fqaﬂ} Ol}qi*g%rqbg}u&%gésmg butﬁarmrﬁa SR ﬁ}jﬁ ammomeéyl\(/:yclohexane
as R*-(CHa)m-NH; and 2-chloro-phenyl thiobenzamide as R°C(S)NH,, MS(ES+) 470
(M+H)™.

Example 8’

10 1-Cyclohexylmethyl-5- [2-(4—.methox-y-pheny1)vthiazol-tl-yl] -2-methyl-1H-pyrrole-3-
carboxylic acid butylamide

e

The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*-(CH3)m-NH; and 4- methoxy phenyl thiobenzamide as R4C(S)NH2, MS(ES+) 466
15 (M+H)".



car boxylic acid butyl am de, WO 2004/ 060888
PCT/ EP2003/ 014721 -19

Wﬁ-@f\%é@ﬁﬁxyl met hyl - 2- met hyl - 5- (2- p-tol yl -t hi agétwf¥didiirn

pyrrol e-3-carboxylic acid butylam de,
1- Cycl ohexyl met hyl -5- [2- (6-nmBghoxy-pyridin-3-yl) M
-thiazol -4-yl] -2-nmethyl-1 H pyrrol e-3-carboxylic

acid butylam de, 5 Example 9

1- Cycl ohexyl net hyl - 2- met hyl - 5-] B (4-nitro-phenyl)-thia

zol -4-yl] -1H pyrrole-3- carboxylic acid butylam de,

Il] Cyo(t)tﬂté»éh lxjrl}mtlhd/-ls-[al-@&nétﬁem%m?cmﬂhy}ﬁthiatdﬂwhlzmz-n(.‘;etjayl-1H»
- 2- et -l H pyrrol e~ 3-carbgxyl i i.d.pentyl am de,

1- Cycl oheiyl met %I -@'—Tf(ﬂg'?lf?%@fcﬂbcyxaﬁ phe If/l (Pet hi E':/lZO| -4-y

] -2-methyl-1H pyrrole- 10 3-carboxylic acid

cycl ohexyl am de, 1-Cycl ohexyl net hyl - 5-

[ 2- (4- met hoxy- phenyl ) -t hi azpl - 4=y -z 2- et hyl - |
H pyrrol e- 3-carboxylic dajﬁy%cl ohentyl am de, 1
- oycl ohexyl net Ryl - 5- [ 2- 4-%t bxYy- phenyl )

-thiazol -4-yl] -2-nmethyl-1 Hpyrrol e- 3-carboxylic
acid cycl opr opyl am de,

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R2-(CHy)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+)
496 (M+H)", .

Example 10

10 1-Cyclohexylmethyl-5-{2-(2-ethyl-pyridin-4-yl)-thiazol-4-yl]-2-methyl- 1 H-pyrrole -3-
' carboxylic acid butylamide

T,

The title compound was obtained using butylamine as R'RNH, aminomethylcyclohexane
as R*-(CHz)m-NH, and 2-ethyl-4-pyridinecarbothioamide as R*C(S)NH,, MS(ES+) 465
15 (M+H)™. . . _



15 :
1- Cycl ohexyl net hyl - 5-[ 2- (4- hydr oxy- phenyl ) -t hi azol - 4-y
|- IHpyrrole-3- carboxylic acid b ]

wldz&%gp@ﬁgyl met hyl - 5- (2- cycl ohexyl -t hi azol - 4%%/%%@?”21
hyl -1 H pyrrol e-3- carboxylic agid butyl am de, and
pharmaceutical |y acceptable salts thereof. 20 The
present invention al so rel gx@splc0j@ process for the
manuf act ure of conpounds of fornula (1) as defined
above. The conpounds of fornula (1) can be
menaidshadybalethy-2-hethyFeY hogtazii-¥-eh ithelobw,yl)o)H tpyerole-3-carboxylic
nmet hods given in the Exangl.gg of bﬁ anal ogous net hods.
Appropriate reaction condfef 8RE*¥ et he i ndi vi dual
reaction steps are known to the person 25 skilled in

the art. Starting materialsj,are either commercially
avai | abl e or can be prepared by nethods anal ogous to
t he net hods gi ven bel ow of _ifnit nﬁEnples or by

met hods known in the arff. ' Thetgonpounds of fornula

(1) maybe prepared using thelgeneral nethods

descri bed. bel ow. WO 2004/ 068 PCT/ EP2003/ 014721 -20
Compounds of fornula (1), whérein R to R and mare
as previously defined, can be

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*+(CHa)m-NH; and pyrazine-2-carbothicamide as R*C(S)NH,, MS(ES+) 438 (M+H)",

Example 12

_ ' 5-[2-(2-Chloro -phenyl)-thiazol-4-yl]-2-methyl-1-(tetrahydro-furan-2-ylmethyl)-1H-
10 pyrrole-3-carboxylic acid butylamide

The title compound was obtained using butylamine as R'R*NH, tetrahydrofurfurylamine
as R*-(CH3)m-NH, and 2-chlorophenyl thioamide as R*C(S)NH,, MS(ES+) 458 (M+H)".



prepared by reaction of enam nes of formula A wth
al f a- bronoket ones of fornmula B according to nethods
he art (Schenme 1). For exanple, the '

“hy%ﬂgg&ﬁgtrforned in an inert solvent such aspkiéﬁ%hg&Anl
the presence of a hindered basg such as 2,6- 5

.di-tert-butyl pyridine or 2,6- Iutldlne Schene 1. 00O
+ROMKWWRNRWNE$N + Ra/ RRs NRa

Br N ii SRR S R (CH) Conmpounds  of
formula | can be purified by nethods known in the art

sy j? P@pgpmt 91901&; jlh?éE}Hr'I Qs(té@fahfy‘r@&o\lﬁﬂ&rﬁz(&nahyl) 1H-

er) by col ronatography
u5| ng S| 02 with e|mm%3ta%6w%°% ]lantlé
n- hept ane/ Et hyl acetate, dlchloronethane/nethanol and
di chl oronet hane/ (. 1% NH3 in MeOH)). Thi'azol e

derivatives of fornmula B cgn be prepared from
di br onpndi ket ones of N
7\

5 The title compound was obtained using butylamine as R'R*NH, tetrahydrofurfurylamine
" a5 R*-(CH,)w-NH; and 4-methoxy-phenyl thioamide as R*C(S)NH,, MS(ES+) 454

(M+H)",
Example 14
10 5-§2-(4-Methoxy-phenoxymethyl) ~thiazol-4-yl]-2-methy1-1—(tetrahydro—furaﬁ:2-

ylmethyl)-1H-pyrrole-3-carboxylic acid butylamide

oS

The title compound was obtained using butylamine as R'R*NH, tetrahydrofurfurylamine
as R3*-(CHy)m-NH; and 2- (4 methoxyphenoxy)ethanethloamlde as R4C(S)NH2, MS(ES+)
15 484(Ld+}ﬁ



formula C and thi oam des of fornmula C by nethods known
in the art (Schene 2). For exanple, the reaction can

W6 20afokeesged by addition of thioam des of for WII'&P%QB/@L‘-IZI
15 di brono-di ketones of fornmula D in an inert solvent

such as DMF. Schene 2; 0 Br @¢. SN) R RsR + R4-~
- ROBr Ns RBr ¢ OB Enamnes of fornula A can be

prepared from bet a- ket oam dgﬁa@ﬁleﬁgr mula E and am nes
of formula F by nethods known in the art (Schene 3). -

For exanple a beta-keto 20 am de of fornula E can be

r. St € Ethiyl-pyrédin alrylpehiatol eyl o raeti 1 1n(t&r£1¥dtcaﬁlren42memtethyl) 1H-
solvent (e.g. DWF) in tlh%c% esence. t@ hl dered base

(e.g. 2,6-di-tert- b@“y‘?pyrlﬁbr‘f@)‘ enani ne of
formula A :Scheme 3 CVO 2004/ 060888 PCT/ EP2003/ 014721

-2100 0 N(CHR)mR

5 The title compound was obtained using butylamine as R'R*NH, tetrahydrofurfurylamine
as R*<(CH,),-NH; and 2-ethyl-4-pyridine carbothicamide as RYC(S)NH;, MS(ES+) 453
(M+H)™.

Example 16

10  2-Methyl-5- [2-(6-methyl-pyridin-3-yl)-thiazol-4-y1]-1-(tetrahydro-furan-2-ylmethyl)-
| 1H-pyrrole-3-carboxylic acid butylamide

The title compound was obtained using butylamine as R'R’NH, tetrahydrofurfurylamine
as R>-(CHz)m-NH; and G—methyl pyridine-3-carbothiamide as R *C(S)NH,, MS(ES+) 439
15 (M+H)" '



R3-(CH&Y M NH2 R Rz F \N~RS E R A Bet a- ket oam des of
formula E are either known formthe literature or can

MO 20pt968%8sed from conmerci al sources or el se PENERS03/014721
prepared by nmethods known in the art. For exanpl e,

bet a- ket oani des of fornula.E whédein RS = nmethyl can

be prepared by 5 reaction of amnes of fornula Gwth

di ketene in an inert sol ventExempte B5 di chl oromet hane
(Schenme 4). Schene 4 01" Ol RNH+ CR N v R if

Rs. = G.D Conpounds. of formula D, F and G are -

el %ﬁ@e:}fﬂf?é%ﬁpﬁﬁ%}ﬁﬁ?fﬂéi}aml&ﬂt)dr@ﬁf@%h}’éﬁhﬁﬂéﬂ'zﬂdmethﬂ)-1H-PY1T01€~3-
purchased from comer cid@athoS@Al £L&Eb@RH1Ali&e can be

synt hesi zed by nethods known in the art. The

invention further relates to conpounds of forrmula (I)

as defi ned above, when manufactured according to a

rocess as defi ned above. %= "
) W

I

5 The title compound was obtained using butylamine as R'R’NH, tetrahydrofurfurylamine
8 R*:(CH,)p-NH; and pyrazine-2-carbothiamide as R4C(S)NH2, MS(ES+) 426 (M+H)".

Example 18

1-(2-Methoxy-ethyl)-5-{2-(4-methoxy-phenyl)-thiazol-4-y1]-2-methyl-1H-pyrrole-3-
10 . carboxylic acid butylamide

) 7-/O,ﬂ'\
j L

A

The title compound was obtained using butylamine as R'R*N'H, 2-methoxyethylamine as
~ R’-(CH;)m-NH; and 4-methoxy-phenyl thioamide as R*C(S)NH,, MS(ES+) 428 (M+H)™.



5

10

15

15 Sone conpounds of formula (1) may possess
asymmetric centres and are therefore capable of

wodo8l/bg¥gsd N nore than one stereoi soneric for Merii8oosni4r21

invention thus also relates to conmpounds in

substantially pure isoneric faim at one or nore

asymmetric centres as well as m xtures, including

racem c m xtures, thereof.EGustledi8oners may be _
prepared by 20 asymetric synthesis, for exanple using
chiral internediate, or mxtures may be resolved by )
co(rdfdthoxyasthylpBtroerbyl- B2 -pymhinctpt-bepzelptryl)- LH-pyrrole-3-carboxylic
(chromat ography with a chj ens or eluent),

or use of a solving agenp#if%uﬁﬁﬁﬁmﬁe appr eci at ed,

that the conmpounds of general fornmula (1) in this
invention 25 maybe d'erivajised at functional groups

to provide derivatives f

conversion back to the éga ghd in vivo. WO

2004/ 060888 PCT/ EP20031¢1472L Y22 " As descri bed

above, the conpounds of formyla (1) or

pharmaceutically acceptable? salts thereof can be used

X

-as nedi canents for the treatnment and/or prophylaxis of

di seases which are associated with the nodul ati on of

the dl receptors. 5 The invention theg al so .
Tht title compoyKaY #bEIRGIUNnE I HBRTS %ﬁs@%f%@ﬂﬁ@m‘nmef
RRPRYNINES afle bl gk e 2baviothiddmed s Ots) N Ma(ESy ) 400 (M+H)".
acceptgble carrier and/or adjuvant.

Example 20

5-[2-(2-Chloro-phenyl)-thiazol-4-yl] -1-furan-2-ylmethyl-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide

The title compound was obtained using butylamine as R'R®NH, tetrahydrofurfurylamine
as R*-(CH;)»-NH; and 2-chlorophenyl thioamide as R*C(S)NH,, MS(ES+) 454 (M+H).



Further, the invention relates to conpounds as defined
above for use as therapeutic active substances,
wWaakdoliesisgs | y as therapeutic active substancespé&ficpiidfo14721
treatment and/or prophylaxis of diseases which are
associated with the nodul ati on4pt CB 1 receptors. 10
I n anot her enbodi nent, the invention relates to a
met hod for the treatnent anE{a@iple pr ophyl axi s of
di seases which are associated with the nodul ati on of
CBl1 receptors, which nethod conprises adm nistering a.
c onpFunch- 25l mehylield- @hovioke phetylirturzbled-mig-2o metlyhi lﬂrgpyrroleé—
The invention further of conpounds
as defi-ned above for t aglgé}@ﬁ??géglaﬁg%{ﬂgﬁd/or
prophyl axi s of di seases which are associated with the
nmodul ation of CB 1 receptors. In addition, the
invention relates to thej & of conpounds as defined

0

XI

above for the preparati qg-ﬁents for the
treatment and/or prophyl sto eases which are
associated with the nndulat%ég of CBI receptors. Such
nmedi canments conprise a 20 c ound as defi ned above.
In this context, the expression " di seases associ at ed
wi th nodul ation of CB I receptors' neans di seases
whi ch can be treated and/or _prevented gé rmdu{ ation t?x
5 Ctht1ﬂ¢ eereprundsvas shiginedivseg basylanias apRas N dr (amigomeiyl-
%MeEQRa 5 hing £ rRI0f- HRFoxy §hRRA Hbhtidea R € II)NH,, MS(ES+)
osﬁg schlzophrenla depressi on, abuse of
%k pes, for exanple for the

Example 22

10 5- [2-(2—Ethyl—pyridin—4-yl)—thiazol-a}-yl];1-furan-z—ylmeﬂlyl-z-meﬂmyl-lH—pyrrBIe—?J-
' carboxylic acid butylamide

Jﬁgv@w

&

The title compound was obtained using butylamine as R'R®NH, 3-furyl methylamine as
R*-(CHz)m-NH; and 2- ethyl ~4-pyridine carbothioamide as R4C(S)NH2, MS(ES+) 449

15 (M+H)"



10

25 abuse and/or dependence of a substances, including
al cohol e dependency and ni cotine dependency,

whebiARMsRI es, nmigraine, stress, epilepsy, dysihigsianiir

Par ki nson' s di sease, ammesia, cognitive disorders,

senile denentia, Al zheiner's disease, eating

di sorders, obesity, diabetes type Il or non insulin
dependent di abetes (N DD), masini«intestinal diseases,

vom ting, diarrhea, urinary disorders, cardiovascul ar -

dj sorders, infertility 30 disorders, inflammtions,

i nfget(Ratisiorocptengl), thineolr- by}l Grmathionyrbenayl)pamethyldl Hrpyrrole-3-
in -23- atherosclerosis 1 he ' pn-Barre

syndrone, viral encephcgrl?otgc&g%ﬁgdeé%e%fraa%Qascul ar

incidents and cranial trauma. In a preferable

exanpl ary enbodi nent, the,eXpression " diseases

associ ated wi th nodul atio CB eceptors' relates

to eating disorders, obegityyw diiapetes type Il or non
insulin dependent 5 diabetes |(NIDD),”

neur oi nfl ammati on, di arrhea,”gbuse and/ or dependence

of a substances, including cohol e dependency and

ni coti ne dependency. In a nore preferable aspect, the
said termrelated to eating disorders, obesity,

di abetes type Il or non insulin dependent diabete% )
(TWelitle comipovad anepbiringd yaine brtvtamine as B foNHa Aarethoxy enZYlamfle as
G4l n £MidRRERATSAUHAMS(ES+) 494 (M+H)™.
&gggﬁg%ﬁgyglﬁﬁ?ﬁaggg§?$§ﬂ§29n91especi%.Iygpréferaed} )
10 It is a further preferred aimof the enbodi nent to
provi de a nmethod of treatnent of prevention of Type

Il diabetes (non-insulin deEendgnﬁédiabetes mel litus
(NIDDM in a human which — =X2MPEss

—1«(4-Methoxy-benzyl)-5- [2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide

Froor

~

The title compound was obtained using butylamine as R'R®NH, 4-methoxybenzylamine as
R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as R'C(S)NH;, MS(ES+) 490 (M+H)".



conprises adm nistration of a therapeutically

effective ambunt of a conpound according to fornula

\(/E)zod-trbciﬁé%gb' nati on or association with a PCT/EP2003/014721
erapeutically effective anount of a |ipase

inhibitor, particularly, wherejpn.the |ipase inhibitor

IS orlistat Al'so an object of the 15 invention is

the nethod as described abomgnqf o4 he si mul t aneous,

separate or sequential administration of a conpound

according to fornmula (1) and a |lipase inhibitor, .

pant j4cMegdokxy- beﬁz?l)r-ii[wcﬁ ﬁ‘iet}my%leﬁbxyh‘kthyﬁ) mwfzur-myﬂrz -methyl-1H-

preferred aimo

t he Be’?% ﬁeg} a met hod
for the treatnent &V OSF EVERPF ﬁa%‘ and

obesity related disorders which conprlses

~adm ni stration of a 20 therapeuti cal I y effective

10

15

la (1) in

amount of a conpound accogd 0
A her apeutical |y

conmbi nation or associati :
effective anount of othe S for the treatnent of

obesity or eating.disorderg $o0 that together they give
effective relief. Suitable qther drugs include but

.are not limted to anorectic agents, l|ipase inhibitors

and sel ective serotonin reuptake inhibitors (SSRI).

Conbi nations or associations of the ab0\£e agents nmaybe
2Bhetidormassindgras eptirdaysing byttminabs ) gﬂmkmgqb@m};@nzylamme as

tr s r , MS(ES+

ﬂ“ﬁ@%%r%‘ﬁf P ok R AR RN MS(ES )
|5|20(M pation with a compound of the present

i nvention include, but are not limted to, am norex,

anphechl oral, anphetam ne, benzphetam ne,

chl orphenterniine, clobenzorex, cloforex, clom norex,
clorterm ne, Example 26

5-{2-(2- Ethyl—pyndm -4-y1)-thiazol-4- yl] (4-methoxy—benzy1)—E-methyl-1H~py;i'ole~3-
carboxylic acid butylamxde :

Tpa

i

The title compound was obtained using butylamine as R'R®NH, 4-methoxybenzylamine as
R*-(CHa)m-NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH,, MS(ES+) 489
(M+H)". ‘



30 cycl exedri ne, dexfenfluram ne, dextroanphetam ne,
di et hyl propi on, di phenet hoxi di ne, N-ethyl anphetam ne,

w{)?&g}d%ﬁs@gate' fenflurani ne, fenisorex, fenprepae¥esorir2
u

10

15

orex, flum norex, furfuryl nethylanphetanm ne,
| evanf et am ne, | evophacetoperapne, mazi ndol, WO
2004/ 060888 PCT/ EP2003/ 014721 -24 mef enor ex,
met anf epr anone, nethanphetqﬂﬁﬁgl2aorpseudoephedrine,
pent orex, phendi nmetrazine, ™~ p ﬁnetrazine,
phent er mi ne, phenyl propanol anm ne, picilorex and

Si byt qpq' NG ﬁﬁ]@l’,g BGOSR bERy])Y5-pr bl ralal-ylE-thiazole-2-
thgggg?. Nbg? préfggablﬁ?gﬁpreéihﬁjggfntgmgfe
Rl FISEHY

si butram ne and phent €/ % selective
serotonin reuptake inhibitors of use in conbination

with a conmpound of the present invention include:

fl uoxetine, fluvoxanine, Pparqxetige.and sertraline,

and pharmaceutically acgﬁp “%gﬁts t her eof .
Denonstrati on of additidnal biological activities of

t he conpounds of the presen i nventi on maybe
acconpl i shed through in vitre; ex vivo, and in vivo
assays that are well 10 know in the art. For

exanpl e, to denonstrate the efficacy of a

phar maceuti cal agent for the treqtnenhg?f .
e sitlt yempbah® drasblseined nsing botylaasneiisdb & WE, 4-ysihpghenzylamine as

AR S A e U R

the follow ng assays maybe used.,

Example 28

i-(4—Methoxy-benzyl)-z-rnethyl-s- [2-(6-methy1—pyridin-3-yl)-thiazol—4—y1]—IH-p:YrroIe-
3-carboxylic acid butylamide

The title compound was obtained using butylamine as R'R®NH, 4-methoxybenzylamine as

R®-(CH,)m-NH; and 6-methyl-pyridine-3-carbothioamide as R*C(S)NHa, MS(ES_“') 475
(M+H)™. '



Met hod for Measuring Bl ood ducose Levels 15 db/db

m ce (obtained from Jackson Laboratories, Bar Harbor,
wWtood )ggosgg ed (by either eye or tail vein) ang. 'ﬁﬁ%ﬁﬁ@inzl
according to equival ent nmean bl ood gl ucose |ev

They are dosed orally (by gavagg_in a pharnaceutically
acceptable vehicle) with the test conpound once daily
for 7 to 14 days. At this pgj @e animals are bl ed
again by eye or tail vein ood gl ucose |l evels

are determ ned. 20 Method for Measuring Triglyceride

L qv@lsietdRpBen igl C@n{eﬂ@lémmmﬂm&w@ﬂ )-1H-pyrrole-3-carboxylic
Laborat ori es, Bar Harbor ar.e d (by elther eye

or tall_veln) and grouped % #HYt o equi val ent nean
serumtriglyceride |evels. They are dosed orally (by
gavage in a pharmaceutical | y acceptabl e vehicle) with

the test conpound once %ﬁf for rhp 14 days. The

animals are then bled ag tail vein, 25

and serumtriglyceride | ével s| are’ determ ned. Met hod

for Measuring HDL- Chol ester Level s To determ ne

pl asma HDL- chol esterol |evel hApoAl m ce are bl ed

and grouped w th equival ent :qean pl asma

HDL- chol esterol levels. The mce are orally dosed once

dai ly WD 2004/ 060888 PCT/ EP2003/ 014721 -25 with

vEhé dilecanpdesitwa obpineddistoghbufylansing 4s BR/NH, dndethtrerbenzylamine as

bhedcan, ther, Lok biuhing 298 otGh A s RYC(S)NH,, MS(ES+) 462 (M+H)™.

Example 30

{2 (4- Methoxy—phenyl) ~thiazol-4-y1]-1-(3-methoxy-propyl)-2-methyl-1H- pyrrole-s-
carboxylic acid butylamide

2\ \ﬁrij?ﬂ\
BN

The title compound was obtained using butylamine as R'R*NH, methoxypropylamine as
R-(CHg)-NH; and 4-methoxyphenyl thicamide as R*C(S)NH,, MS(ES+) 442 (M+H)™.



Is anal yzed for HDL-cholesterol. In addition, to
denonstrate CNS activities of the conmpounds of the

W‘EE&%& 48 invention, the following in .vivo apsaxs 08814721
€ d

10

15

- be e

used. 5 Method for Testing Task Learning an
Spatial Menory The Morris Wat.ess .Maze is routinely used
to assess task |earning and spatial nenory (Jaspers
et al., Neurosci. Lett. 112&&ﬂ%@3§3h 1990; Morris, J.
Neurosci. Methods 11:47-60, 1984). In this assay,
animal s are placed in a water pool which is divided

i n$-0 quaterasitysphentXendhd}-flosol -4 syl h1-d8lemthoxyemeppl)- 2t hethyl- 1H-

quadrants. The ani nal%%‘é"‘?‘kbg&ﬁﬁ%iﬁdﬁ‘%?% £r pool and

1o is expected to FGC en ormw thin a
predetermned tinme. During a.nunber of training
trials, the animal learns the |ocation of the platform
and escape fromthe pool. he ani mal receives
multiple trials in thiséﬂgﬁgﬁiTot I stance travel ed,
number of trials to |odate/ plat¥orm latency to find
platform and the swnmmng’ath is recorded for each
animal . The animal's learni\ng ability is neasured by
the length of tinme or nunber of trials 15 required to
find the hidden platform Menory deficit or

i mprovenent is determned by the nunhe; of trials or |
tThe titlaempyundwhs ebtainechesipg butflemineas FRAEt methorgrropylamine as

| i f 138 (4- Heh &8y eth S th A Al sIREDS BEHRYIS(ES+)
qﬁ(e%%@h?@%ﬁﬁ?% ﬁfﬁﬁﬁ%ﬁg o?ﬁ?ines that the gﬁi%;l
7dMadl)t he quadrant where the platform was | ocated

during the acquisition phase. Method for Testing Drug
Dependence

Example 32

4- [4-Butylcarbam0yl—1—(3-methoxy—propyl)-S-methyl-1H~pyrrol—2—y1] thiazole-2-
carboxylic acid ethyl ester

fz /{\ e

The title compound was obtained using butylamine as R'R*NH, methoxypropylamine as
R®-(CHj)m-NF; and ethylthicoxamate as R*C(S)NHz, MS(ES+) 408 (M+H)".



20 Self-adm nistration in animals is a predictor of a
conpound' s abuse potential in humans. Modifications
W& 240l Soshs ocedure may al so be used to identify yppinozpier
coirpounds that prevent or block the reinforcing
properties of drugs that have_gbuse potential. A
conpound that extinguishes the self-adm nistration of
a drug nmay prevent that drugﬁ@uggyﬁe or its
dependence. (Ranaldi et al., Psychopharnmacol .
161: 442- 448, 2002; Canpbell et al., Exp. 25 din,
Ps ychqphakIpRE phenyB- tBikZolRby1] 20866hyl-1 fhidphen-2-ylmethyl-1H-pyrrole-3-
sel f-adm ni stration test aﬂlna%g a{e.glaced in the
operant chanbers cont affiPFYHETHPERAGEYT ve and
i nactive | ever. Each response on the active |ever
produces an infusion of either the test conpound or a
drug known to be sel f- adm-Hi stered. Presses on the
i nactive | ever have no efffec u al so recorded.
Animals are. then train tosél V- agm ni ster
conpound/ drug over a set perijpd of tinme by havi ng 3o
drug access during each daily§ session. Illum nation of
t he chanber house light signals the beginning of the
session and the availability of the conpound/drug.
When the session ends, the house Iightzis turned off.
5 | Thé fitd dotnpaurdrweg obtfinest wingdutamsingias R REWEL P- press of

t he WO 2004/,0608 T 003101472 11122 & mide as
Dl SRR AR00A0 PN SRR 2Bt et
eRIGIB)NEhAdS(BShp4HUMSeH) of presses to produce a drug
infusion is increased. After stable conpound/drug
self-admnistration is obtained, the effect of a

second conpound on the drug-reinforced behavior may be
Example 34

10 5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-2-methyl-1-thiophen-2-ylmethyl- 1H-pyrrole-3-
carboxylic acid butylamide

"The title compound was obtained using butylamine as R'R’NH, 3- _
(aminomethyl)thiophene as R’-(CH,)n-NH; and 4-methoxyphenyl thioamide as
15 RYC(S)NH,, MS(ES+) 466 (M+H)™.



eval uated. Adm nistration of this second conpound
prior to the session can either 5 potentiate,
or produce no change to the

‘Néé@ymgﬁﬁ?nlstratlng behavior. The follomnngpfgg?gmyoumu

were carried out in order to4¥etermne the activity of

the conpounds of fornmula (I). The affinity of the

conpounds of the inventi odxhmplec®nnabi noid CB 1

receptors was determ ned using nenbrane preparations

of human enbryonic kidney (HEK) cells in 10 whic

hméﬁﬂh@tyrféﬂemqt@d)eﬁmﬂd #eyll-2 anrth@ni-thjophen- 2~YlmethY1 1H-

E transfected using gaa&h i EQLi8ShityiavhiAMS systemin
§ conjunction with F%E?‘ 3%51 1§ putylanin

40 as radioligand. After
i ncubation of a freshly prepared cel |, menbrane
preparation with the [3H -I|igand, with or without

|

} addi ti on of conpounds of_the invention, separation of

| bound and free |igand éﬂjgegLQr d by filtration

| over gl assfiber filter Rfdl activity on the filter

| was nmeasured by - 15 I|qU|qr§C|nt|IIat|on counting. The
affinity of the conpounds ©f the invention for
cannabi noid CB2 receptors was determ ned using

nenbrane preparations of human enbryoni c ki dney (HEK)
cel ch the abls ptor is

|
5 Theamﬁf @RtoYn Wéﬁ%'?%‘é‘?‘gﬂﬂﬁ% ‘Ha aHge éﬁgﬁﬁ 1&%‘3 or est
hﬁﬁtﬁn@t}iﬂ!itﬁmphéhecd@ﬂﬁj Q8L LNHizhld 2 GHnetiRxhtheaddy)ethanethioamide

d tion of a 20 freshly prepared

2§¢8§§ﬁgggﬁgﬁﬁ g%%bﬁ% nwth the [SH -ligand, with
or without addition of conmpounds of the invention,
separation of bound of bound and free |igand

Example 36

10 5-[2-(2-Bthyl-pyridin-4-yl)-thiazol-4-yl}-2-methyl-1-thiophen-2-ylmethyl-1H-pyrrole-3-
carboxylic acid butylamide

() \?/(:&1
%%7

The title compound was obtained using butylamine as R'R’NH, 3- .
{aminomethyl)thiophene as R’-(CH)m-NH; and 2-ethyl-4-pyridine carbothxamxde as
15 RUC(S)NHp, MS(ES+) 465 (M+H)™.



was performed by filtration over glassfiber filters.

Radi oactivity on the filter was neasured by |iquid
scinti I ion counting. The cannabi noid CBI
Wﬁ%‘g’dgﬁé@%. c activity of conpounds of the |nvré(r:1 fEPZO(mOl”Zl
was 25 determ ned by functiong studles usi ng CHO

cells in which human cannabi noi (9 receptors are
stably expressed (see M Ri %%%%gﬁgrm)na et. al., J.

Phar macol . Exp. Ther. 278 71). The stable
expression of the human cannabi noid receptor in cel

SY- ol-4-y1]-2-methyl-
S %@%ﬁﬁd’ﬁhegﬁ?;%ﬂ*”‘ig‘ég"‘ s gﬁﬁ“‘%ﬁ%ﬁféﬁ il Zmethy
respectively. AdenyI-pyrielrepisaboarlic aid huty, usi ng

forskolin and neasured by quantlfylng 30 the anmount of

accunul ated cyclic AWMP. Cony tant activation of CB 1
receptors by CBl receptor/age e.g. CP-55,940 or

' e ) skol i n- i nduced
accunul ati on of CAVP in a copcents ati on dependent

manner. This CBl receptor G/ 2004/ 060888

PCT/ EP2003/ 014721 -27 nedi's response can be

ant agoni sed by CB 1 receptors antagoni sts such as the
conpounds of the invention. The conpounds of fornula

(I') show an excellent affinity for the CBl receptor,

dehekifk B@ﬂpﬂhﬁ@wﬁ%tﬂhﬁ@M%bﬁ@l&nﬁMlR IRNI, lebesaveidpesthmine as R>-

Rer e gaad i R praBE AP fhinmids S Gl RRl, MSEsH 300 vty

phar maceut i caI Iy

- Example 38

rac-1 -Butyl-5-[2-(2-chloro-phenyl)-thiazol-4-yl]-2-methyl- lH—pyrrole—E’--carboxy}ic acid

10 . : _ sec-butylamide

* The title compound was obtained using sec-butylamine as R'R?NH, butylamine as R>-
(CH,)m-NH; and 2-chloro-phenyl thioamide as R*C(S)NH,, MS(ES+) 430 (M+H)".

15



acceptabl e salts or sovates are antagoni sts and

sel ective for the CBI receptor with affinites bel ow
wbeb/ 50888 M They exhibit at |east a 10 fol d PCT/EP2003/014721

selectivity against the CB2 receptor. Conpound of

Exanple 1C50 [plv] 8 <2 299 512 305 <2 311 < 2

315 <2 324 <2 333 <2 340 <2. 356 <2 371 <2

375 < 2 Effect of CBl recegxampli@agoni st/inverse

agoni st on CP 55,940-induced io0 Hypotherma in NVRI

mce Animals Male NVRI mce were used in this stud%/ X
angciebetyb b il freeethirsrabeed Eikagel-4-yl] -2-methyl-1H-pyrrole-3-carboxylic

acid sec-butylamide
" ./ 3 ~
A O

5 The title compound was obtained using sec-butylamine as R'R’NH, butylamine as R’-
(CH3)un-NH, and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 426 (M+H)".

Example 40

rac-1-Butyl-5-{2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid sec-butylamide

r(‘j?{'hﬁ” )

10

The title compound was obtained using sec-butylamine as R'R’NH, butylamine as R>-
' (CH2)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH;, MS(ES+) 456

(M+H)™.

15



Consul ti ng Conmpany Ltd (RCC) of Fullinsdorf

(Switzerland). Mce, weighing 30-31g were 15 used in
woheidbotgdy. Anbient tenperature is approxi mt

20-21C and relative humdity 55-65% A 12 ho%bimpﬂmy&u7n
light-dark cycle is maintained5n the roonms with al

tests being perfornmed during the |ight phase. Access

to tap water and food are adiximbledtm WO 2004/ 060888

PCT/ EP2003/ 014721 -28- Method All neasurenents were

made between 12: 00 am and 5: 00 pm M ce were brought

i nractlhBetye 2 ethohpyadio-habithiazal ddyll-8rmethyl Bdgtyrmolees-carboxylic
hours before the start 0@mﬁﬂ£c8§§aﬁi&§nt 5 They had

al ways free access to food and For each dose, 8

m ce were used. Rectal body. tenperature neasurenents
were recorded by nean of a rectal probe (RET2 of

Physitenp) and digital the met er (D gi - sense
n8528-20 of Col e Farner, ik USA). The probe was
inserted about 3.5 cmin eac se. The body

tenperature was taken 15 nin?before adm ni stration of

either Vehicle or 1o CBl receptor antagonist/inverse

agonist. 30 or 90 min after i.p. or p.o.

adm ni stration of this conmpound, respectively, rectal

body enperatg s recor ded n order tg eval uate
(Yfas

ket BiReHsGsac-PY emﬁéRdﬁﬁb%%Bm@ﬁasR—

agTH) SN Parkb -8t - @%yadn@/ckﬂ:bth&aﬁldelams?ﬂw% )MS(ES+) 425 (M+H)".
adm ni stered intravenously, then 20 mn a . V.
adm ni stration of CP

Example 42

-rac-5—[2-(2—Chloro-phenyl)-thiazol-é%—_yl]—1—isobuty1—2-methyl- 1H-pyrrole-3-carboxylic
' acid sec-butylamide

The title compound was obtained using sec-butylamine as R'R*NH, isobutylamine as R’-
(CH;)m-NH; and 2-chloro-phenyl thioamide as R°C(S)NH,, MS(ES+) 430 (M+H)",



55940, body tenperature was again neasured. 15 The in
vivo activity of conmpounds of fornmula (1) was assessed

Wé Qd'o-tfﬁtﬂ)%&é' ability to regulate feedi ng behavpoprriysniiri
recording food consunption in food deprived ani mal s.
Rats were trained to have access to food for 2h per
day and were food deprived for 20 22h. Wen they were
trai ned under this schedulgkmﬁ%@4annunt of food taken
every day during these 2h food I ntake session was
consi stent day after day. To test the ability of. )
 GRAPGLSyl - [ 1 Or-Athaxy-phertyD - e slonsh-F wethyl-dHagkgrole-3-carboxylic
animals were used in a_choss ﬁiﬁri§QUdy' Rats were
i ndi vidually housed in P exigra Boxes with a grid on
the floor and a paper was placed bel ow the cage fl oor
to collect any spillage. A food 25 di spenser (becher)
filled with a pre-wei ghed anmount. of food was presented
to themfor 2h. At the dgnd-of t Qod i nt ake
session, rats returned to oy cage. Each rat
was wei ghed before the staft of the experinent and
t he amount of food consune uring this 2h food
i ntake session was recorded. Either various doses of
test conpound or vehicle was admnistered orally 60
mn before the 2h food intake session. Aqgositi

. € . 3
5 Qhetitle kodpomidaradiisined GREstTbelylamize phi| Het iscluiphagmine ajR -
- oxper L - iSirsidvhd RIG(SPEHE], edS(PSe sy @6+H)".
T s B e e s et
Neumann- Keuls. * P < 0.05 conpared to Saline-treated
rats:

Example 44

rac-1-Isobutyl-5- [2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl- lH-pyriole—S-
10 carboxylic acid sec-butylamide

{ *‘r‘\@/\

The title compound was obtained using sec-butylamine as R'R®NH, isobutylamine as R’-
(CH3)~NH, and 2—(4-methoxyphenoxy)e_thanethioamide as R“C(S)NHZ, MS(ES+) 456

(M+H)".

15



Furthernore the utility of conmpounds of formula (1) in
di seases or disorders nmay be 35 denonstrated in
ease nodel s that have been reported

W BBhadlhp cash ode! s that | Y0 5004/ 0aosss. TCTERAsLL
PCT/ EP2003/ 014721 -29- followm.Bg._are exanpl es of such

ani mal di sease nodel s: a) reduction of sweet food

i ntake in marnosets (Behaviguk@l 4£harm 1998,

9,179-181); b) reduction of sucrose and ethano

intake in mce (Psychopharm 1997, 132, 104-106); c)

| ngksaRed-ahles- p&@ﬁ)ﬂ)/-tﬁxyzoaﬂdjlph&?ﬂoh@@hﬁtﬁyld%e@yi hH-pyrrole-3-
rats- (Psychopharm 199 % % %ﬁ P ychopharnacm
2000, 151: 25- 30) . @OREriARES ISR ot o activity
in mce (J. Pharm Exp. Ther. 1996, 277, 586-594); e)
reduction in opiate self-ad 'nistration’in mce (Sci.

1999, 283, 401-404); The getipounds formula (1)
L& Yac |l e salts can be
[ or m of

and/ or their pharmaceuti
n F
phar maceuti cal preparations flor enteral, 1o parenteral

used as nedi canents, e.d.
or topical adm nistration. can be adm ni stered,
for exanple, perorally, e.g. Yin the formof tablets,
coated tablets, dragees, hard and soft gelatine
capsul es, solutions, enulsions or suspensions,

5 rBrttitld pmpougd was Obtaalddoxsmgcs\?&buiﬁb@yn@ ok BSNH,

pa%xﬁglf,n th oéxﬁoh?xagle al B2 ((tjlblgfngpl Enaﬁ’& 24cHio8E- bhé’rﬁd ﬁﬁbeﬁﬁid@ a$

u cally, e.g the form
H C(&Nﬁnﬁ/ﬁﬁ@s'l"HMJfHP .0ils. Oral administration is

preferred.

Example 46

10 rac-1- Cyclohexyimethyl -5-[2-(4- methoxy—phenyl) -thiazol-4-y1]-2-methyl-1H-pyrrole-3-
carboxylic acid sec-butylamide

The title compound was obtained using sec-butylamine as R'R*NH,

aminomethylcyclohexane as R*-(CHy)m-NH; and 4-methoxyphenyl thioamide as
15 RC(S)NHa, MS(ES+) 466 (M+H)".



15 The production of the pharnmaceutical preparations
can be effected in a manner which will be famliar to

wER01BETEEPN skilled in the art by bringing thectEp2003/014721

5

10

descri bed conpounds of fornula (1) and/or their
pharmaceutically acceptable s&bts, optionally in

conbi nation with other therapeutically val uabl e
substances, into a gal eni cEfampdddii ni strati on form
together with suitable, non-toxic, inert,
therapeutically conpatible 20 SO|Id or Iqu|d carr

i €l Cpdlsheapldhetliyl-5el@ si4r methoxps pladnograethd Heeacd A-v1]- - methyl—lH-
adj uvants. Suit a@&oﬁasr Edrﬁé}qrﬁ@%&& se@lb%tﬁmﬁeot only
inorganic carrier‘materials, but also organic carrier
materi als. Thus, for exanple | act ose, corn starch or
derivatives thereof, talc, stearic acid or its salts
can .be used as carrier m erlalsjgga.tablets, coat ed
tabl ets, dragees and ha capsul es. Suitable
carrier materials for soft |g atine capsul es are, for
exanpl e, 25 vegetable oil siyywaxes, fats and sem -solid
and liquid polyols (dependi-hg on the nature of the
active ingredient no carriers mght, however, be
required in the case of soft gelatine capsules).

Suitable carrjer materjals fo r n of

Tbe Gt epmmpond S oUS SInesT USRI B far

RRlndRh&hyl S i a# RAECH, )5 g amhﬁ(ff-h&thowpher&w]!ﬁMnethloamlde

cary S j ection solutions are or
ﬁ%ggﬂ%&ﬁ a49g3§(8f1gj1 pol yol s, glycerol and

vegetabl e oils. 3p_ Suitable carrier nmaterials for

suppositories are, for exanple, natural or hardened

oils, waxes, fats and sem -liquid or liquid polyols.
Suitable carrier materi al sﬁﬁmgk;&ﬁi cal preparations
are glycerides, seni-synthetic and synthetic
| ycerides, h drogenat ed of
?‘azl Cyclohexylmzthyl- 9[2 (2- ethyl—pyndln 4-y1)-thiazol-4-yl]-2-methyl-1H- pyrrole—?:-

carboxylic acid sec-butylamlde

The title compound was obtained using sec-butylamine as R 'R’NH,
aminomethylcyclohexane as R’ -{CH3)m-NH, and 2-ethyl-4-pyridine carbothzamlde as

15 RC(S)NH,, MS(ES+) 465 (M+H)™.



l'iquid waxes, liquid paraffins, liquid fatty al cohol s,

sterols, polyethylene glycols and cellul ose
“@Ekhvﬁﬁ%%es. WO 2004/ 060888 PCT/ EP2003/ 011721pc1@8h003/014721

ual stabilizers, preservatives, wetting and

enul si fying agents, consistency-inproving agents,

flavour-inproving agents, salts for varying the

osnotic pressure, buffer disbsipdgudes, soliubilizers,

col orants and maski ng agents and anti oxi dants cone

into consideration as pharmaceutical adjuvants. 5 The

dos age-1etyddiexdmethyl: Adaetbfl-F-(2-putagin¢3-yi-thaazols duayy)- Wil tpiyinole-3-

wide limts dependin - 0lS Q.. be
controll ed, the age gﬁgggﬁgaﬁﬁg%gﬁgﬁgﬁhg%ndition of

the patient and the node of administration, and wll,
of course, be fitted to thegi ndividual requirenents in

each particular case. Foryatult patignts a daily
dosage of about 1 to 100 ) Qgiiglly 10 about 1 to
100 ng, comes into considerat{i o/ DEpendi ng on

severity of the disease and tlhe precise

phar macoki netic profile the npound coul d be

adm nistered with one or several daily dosage units,
e.g. inl to 3 dosage units. The pharmaceutica
preparati ons conveniently contain about 1-500 ny,

5 prleftitlespmpound wapohiainedusiag senpsviamingrasfokiiiia (1) .

aminomethylcyclohexane as R*-(CH,)m-NH, and pyrazine-2-carbothioamide as
R*C(S)NHa, MS(ES+) 438 (M+H)™,

Example 50

10 rac-5-[2-(2-Chloro-phenyl)-thiazol-4-yl]-2-methyl-1- (tetrahydro-furan-2-ylmethyl)-1H-
pyrrole-3-carboxylic acid sec-butylamide

_ *ﬁgv@

The title compound was obtained using sec-butylamine as R'R*NH,
15 tetrahydrofurfurylamine as R’-(CH,)m-NH; and 2-chloro-phenyl thioamide as
R'C(S)NHa, MS(ES+) 458 (M+H)".



15 The foll ow ng Exanples serve to illustrate the
present invention in nore detail. They are, however,

Wg%mmb@@ded tolimt its scope in any mannepcti@r003/014721

5 .

10

.15

004/ 060888 PCT/ EP2003/ 014721 -31 Exanples MS = nass

spectronetry; ISP = ion spray-§positive ion),

corresponds to ESI and ES+ (electrospray, positive

ion); np = nelting point. EGmplkditple 1

1- Cyclohexylnethyl 2 nethyl 5- [2- (4-nitro- phenyl)

-thi azol -4-yl] yrrol e-3- carboxylic acid

b uﬁgﬁse[m(dé\dit&)omhcnﬂ)l éuazohwurﬂdmml -bHtesiahrdrodfyrang?-ylmethyl)-
butyl am ne as R ma_ :pgﬁﬁ as

R3- (CH2) m NH2 anggi! ?e”é SHoe yﬁxgﬁé{% Afde
RAC(S)NH2, as follows: 1. Synthesis of
2-brono-1-[2-(4-nitro-phenyl)-thiazol-4-yl]-ethanone
(Conpound B) To a sol uti opAof 1.4 of

1, 4- di br ono- 2, 3- but anedi D i | f or mam de (110
m) at roomtenperature was| a 1.4 m of
2,6-di-tert-butyl pyridine. Ihen a solution of 1.0 g
15 of 4-nitro-phenyl-thiobenzam de in 20 m of

di met hyl f ormam de was slowly added to the

n|trophen I oam dé as

The title compound was obtained using sec-butylamine as R'R’NH,
tetrahydrofurfurylamine as R’-(CH,)m-NHa and 4-methoxyphenyl thioamide as

| RYC(S)NH,, MS(ES+) 454 (M+H)".

Example 52

rac-5-{2-(4-Methoxy-phenoxymethyl)-thiazol-4-y1]-2-methyl-1 -(tetrahydro-furan-2-
ylmethyl)-1H-pyrrole-3-carboxylic acid sec-butylamide

o

The title compound was obtained using sec-butylamine as R'R*NH,
tetrahydrofurﬁlrylamme as R*-(CH,)n-NH; and 2- (4—methoxyphenoxy)ethanethloarmde
as R'C(S)NH,, MS(ES+) 484 (M+H)+



reaction m xture over 1 hour. The reaction m xture was

then allowed to stir for an additional hour at room
ngg@,&gye before being concentrated in vacugeyEPfos014721

residue was then purified by chromatography over a

short colum (Si @2, 120g, CH2025300% . The isolated

conpound was triturated wth isopropylether to yield

771 nmg of the title 20 conppumpshiass a yellow solid, np

=186-187C, M5 (EI) 326(M. 2. Synthesis of

1- Cycl ohexyl met hyl - 2- net hyl -5-[ 2- (4-ni tro-phenyl)-thia

2ol rde-3-Methyts- (aymrrmneﬁaéﬁmﬁbﬁxybrl)q -aetrchydud-fitrani2dgnitthyl)- 1H-

| f h 70
i 1) ool od at ocPHES-AmAP NG e LRl REREE) TS, o

3.7 g of butylamne in 50 m of dichloronethane. The
reaction 25 m xture was the,n stirred for one hour at

OC and then let to stir foom tenperature for WO
2004/ 060888 PCT/ EP2003/O \ - 32 fnpther hour. The
reaction m xture was then concent yatdd in vac uo and
the crude residue. was partitloned in batches which
were directly used in the néxty step. To 180 ng of the
previous crude material in 5 m of dinethylformm de
was added 0.15 ml of cycl ohexyl net hyl am ne toget her

with 0.13 nil of trimethyl orthoformate and the 5
5 r'Elm:mlemmmpomné weas obtgined using d%—b\dt)@mlﬁ%ﬁ% Rl Fs oom

EH@‘&?B{& )f itn@ '%15 ﬁuF@HE)' UﬁHg%ﬁ@ ggﬁz&fe -2-carbothioamide as
S

4-nit eny )-thi yl J- et hanone
v@&(aﬁﬁéu st M"T .14 m of

Example 54

10 rac-1-(2-Methoxy-ethyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-
carboxylic acid sec-butylamide

- The title compound was obtained using sec-butylamine as RleNH,_mgthoxyethylamine as
R3-(CH.)m-NH; and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ES+) 42_8 (M+H)"™.

15



2,6-lutidine and the reaction m xture was stirred for

anot her 24 hours at room tenperature. After such
whi20Byostss] of a MeCN-H20 (1:1) solution is aggdq@rbfzeiir

the reaction mxture, the precipitate is filtrated

and washed with MeCN-H20 (1: 1)5%nd isopropylether io

to yield 264 ng of the title conpound as a yell ow

solid, np = 184-187 C, N5 (BxSHplefsSl. 3 ( MtH) +.

Exanpl es 2-375 were synthesized in anal ogy to Exanple

1, using the indicated educts. Exanple 2 . 15

1-Bubtyl2-R-CHof2phdyDribiasblefryl]) I-fua a2 glmethylt -nethgt Ll pyrrole-3-

| H pyrrol e-3-car boxy%&rgo qudeUE Kg@m.rﬁ C o The

title conpound was obt ali neg usi ng am ne as

R1IR2NH, butyl am ne as R3-(CH2) m NH2 and

2-chl or o- phenyl thi obenzani de as R4C(S) NH2, MS(ES+)

43Q (M+H) +. 20 WD 2004/.066888 PCT/ ERR003/ 014721 - 33

Exampl e 3 ﬁ @ ),@

1- Butyl -5-[2-. (4- met hoxy- phenyl hilazol - 4-y1] - 2- et hy

| -1 H pyrrol e- 3 carboxylic ac%t} butyl am de

5 The title compound was obtained using sec-butylamine as R'R*NH, 3-furylmethylamine as
R>-(CH,)m-NH, and 2-chloro-phenyl thicamide as R*C(S)NH,, MS(ES+) 454 (M+H)".

Example 56

rac-1-Furan-2-ylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl} -2-methyl-1H-pyrrole-3-
10 : carboxylic acid sec-butylamide

The title compound was obtained using sec-butylamine as R'R’NH, 3-furylmethylamine as
R®-(CHz)m-NH; and 4-methoxyphenyl thioamide as R“C(S)NHa, MS(ES+) 450 (M+H)™.



5 The title conpound was obtai ned using butyl am ne as
R1IR2NH, butyl am ne as R3-(CH2)m NH2 and

wo SR bssys phenyl t hi obenzani de as R4AC(S) NH2, + _
426 (l\/l-l-H) +. Exan-p| e 4 . 10 W/E&O}B/OI-J'TZI

5-[2-(2-Chl oro-phenyl)-thiazol.g4-yl]-1-isobutyl-2-neth
yl -1 Hpyrrol e-3-carboxylic acid butylamde /NL N~
The title conmpound was obt af Mgy ng butyl ami ne as

R R2NH, i sobutyl am ne as R3- m NH2 and

2-chl or o- phenyl thiobenzam de as RAC(S) NH2, MS(ESt)

( MiEh-f2- (2-EyVy2004/- A6 81881 RGT] -EH 0032 QAL RA-2-rthyl- 1H-pyrrole-3-
Exanmple 5 1-1sobutyl -5- _

2-.. . :
(4- met hoxy- phenyl ) -t rﬁaéifacfﬂ-l%cﬂﬁe??-”ﬁéfme- | H pyrrol e-3
-carboxylic acid butylamde The tide conpound was
obt ai ned using butylam ne as R R2ZNH, i sobutyl am ne as
R- (CH2) m NH2 and 4-net hoxy- phenyl thi obenzam de as
RAC(S) NH2, MS(ES+) 426 (M+H) +.

H."\ Y@j
Kd—)\-@'
4

The title compound was obtained using sec-butylamine as RIRZNH, 3-furylmethylamine as
R*-(CH,)n-NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH,, MS(ES+) 449
(M+H)". '

10 _ Example 58

rac-5-[2-(2-Chloro-phenyl)-thiazol-4-yl]-1-(4-methoxy-benzyl)-2-methyl-1H-pyrrole-3-
carboxylic acid sec-butylamide

The title compound was obtained using sec-butylamine as R'R’NH, 4-methoxybenzyl-
15 amine as R°~(CH,),-NH; and 2-chloro-phenyl thicamide as R C(S)NH,, MS(ES+) 494
(M+H)". - :



10 Exanple 6
1-1 sobutyl -2-met hyl -5-(2-pyrazin-2-yl-thiazol -4-yl)-1H
wo oAl % 3-carboxylic acid butylam de The tpgtRpa003014721
conmpound was obtai ned using butylam ne as R R2NH,

i sobutyl am ne as R3- 15 (CH2).giNH2 and

pyrazi ne- 2- car bot hi oani de as Rt C(S) NH2, MS(ES+) 398
(MrH) +. WD 2004/ 060888 PCTEEREZ2ER3I6014721 -35 Exanpl e

7 5- [2-(2-Chl oro-phenyl)=thiazol -4-yl1] ‘
-1-cycl ohexyl net hyl - 2- net hyl -1 H- pyrrol e-3- carboxylic
. 36¢-0- (blkftiyﬂh?m-ealz@ncs B- (I'thmethd:'dyqamﬂy‘rpdumﬂ—m?ds]hbb’(e&iyhélj{—pyrrol&
usi ng butyl am ne as cl ohexane as
R3- (CH2) m NH2 and 2- cﬁo&?— p%%%q‘%bq lJB‘%zam de as
RAC(S) NH2, MS(ES+)- 470 (MtH)t. Exanple 8 10

1- Cycl ohexyl nmet hyl - 7

5  The title compound was obtained using sec-butylamine as R'R’°NH, 4-methoxybenzyl-
amine as R*-(CH,)w-NH; and 4—methéxyphenyl thioamide as R*C(S)NH,, MS(ES+) 490
(M+H)".

Example 60

10 - rac-1-(4-Methoxy-benzyl)-5-[2~-(4- methoxy—phenoxymethyl) -thiazol-4-y1}-2- methyl-1H-
' pyrrole-3-carboxylic acid sec-butylamide

e

The title compound was obtained using sec-butylamine as R'R*NH, 4-methoxybenzyl-
amine as R*-(CH;)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R%C(_S)NHZ,
15 MS(ES+) 520 (M+H)". ~



as R3-(CH2) m NH2 and 4- net hoxy- phenyl thi obenzam de as
RAC(S) NH2, MS(ES+) 466 15 (M+H)+. WD 2004/ 060888

‘T@g}/mgﬁﬁg%/ 014721 -36 Exanple 9 1-Cycl ohexyl ethsd 14721

nmet ho) cy- phenoxynet hyl ) -t hi azol - 4-yl ]
-2-nmethyl- | H pyrrol e-3-carboxyljc acid butylam de \
5 The title compound was obtai ned using butylam ne as
RLR2NH, am nonet hyl cycl ohexaigmnsiR3- (CH2) m NH2 and
2- (4- met hoxyphenoxy) et hanet hi oa e as R4C(S) NH2,
MS(ES+) 496 (M+H)+. Exanple 10 10

1- W@h@h@x-ﬁ thSjmcﬁn{ﬂylﬁ-Zhleidﬂ-W—yIPW 4dhéthéxWbénz§(DLZiﬁ1@thyl-lH—
-4-yl]-2-nethyl

but yI ani de I NS \ \R}géllq‘%gtﬁaﬁoé‘ﬂ&‘g%%ﬁ%’"@@@ﬁt ai ned

usi ng butyl am ne as- RLR2NH, ar ni nonet hyl cycl ohexane
as R3-(CH2) m NH2 and 2- et hyl yri di necar bot hi oam de
as RAC(S)NH2, NB(ES+) 465 f@(

Q

0\\

5 The title compound was obtained using sec-butylamine as R'R*NH, 4-methoxybenzyl-
amine as R>-(CH;)x-NH, and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH;, MS(ES+)
489 (M+H)’.

Example 62

10 mc—1—(4—Meth0xy~benzyl)—2_—methyl—S-(2-pyrazin—z-yI—thiazol—4—yl)—1H—py‘rroié-3-
carboxylic acid sec-butylamide

“The title compound was obtained using sec-butylamine as R'R*NH, 4- methoxybenzyl-
amine as R> (CHz)m~NHz and pyrazine-2-carbothioamide as R“C(S)NHZ, MS(ES+) 462
15 (M+H) .



WD 2004/ 060888 PCTI EP2003/ 014721 -37 Exanple 11
1- Cycl ohexyl net hyl - 2- net hyl - 5- (2- pyrazi n- 2-yl -t hi azol -
W(?i()ﬁh/l)@lﬂssﬁ"' pyrrol e-3-carboxylic acid butyl ampgerpobf6Li721
Itl'e conpound was obtai ned using butyl am ne as
R RZNH, am nonet hyl cycl ohexaneggs as R3=(CH2) m NH2 and
pyrazi ne- 2- car bot hi oam de as R4C(S) NH2, MS(ES+) 438

(MtH) +.  Exanple 12 5- Example 63

[ 2- (2- Chl or o- phenyl ) -t hi azol -4-yI -2-nethyl -

| -(tetrahydro-furan-2-ylnmethyl)-1 H 10

, pyzE-ISO[IZe(jal’dI@ﬁfohgép)hlemd)—éﬁizdl—bqﬂkl)]yl-@]ﬁﬁrﬁb&héﬁh@rbi:ﬁ[)é—methyl- 1H-pyrrole-
compound was obtain in ut ' R RZNH,

t et r ahydr of ur f uryl a%q%aggoggc ﬁ—’o’d%%%%t%ﬂ%ée and

2-chl orophenyl thioam de as R4AC(S) NH2, MS(ES+) 458
(M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -38 Exanple
13 5- [ 2-(4- Met hoxy- phenyj-¥ [ -4-yl] -2-nmethyl -1
- (tetrahydro-furan-2-yl S~

pyrrol e-3-carboxylic acid buytytam de |

5 The title compound was obtained using sec-butylamine as R'R*NH, methoxyethylamine as
R3~(GH2)m—NH2 and 4-methoxyphenyl thicamide as R*C(S)NH,, MS(ES+) 442 (M+H)".

Example 64

rac-5-[2-(4-Methoxy-phenoxymethyl)-thiazol-4-yl]-1-(3-methoxy-propyl)-2-methyl-1H-
10 pyrrole-3-carboxylic acid sec-butylamide

o

The title compound was obtained using sec-butylamine as R'R*NH, methoxyethylamine as
R3-(CHy)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+)
| 472 (M+H)".

15 .



I v 5 The title conpound was obtai ned using butyl am ne
as R R2NH, tetrahydrofurfurylamne as R3-(CH2) m NH2
oxy- phenyl thioanm de as R4C(S) NH2,
\QB%ﬁEGKNﬁSDQJr arple 14 10 NRGEE03/014721
5-[ 2- (4- Met hoxy- phenoxynet hyl ) ~ighi-azol - 4-yl ] - 2- et hyl -
| - (tetrahydro-furan-2-
yl met hyl ) - 1H pyrrol e- 3- car bog ﬁmgea gi d butyl am de r~
~| The title conmpound was obtai ned using butyl am ne as
R R2NH, tetrahydrofurfurylamne as R3-(CH2)m NH2 and

2- Tt hive etk thi] eb-matlyl dsthRepGes)Niethyl-1H-pyrrole-3-
MS(ES+) 15 484 (M+H)+. 44 06

PCT/ EP2003/ 014721 -39 %ﬁpﬁc}% {%@%%%ﬁamlde

5-[2-(2-Ethyl -pyridin-4-yl)=thiazol-4-yl]-2-nmethyl-I-(
tetrahydro-furan-2-yl nethyl)-J1H pyrrol e-3-carboxylic

acid butylamde /N (~n \ s

5 The title compound was obtained using sec-butylamine as R'R*NH, 3-(aminomethyl)-
thiophene as R*-(CH,)-NH; and 2-chloro-phenyl thivamide as R*C(S)NH;, MS(ES+)
470 (M+H)".

Example 66

10 . rac-5-[2-(4-Methoxy-phenyl)-thiazol-4-yl] —Z—methyl—l—thiophen-Z—ylmethyl—lH:inrrole-
~ 3-carboxylic acid sec-butylamide

]/Z/\\

The title compound was obtained using sec-butylamine as R'R*NH, 3-(aminomethyl)-
thiophene as R*-(CHy)p- NH; and 4-methoxyphenyl thicamide as R4C(S)NH2, MS(BS+)
15 466 (M+H)".



5 The title conpound was obtai ned using butyl am ne as
R RZNH, tetrahydrofurfurylamne as R3 (CH2) m NH2 and
= =4- pyri di ne carbot hi oam de as R4C(S) P2003/014721
Wohzi’égjé@f§88453 (MeH) +. Exanpl e 16 10 "
~2-Met hyl -5-[2-(6-net hyl -pyrigi-3-yl)-thiazol-4-yl]-1-

(tetrahydro-furan-2-ylnethyl)- 1H pyrrol e-3-carboxylic

aci d butylamide The titl e Exemptaf¥d was obtai ned using

butyl am ne as R R2NH, tetrahydrofurfurylam ne as

R3- (CH2) m NH2 and 6- et h{l - pyri di ne- 3-car bot hi gm gel a8 1 1H
R4S S M2 thdBCESnpxyaehyll Shikal - ¥ll- 2vpethyb kA bgeREE2-Yimetuyl-1H-

PCT/ EP2003/ 0147 *3- 1i€acld sec-butylamide

2-Met hyl - 5- (2=p aléoldi%-gZ:- yl - Ficaad e Vi T 1- (tetrahydro

-furan-2-yl nethyl)-1H pyrrol e-3- carboxylic acid

butylam de O5 The title conpound was obtai ned using

butyl am ne as R R2NH, tejfahydrof ucfuryl am ne as

R3-(CH,).NH2 and pyr azi,ﬂéﬁg%r/bﬂ i am de as

R4C(S) NH2, MS(ES+) 426 (Mrg t- Exanple 18

7

5 The title compound was obtained using sec-butylamine as R'R*NH, 3-(aminomethyl)-
thiophene as R*-(CHz)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R'C(S)NH:,

MS(ES+) 496 (M+H)".

Example 68

rac-5- [2-(2-Ethy1-pyridin~4_—y1)—thiazol-4-yl] -2-methyl-1 ~thiophen-2—y1methy1'- 1H-
pyrrole-3-carboxylic acid sec-butylamide

10

The title compound was obtained using sec-butylamine as R'R*NH, 3-(dminomethyl)-
thiophene as R*-(CH;)n-NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH;,
15 MS(ES+) 465 (M+H)".



1- (2- Met hoxy-et hyl ) - 5-

[ 2- (4- met ho) y- phenyl ) -t hi azol - 4-yl ]
Wliﬁzmb@%l%l H pyrrole-3- 10 carboxylic acid buwjr/ﬁﬂoﬁlﬁounl

e title conpound was obtai ned using butyl am ne as

R R2NH, 2- net hoxyet hyl am ne _gg- R3-(CH2) m NH2 and

4- met hoxy- phenyl thioam de as RAC(S) NH2, MS(ES+) 428
(MH) +. WD 2004/ 060888 PCRL&ERAO638/ 014721 - 41 Exanpl e

19

1- (2- Met hoxy- et hyl ) - 2- et hyl - 5- (.2 pyrazi n-2-yl -thiazol
a5y b)(21EH Py~ phﬂn?})a:hﬁ@cﬂb@}@-lll- 3ﬂ0d1ﬂ1eﬂimy4paamﬂbe&y1]'nemethy1-

R ronet oF et natRe ot ey 2 2 AT %3

pyr azi ne- 2- car bot hi oam de as R4AC(S) NH2, MS(ES+) 400
(M+tH) +. Exanple 20 5-

[ 2- (2- Chl or o- phenyl ) -t [T
-1 -furan-2-yl met hyl - 2- met hyf™- ol e-3- 10
carboxylic acid butylam de " The™ti till e conpound was
obt ai ned using butyl am n s R R2NH,

t et rahydr of urfuryl am ne -(CH2) m NH2 and
2-chl orophenyl thioam de as RAC(S) NH2, MS(ES+) 454
(MrH) +. 15 WO 2004/ 060888 PCT/ EP2003/ 014721

5 The title compound was obtained using sec-butylamine as R'R*NH, homoveratrylamine as
R*-(CHa)m-NH; and 2-chloro-phenyl thicamide as R*C(S)NH,, MS(ES+) 538 (M+H)".

Example 70

1-Butyl-5-{2-(2-chloro-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-carboxylic acid
10 | ~ isobutyl-amide

The title compound was obtained using iso-butylamine as R'R*NH, butylamine as R*-
(CHa)m-NH; and 2-chloro-phenyl thicamide as R C(S)NH,, MS(ES+) 430 (M+H)".



-42 Exanple 21 1-Furan-2-yl net hyl - 5-

[ 2=(4- met hoxy- phenyl ) -t hi azol -4-yl) -2-

nmet hyl -1 H pyrrol e-3- carboxylic acid butylamde 5 The
title conpound was obtained usf;ng butyl am ne as

R R2NH, 3-(am nonethyl)- thi ophene as R3-(CH2) m NH2
and 4- et hoxy- phenyl thi oag p RAC( S) NH2, MS( ES+)
450 (MrH) +. Exanple 22 10 BedifipRY1

5-[2-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl]-I-furan-2-yl
MR =52 PR RtrokdrpBY i Rt a7l - 4GAT- Davethyl Ol Rl £hole-3-carboxylic acid
butyl'am de The title conpound was. obt ai ned usi ng

butyl ami ne as R R2NH, 3-fHP ‘I‘W]ﬁ%‘i’}ft}l am ne as

R3- (CH2) m NH2 and 2-et hyl - 4-pyri di ne carbot hi oam de as
RAC(S) NH2, MS(ES+) 449 is (MrH) +. WO 2004/ 060888

PCTI EP2003/ 014721 -43 Exapgple 23 5- |

2- (2- Chl or o- phenyl)-thia ¢4- met hoxy- benzyl)
-2-met hyl -1 H pyrrol e- 3- acid butyl am de

5 The title compound was obtained using iso-butylamine as R'R*NH, butylamine as R’-
{CH3)m-NH; and 4-methoxyphenyl thioamide as RY*C(S)NH,, MS(ES+) 426 (M+H)".

Example 72

1-Butyl-5-[2-(4-methoxy-phenoxymethy})-thiazol-4-yl] -2-methyl-1H-pyrrole-3-
10 ‘ carboxylic acid isobutyl-amide

J%*(;‘N@r )

The title compound was obtained using iso-butylamine as R'R®NH, butylamine as R*-
(CH32)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R'C(S)NH,, MS(ES+) 456
(M+H)". _

15



ro9 5 The title conmpound was obtai ned usi ng butyl am ne
as R R2NH, 4-net hoxybenzyl am ne as R3-(CH2)m NH2 and
2-chl orophenyl thioam de as R4C( S) NH2, MS(ES+) 494
(MrH) +.  Exanple 24 1-(4-Met h0@y benzyl ) - 5-

[ 2- (4- met hoxy- phenyl ) -t hi azol yl] -2-nethyl -

| H pyrrol e-3- 10 carboxylic, aci utyl am de The title
conmpound was obtai ned usi n}%@?&ém ne as R R2NH,

4- met hoxybenzyl am ne as R3-(CH2) m NH2 and

VSR R PN i VG S

isobutyl-amide
1 (4 Met hoxy- benzyl ) - 5- { 2- (4- met hoxy- phenoxynet hyl )-th
i azol -4-yl] -2-methyl-1H pyrrole-3-carboxylic acid
butylam de 5 The title conp und was obtai ned using
butyl am ne as RLR2NH, 4- ngt
R3-(CH2) m NH2 and 2- (4-
as RAC(S)NH2, MS(ES+) 520 ( +. Exanple 26 10
5-12-(2-Ethyl -pyridin-4-yl)-{hiazol -4-yl]-1-(4-nethoxy
-benzyl)-2-met hyl - | H pyrrol e- 3-

XY) et hanet hi oamni de

5 The title compound was obtained using iso-butylamine as R'R’NH, butylamine as R>-
(CH2)m-NH; and 2-ethyl-4-pyridine carbothiamide as RYC(S)NH,, MS(ES+) 425 (M+H)".

Example 74

1-Butyl-2-methyl-5-[2-(6-methyl-pyridin-3-yl)-thiazol-4-yl]- 1H-pyrrole-3-carboxylic
10 _ acid isobutyl-amide

The title compound was obtained using iso-butylamine as R'R®NH, butylamine as R’-
(CH;3)m-NH; and 6- methyl pyridine-3-carbothioamide as R4C(S)NH2, MS(ES+) 411

(M+H)".

.15



carboxylic acid butylamde N\ 5 The title conpound
was obt ai ned using butylam ne as R R2NH,

4- met hoxybenzyl am ne as R3-(CH2) m NH2 and

2-ethyl -4-pyridi ne carbot hi am_de as R4AC(S) NH2, MS(ES+)
489 15 (M+H)+. WD 2004/ 060888 "PCT/ EP2003/ 014721 45

Exanple 27 4- [ 4-B utylca )tga 5 | - (4-met hoxy-b
enzyl)-5-net hyl - | prrroM@# = -t hi azol e- 2-

carboxylic acid ethyl ester 5 The title conpound was

tain | 1 a0l he N4 A ML -1H-pyrrole-3-carboxylic acid
TR 5 EShe dk g RER P Ao Ea T gl Lit-pye g
et hyl t hi ooxamat e as R4C( SISNREYl-NBIdES+) 456 (M+H) +.
Exanpl e 28
1- (4- Met hoxy- benzyl) - 2- net hyl - 5-[ 2- (6- met hyl - pyri di n-3
-yl)-thiazol-4-yl]-IHpyrrole- 10 3. carboxylic acid
butyl am de The title conppdnd was t ai ned using

butyl ami ne as R R2NH, 4- ylam ne as
R3- (CH2) m NH2 and 6- net hyl - gyr I-di ne- 3- car bot hi oam de
as R4AC(S)NH2, MS(ES+) 475 H) +.

The title compound was obtained using isobutylamine as R'R®NH, isobutylamine as R*-
(CHy)m-NH; and 4-methoxyphenyl thioamide as RAC(S)NH,, MS(ES+) 426 (M+H)".

Example 76

1-Isobutyl-5- [2-(4-methoxy-phenoxymethyl)-thiazol-4-y}] -2-methyl-1H-pyrrole-3-
carboxylic acid isobutyl-amide

< jf@w@r“\

, . : 3
The title compound was obtained using iso-butylamine as R'R*NH, isobutylamine as R™-
(CH3)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+) 456

(M+H)".



15 WO 2004/ 060888 PCT/ EP2003/ 014721 -46 Exanple 29
1- (4- Met hoxy-benzyl) - 2- et hyl - 5- (2- pyrazi n-2-yl -t hi azo
| -4-yl)-1H pyrrol e-3-carboxylic acid butyl anj ,
wo Jdagoddsts e conpound was obt ai ned using butylﬁﬁ/ﬂgmg%é“m
R R2NH, 4- nmet hoxybenzyl am ngzgg R3- (CH2) m NH2 and
pyrazi ne- 2- car bot hi am de as C(S) NH2, MS(ES+) 462
(MtH) +.  Exanple 30 5- | -mg 4 et hoxy- phenyl)
-thiazol -4-yl] -1- (3 ne%—p' ropyl) -2-methyl- |
H pyrr ole-3 - 10 carboxylic acid butylam de The ti tlbe .
c d ,was. ,obt aiyn STHATS IR o) m-ae: 1R-Raddk-3-carboxylic
AR e T R éﬁ*’% S
4- met hoxyphenyl t hi oaniagid igbup NH2, MS(ES+) 442
(MrH) +. WD 20041060888 PCT/ EP2003/ 014721 -47 Exanpl e

31 5-
[ 2- (4- Met hoxy- phenoxymet hy] ) -t hi azol - 4-yl ] - 1- ( 3- met hox

y-propyl)-z-nethyl-il—l-"Z Y@\
B
&

. . 3
5 The title compound was obtained using iso-butylamine as R'R*NH, isobutylamine as R’- .
s RAC(S)NH,, MS(ES+) 425. (M+H)".

(CHy)m-NH; and 2-ethyl-4-pyridine carbothiamide as

Example 78

5-[2~(2—Ethy1-pyridin-4—yl)~thiaz01—4-y1]—1-[2—(4-methoxy-pheny1)-etlly1]~2-metk}.¥1— 1H-

pyrrole-3-carboxylic acid isobutyl-amide

g U8

o

10

The title co\'mpound was obtained using iso-butylamine as R'R®NH, 2-(4- .
methoxyphenyl) ethylamine as R®-(CH3)m-NH; and 2-ethy1—4-pyridmel;arboth1am1de as

RAC(S)NH;, MS(ES+) 503 (M+H)".

15



pyrrol e-3-carboxylic acid butylamde 5 The title

conpound was obtai ned using butylam ne as R R2NH,
\Wﬁ%h&ﬁ%ME§0py|a”‘ne as  R3-(CH2)m NH2 and RCT/ER2003/014721

2- (4- met hoxyphenoxy) et hane t hi oam de as RAC(S) N

MS(ES+) 472 (M+H)+. Exanpl e .32 .10

4-[ 4- But yl car banmoyl -1 - ( 3- met hoxy- propyl )-5-nethyl -1 Hp

yrrol -2-yl]-thiazol e-2- caEQQﬁ%kbg acid ethyl ester

The title conpound was obtai ned using butyl am ne as

R R2NH, net hoxypropyl am ne as R3-(CH2) m NH2 and

et hyl{24i2-Ghkaoahend)s thRe6(- S NP cydUi{eR meth0a - kthl) YEI-pySrole-3-

VIO 2004/ 060888 PCT/ EB30Q3( 014 anpl e 33 5-
[ 2- (2- Chl or o- phenyl )& &%m?a‘ﬁ%}’ﬁt”@m nyL -1~ thi ophen

-2-yl met hyl -1 H pyrrol e-3- carboxyl ic acid butylam de V
S G5 The tide conpound was ,obt ai ned usi ng butyl am ne

as R RZNH, 3- (am nonet hykYA hi ophe as R3- (CH2) mNH2
and 2-chl oro- phenyl thicgéri el \N»/@

5 The title compound was obtained using iso-butylamine as R'R*NH,

aminomethylcyclohexane as R*-(CH,)p-NH; and 2-cﬁloro—pheny1 thioamide as
RAC(S)NH,, MS(ES+) 470 (M+H)™.

Example 80

10 1-Cyclohexylmethyl-5-[2-( 4-,methoxy—pheny1) -thiazol-4-y1]-2-methyl- 1H-pyrrc;ie-3-
 carboxylic acid isobutyl-amide

&

The title compound was obtained using iso-butylamine as R'RNH,
aminomethylcyclohexane as R’-(CH,)m-NH; and 4- methoxyphenyl thloamxde as
15 R‘*C(S)NHZ, MS(ES+) 466 (M+H)™. -



5

10

S 15

RAC(S) NH2, MS(ES+) 470 (M+H)+. Exanple 34 10
5-[2- (4- Met hoxy- phenyl ) -thiazol -4-yl]-2-nethyl-1-thiop

th7l -1 H pyr' rol e-3- carboxylic aci __
wg)u{ﬁ ﬁ%ﬁ‘% e The title conpound was obt ai ned UST%EEPZOOMI”H

b_utyl amne as R RZNH, 3- (am ngyret hyl)thi ophene as
R3- (CH2) m NH2 and 4- nmet hoxyphenyl thioam de as 15

RAC(S)NH2, NB(ES+) 466 (MrHt 004/ 060888
PCT/ EP2003/ 014721 - 49 Exa—’i—?pyxg'};lz -
5-[2-(4- Met hoxy phenoxynet hyI) t hi azol -4-yl]-2-nethyl -

1-t I ) ]
butglt%m de 5 Thziet i Jﬁmw[ﬁﬁhsﬁnéﬁﬁp%ﬂol @-yfiCl-ehethyl-1H

Ie co i ned usi ng
butyl ami ne as RLRPNKPlE3- Cng H%ﬁ%wah%‘?gﬁy ene as
R3- (CH2) m NH2 and 2- (4- met hoxyphenoxy) et hanethi oam de
as R4AC(S)NH2, MS(ES+) 496 (MtH)+. Exanple 36 10

5-[2-(2-Ethyl - pyridin-4-yl),thiazol -4-yl]-2-nmethyl-1I-t
hi ophen- 2-yl net hyl - | H-py—{/ﬁ—ﬁt c/@jboxyl ic acid
but yl am de

The title compound was obtained using iso-butylamine as R'R*NH,
aminomethylcyclohexane as R3-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide
as R*C(S)NH,, MS(ES+) 496 (M+H)".

Example 82 '

l—Cyclohexylrnethyl-S-[2—(2—ethyl~pyridiﬁ-4~y1)-thiazol—4-y1]-2—fnethy1- 1H-pyrrgle-3—
‘ carboxylic acid isobutyl-amide

7 7
«(ﬁH\?Q\\
& ‘\ |
The title compound was obtained using iso-butylamine as R'R'NH,

aminomethyleyclohexane as R?-(CHj)m-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 465 (M+H)".



The title conpound was obtai ned using butyl am ne as

R1IR2NH, 3- - (am nonet hyl)thi ophene as R3-(CH2) m NH2
wéhthsAs@idy| - 4- pyri di ne carbot hiam de as 15 RETEBRIBIRI4721

M5( ES+) 465 (M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721

-50 Exanple 37 -73 -

1-[2- (3, 4- D nmet hoxy- phenyl) ethyl}-5-[2-(2-ethyl-pyrid

in-4-yl)-thiazol -4-yl]-2- nEtduyhle 83 .

1H pyrrol e- 3-carboxylic acid butylam de 5 The title

conmpound was obt ai ned u3|ng butyl am ne as RIR2

hMWJ&Iﬂﬂquhnmyé) -tigazaB4-v{] E}-}Z)qﬁh}mﬂz(tq:n@ydro furan 2-y1methyl) -1H-

AL d i M5( ES
2oty 4 Pyr L0l R helBbaficdBi A LR, MB(ESY

rac-|-Butyl -5-[2-(2-chl oro-phenyl)-thiazol -4-yl]-2-net
hyl -1 H pyrrol e- 3- carboxyllc acid to sec-butylam de 5

| G The title conpound wa Qbt ai ned-ysing -
sec-butylam ne as R RzNﬂzb as R3-
(CH2), a- NH2 and 2- chl or o- phenyl ( / |am de as

RAC(S) NH2, MS(ES+) 430 (M+H)‘g 15 WD 2004/ 060888
PCTI EP20031014721

5 The title compound was obtained using iso—butylamipe as RIR2NH,
tetrahydrofurfurylamine as R’-(CHj)m-NH; and 2-chloro-phenyl thioamide as
R*C(S)NHz, MS(ES+) 458 (M+H)™.

Example 84

10 5-[2-(4-Methoxy- phenyl)-th1azol~4—y1] _2-methyl-1-(tetrahydro-furan-2 -ylmethyl) 1H- -
pyrrole-3-carboxylic acid 1sobuty1 -amide ‘

. The title compound was obtained using iso-butylamine as R'R’NH,
tetrahydrofurfurylamine as R>-(CH;)m-NH; and 4-methoxyphenyl thioamide as
15  RAC(S)NH,, MS(ES+) 454 (M+H)".



-51 Exanmple 39 rac-1 -Butyl -

[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ]

W@itﬁi‘ﬂolﬁ%k | B pyrrol e-3-carboxylic acid sec- blﬁkﬂﬁ%o%lﬂzl
e t|t e conmpound was obtai ned using sec-butyla

as RTR2ZNH, butyl am ne as R3- ((GH2) m NH2 and

4- met hoxyphenyl thi oam de as R é(S) NH2, MS(ES+) 426

( MtH) +. Exarrpl e 40

rac-1-Butyl-5-[2-(4-net hoxy—ﬁﬁ%ls‘oiymst hyl)-thiazol -4-y-

] -2-methyl-| H-pyrrol e-3- 1o carboxylic acid

sec- Kt Y4 Mt HSxy théth mnﬁmq VRS- Bithal n@@trh&WdE‘@-ﬁlran-”?-

o e nWE‘?ﬁ%ﬁE yy&rpﬁa% é%rﬁ?}a’i}ﬁﬁa@ sk %ﬁ%

MS(ES+) 456 (MrH)+: 15 WO 2004/ 060888
PCT/ EP2003/ 014721 -52 Exanpl e 41 rac-1- Butyl - [2-

(2-ethyl -pyridin-4-yl)-thiagol-4-yl] -2- rrethyl
H pyrrol e- 3-carboxylic zﬁik%:,\p,@ﬁﬂ‘am de

5 The title compound was obtained using iso-butylamine as R'R*NH,
tetrahydrofurfurylamine as R*-(CHz)m-NH; and 2-(4-methoxyphenoxy)ethanethicamide
as R“C(S)NH;, MS(ES+) 484 (M+H)".

Example 86 ‘

10 4-[4-Isobutylcarbamoyl-5-methyl-1 -(tetrahydro-furan-z-yhnethyl)-1H-pyrroi—ﬁ:yl] -
| thiazole-2-carboxylic acid ethyl ester

T

The title compound was obtained using iso-butylamine as R'R®NH, |
tetrahydrofurfurylamine as R®-(CH>)m-NH, and ethylt}uooxamate as R C(S)NHZ,
15 MS(ES+) 420 (M+H)



5 The title conpound was obtai ned using sec-butyl am ne
as R R2ZNH, butylam ne as R3- (CH2)m NH2 and
4- pyri di ne carbot hiam de as RAC(S) N ) ]

W(%Q)ES’IP%\% Exanpl e 42 rac- 5- Forbh

[2-(2-Chl or o- phenyl) - thi azol -4-yl |- 1-i sobutyl - 2- met hyl

-1Hpyrrol e-3-carboxylic 10 dcid sec-butyl am de The

titl e conpound was obt ai n%ﬁiﬁ?% sec-butyl anmi ne as

RLR2NH, i sobutyl am ne as = )m NH2 and

2-chl oro- phenyl thioam de as RAC(S) NH2, MS(ESt+) 430

(v“/}tf%}éyﬂ%@{z?g(gé{ Bﬁf’@ﬁ%&ﬁ%ﬁ?ﬁ%@ﬁ%%ﬂYiéaetrahy&ﬁoammm glmethyl)-

[ 2- ( 4- met hoxy- pHEmyTplerhrabenligagif jsobutyl-amide

-2-met hyl -1 H pyrrol e-3-carboxylic acid sec-butylam de
5 The title conpound was obtai ned using sec-butyl am ne
as R R2ZNH, isobutylam ne ag R3- (CH2) m NH2 and

4- et hoxyphenyl thi oani de¢ R4C( , MS(ES+) 426
(MtH)t. Exanple 44 rac= 5-

[ 2- (4- met hoxy- phenoxynet hyl )i-t hi azol - 4-yl ]

-2-nmet hyl -1 H pyrrol e-3- 10 {car boxylic acid

sec-butyl ami de The title conmpound was obtai ned using
sec-butyl amine as R R2NH, isobutyl am ne as R3-

5 The title compound was obtained using iso-butylamine as R'R°NH,
| tetrahydrofurfurylamine as R’-(CH,)m-NH; and 6- methyl pyridine-3- carbothioamide as

RAC(S)NH,, MS(ES+) 439 (M+H)™.

Example 88

-Methyl -5-(2-pyrazin-2-yl-thiazol-4 yl) -1- (tetrahydro -furan-2-ylmethyl)-1H-pyrrole-3-
carboxylic acid 1sobuty1—anude

Lpero

10

The title compound was obtained using iso-butylamine as R'R*NH,
tetrahydrofurfurylamine as.R3—(CH2)m-NH2 and pyrazine-Z-carbothioamide as
15 RIC(S)NHj, MS(ES+) 426 (M+H)".



(CH2) m NH2 and 2- (4- net hoxyphenoxy) et hanet hi oanm de as
RAC(S) NH2, MS(ES+) 456 (M+H)+. 15 WO 2004/ 060888

wBGHiga393/ 014721 -54 Exanple 45 rac-5- PCT/EP2003/014721
[ 2- (2-Chl or o- phenyl ) -t hi azol -4-yl ]
- 1- cycl ohexyl met hyl - 2- met hyl - 76 pyrrol e- 3- carboxylic
acid sec-butylamde V5 G5 The title conpound was
obt ai ned usi ng sec- but yl anExsenyis 3R R2NH,
am nomet hyl cycl ohexane as R3-(CH2) m NH2 and
2-chl oro-phenyl thioam de as RA4C(S)NH2, MS(ES+) 470
( MHPHMethBxprathiyh-5462- {4omethoxy-phenyl)- thlazol-4-yl] -2-methyl-1H-pyrrole-3-

rac- |- Cycl ohexyl met hyli2vk Liff henyl ) - t hi azol
-4-y1] - 2-net hyl - | H-pyrroo le ?f 1891&&210&%% acid

sec-butyl am de The title conmpound was obtai ned using
sec-butyl am ne as R R2ZNH, am nonet hyl cycl ohexane as

R3- (CH2) m NH2 and 4-neth phenyl thioam de as 15
R4AC(S) NH2, MS(ES+) 466 Wt \YQA
B {

\

5 The title compound was obtained using iso-butylamine as R'R*NH, methoxyethylamine as
R’-(CH3)m-NH; and 4-methoxyphenyl thioamide as R'C(S)NH,, MS(ES+) 428 (M+H)™.

Example 90

1-(2-Methoxy-ethyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-y1)-1H-pyrrole-3-carboxylic
10 - acid isobutyl-amide

The title compound was obtained using iso-butylamine as R'R*NH, methoxyethylamine as
Rs-(CHz_)m-NHz and pyrazine-2-carbothioamide as R*C(S)NH;, MS(ES+) 400 (M+H)+.__



WO 2004/ 060888 PCT/ EP2003/ 014721 -55 Exanple 47
rac-1| - Cycl ohexyl net hyl - 5=[ 2- ( 4- net hoxy- phenoxynet hyl ) -

wa Rioddgdssé-yl 1 -2-methyl -1 H pyrrol e- 3- car boxpbrgpaslfhi721

sec-butylanmi de 5 The title conmpound was obtai ned usi ng
sec-butylam ne as R RZNH, ani-honet hyl cycl ohexane as
R3- (CH2) m NH2 and 2- (4- met hoxyphenoxy) et hanet hi oam de
as RAC(S)NH2, MS(ES+) 496 @ 139 Exarrpl e 48 to

rac-| - Cycl ohexyl net hyl - 5-[ - pyridin-4-yl)-thi
azol -4-yl]-2-nmethyl -1H pyrrol e- 3 carboxyl ic acid

secs. g*d{z’ 'C%IHngJhEHﬁ)REMﬂoM%@]IPMQ z\tgﬁxeﬂm _aiRedly ST Rgrrole-3-

sec-butyl amn am.no cl ohexane as
R3- (CH2) m NH2 and 2- & Whﬁa‘ﬁ |‘Si° W hot hi ani de as
15 RAC(S)NH2, MS(ES+) 465 (MtH)+. CVO 2004/ 060888
PCT/ EP2003/ 014721 - 56 Exanpl e 49

rac-| - Cycl ohexyl net hyl - 2- hyl - 5- (2- pyr.azi n-2-yl -t hi a
zol -4-yl) -1 H pyrrol e-3- /\ @
N \: :
B -

‘The title compound was obtained using iso-butylamine as R'R*NH, 3-furylmethylamine as
R®-(CHa)m-NH; and 2-chloro-phenyl thioamide as R*C(S)NH,, MS(ES+) 454 (M+H)".

Example 92

1-Furan-2-ylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid isobutyl-amide

\\"?QA

[
The title compound was obtained using iso-butylamine as R'R®NH, 3-furylmethylamine as
R3-(CHa)m-NH, and 4-methoxyphenyl thioamide as R‘C(S)NH,, MS(ES+) 450 (M+H)".



carboxylic acid sec-butylamde ("INNJI g 5 The title
conpound was obtai ned usi ng sec-butylam ne as R R2NH,
' | cycl ohexane as R3-(CH2) m NH2 and
%@gﬁﬁg% car bot hi oam de as R4AC(S) NH2, M5( EgJ(;)T/Eﬁ%%mmn
(Ml'l") +. Exanpl e 50 10 -78 -
rac-5-[ 2-(2-Chl oro-phenyl)-thiazol-4-yl]-2-methyl-1-(t
et rahydr o-f uran- 2-yl net hyl ) rol e- 3-carboxylic
acid sec-butyl am de The ti tff%h%ggn%sr'ound was obt ai ned
usi ng sec-butylam ne as R R2NH, 15 :
tegranyc Wk A =1Fekin) d-methyl-1H-pyrrole-3-
2. %ﬂ?g??}%?@?{“&%ﬂﬁ%g%?ﬁ e e ey ass
(M+H) +. WD 2004/ 060888rbpeiiassigeayllamide - 57 Exanpl e
51 rac-5- [ 2-(4-Methoxy-phenyl)-thiazol-4-yl]
-2-methyl - |-(tetrahydro-furan-2-yl nethyl)-
| H pyrrol e-3-carboxylic aci ¢ sec-butylanm de 5 The
title conpound was obt ai ngd i ng ¢Sdc- butyl am ne as
Rt R2NH,  tetrahydrof urfuryl-ayi ngyasS” R8- (CH2) m NH2 and
4- met hoxyphenyl thi oam de as

5 The title compound was obtained using iso-butylamine as R'R*NH, 3-furylmethylamine as
R3-(CHy)m-NH, and 2-ethyl-4-pyridine carbothiamide as R*C(S)NHa, MS(ES+) 449

(M+H)".

Example 94 '

10 1-(4-Methoxy-benzyl)-5- [2-(4.—methoxy-§heny1)-thiaz01-4~y1] -2-methyl-1H-pyrrole-3-
carboxylic acid isobutyl-amide

The title compound was obtained using iso-butylamine as R'R*NH, 4-
methoxybenzylamine as R®-(CH,)m-NH, and 4-methoxyphenyl thioamide as RYC(S)NH.,,

15 MS(ES+) 490 (M+H)™.



RAC(S) NH2, MS(ES+) 454 (M+H)+. Exanple 52 to
rac-5-[ 2- (4- Met hoxy- phenoxynet hyl ) -t hi azol - 4-yl ] - 2- net
- - t rahydr o- f ur an- 2-
ngsﬂr)%{%%‘? 1H pyrrol e- 3-carboxylic acid sec- bllJ)F)r/ngr%]iO%%lﬂn
The title conpound was obtain usi ng sec-butyl am ne
as RIR2NH, tetrahydrofurfuryldmne as R3-(CH2) m NH2
and 2-(4- nmet hoxyphenoxy) et anet igarr_i de 15 as
RAC(S) NH2, MS(ES+) 484 (M- . 2004/ 060888
PCT/ EP2003/ 014721 -58 Exanple 53 ,
rag-2: ) 521250t AZL By, ' 719tiiad sl U= [-8rhathyl- 1H -
ydr'cg‘-gg\{}ﬁt ngﬁ%zﬁtWI ?‘ ﬂf&h&% k?%#g%%g?k%a%iﬁcﬂgci d fy :
sec- butyl ani de ~ Ryriole-3=casbogyhigpsid sy lc@gmEdund was
obt ai ned usi ng sec-butyl am ne as R R2NH,
tetrahydrofurfurylam ne as R3-(CH2) m NH2 and
pyrazi ne- 2- car bot hi oan de, R4C@»NH2, M5( ESt) 426
N

(MrH) t. Exan‘pl(_e 54

5 The title compound was obtained using iso-butylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH,)p-NH; and 2-(4-methoxyphenoxy)ethanethioamide as
RYC(S)NHg, MS(ES+) 520 (M+H)™.

Example 96

10 5—[2-(2-Ethyl—pyridin~4‘yl)-thiazol—é—yl]-1-(4-methoxy—benzy1)-2—methy1—1H-pyrrole—3~
| carboxylic acid isobutyl-amide

§g Nl

- The title compound was obtained using iso-butylamine as R'R*NH, 4-.
methoxybenzylamine as R*-(CHz)m-NH; and 2-ethyl-4-pyridine carbothiamide as
15 R'C(S)NH,, MS(ES+) 489 (M+H)".



10

15

10
rac-1- (2- Met hoxy-et hyl)-5-[2-(4-nmnmet hoxy-phenyl)-thiazo

-butylam de The title conmpound was obtai ned usi
sec- butyl am ne as R R2ZNH, net hgxyet hyl arni ne as
R3- (CH2) m NH2 and 4- net hoxyphenyl thi oam de as
RAC( S) NH2, MS(ES+) 428 (Mri)t WO 2004/ 060888
PCT/ EP2003/ 014721 -59 Exa
rac-5-[ 2- (2- Chl oro- phenyl ) -thi azol - 4-yl ] _
- 14 f W adbudd WbRb 1= @-= ; a 3H- OX ¥ itRiazole-2-
aci o{ sec- %[Jt yl arrfi;%e %%&%B _géi?}%ﬁ%tﬁégﬁngﬁ&v\gs A
obt ai ned usi ng sec- butSFFRHH" etpylstian,
3-furylnmethylam ne as R3-(CH2) m NH2 and
2-chl oro- phenyl thioam de as R C(S)NH2, MS(ES+) 454
(MtH) +.  Exanpl e 56 rac- 1- Furan-2-yl et hyl - 5-

[ 2- (4- et hoxy- phenyl ) -t hi azol - 4-yl ]

-2-methyl -1 Hpyrrol e-3- | arboxylic acid

sec-butylam de The title obt ai ned using
sec-butyl am ne as R R2NH, net hyl am ne as

R3- (CH2) m NH2 and 4- net hoxy t hi oarni de as

RAC(S) NH2, MS(ES+) 450 (M

The title compound was obtained using iso-butylamine as R'R*NH, 4-
methoxybenzylamine as R*.(CH,)n-NH; and ethylthiooxamate as R*C(S)NH,, MS(ES+)
456 (M+H)™.

Example 98

1-{4-Methoxy-benzyl)-2-methyl-5-[2-(6-methyl-pyridin-3-yl)-thiazol-4-yl]-1H-pyrrole-
' 3-carboxylic acid isobutyl-amide

‘Z \\"YU

5

The title compound was obtained using iso-butylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH)ym-NH; and 6-methyl-pyridine-3-carbothioamide as
R*C(S)NH,, MS(ES+) 475 (M+H)".



WD 2004/ 060888 PCTI EP2003/ 014721 -60 Exam |~ e 57
rac-5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-1-furan-

wor b )®dobssl - 2- net hyl -1 H-pyrrol e-3- carboxylic g&jgbigesn14721
sec-butylanm de 5 The title conmpound was obtai ned usi ng

sec- butyl am ne as R RZNH, 3-fumgylLnet hyl am ne as

R3- (CH2) m NH2 and 2-et hyl - 4-pyri di ne carbot hi ani de as

RAC(S) NH2, MS(ES+) 449 ( MtE)aydi@odxanpl e 58 rac- 5-

[ 2- (2- Chl or o- phenyl ) -t hi azol -4-y

- 1- (4- met hoxy- benzyl ) - 2- net hyl - 1H- pyrrol e- 3-

c (b Mythiogy-denad])sh arethiyl-§H (@nyeteind2 GltHibgol t 1} -eHopmptu Bdarboxylic
was Obt ai ned usi ng sec-blé(t:ixlis%gigg, as, R R2NH,

4- et hoxybenzyl - 15 ani né~as ?éﬁé‘iem NHZ and

2-chl oro- phenyl thioam de as RAC(S) NH2, MS(ES+) 494

(MtH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -61

LD O

Q

~

5 The title compound was obtained using iso-butylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH,)m-NH; and pyrazine-2-carbothioamide as R*C(S)NH,,
MS(ES+) 462 (M+H)™,

Example 106

10 5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-1-(3-methoxy-propyl)-2-methyl-1H-pyrrole-3-
carboxylic acid isobutyl-amide

_Z ,l'\ \"\TO’“\

" The title compound was obtained using iso-butylamine as R'R*NH, methoxyethylamine as
' R*-(CHy)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 442 (M+H)™.

15



Exanpl e 59
rac-1- (4- Met hoxy- benzyl) - 5-[2-(4- netho. xy-phenyl)-thia
-2-nmet hyl -1 H pyrrol e- 3-carboxylic

W%)OJOO ?Jt %/4 amde 5 The title conpound was obt alﬁ(gté%zg?%ﬂé”u
sec butyl am ne as R RZNH, 4-nefhoxybenzyl - am ne as

R3- (CH2) m NH2 and 4- net hoxyphen‘yl thioam de

as. RAC(S)NH2, MS(ES+) 490 p(MtH) 197 Exanple 60 io

rac- 1- (4- Met hoxy- benzyl) - 5-"%2‘%%_@- t hoxy- phenoxynet hyl
)-thiazol-4-yl]-2-nmethyl-1H pyrrol e-3-carboxylic add
Seg EL{E }ﬂg‘ﬂoﬁﬁwﬁg? tltuhidl-@ )ﬂ}lﬁnﬁé’cﬁﬁ WagostRhne HREetHAL H-pyrrole-3-
sec-butyl am H, h enz | - am ne as

R3- (CH2) m NH2 and 2- GE ﬁ@f &ﬁ Tet¢hanet hi oam de
as RAC(S)NH2, 15 NMS(ES+) 520 (I\/H—I)+ V_\D 2004/ 060888

PCT/ EP2003/ 014721 - 62 Exanpl e 61
rac-5-[2-(2-Ethyl -pyridin-4-4yl)-thiazol -4-yl]
- 1- (4- et hoxy- benzyl ) - 2- g{th i ()
pyrrol e-3-carboxylic aci ecybytyT afm de 5 The title
conpound was obt ai ned usi ng %c but Y1 am ne as R R2NH,

| 4- et hoxybenzyl - ¢

5 The title compound was obtained using iso-butylamine as R'R*NH, 3-
(aminomethyl)thiophene as R*-(CHj) m-NH; and 2-chloro-phenyl thicamide as
R*C(S)NH,, MS(ES+) 470 (M+H)".

Example 102

10 5-[2-(4-Methoxy-phenyl)-thiazot-4-yl] —2—_methy1-1-thiophen—2-y1methyl-1H-pyrrole-3-
| carboxylic acid isobutyl-amide

The title compound was obtained using iso-butylamine as R'R*NH, 3-.
(ammomethyl)thlophene as R*-(CH3)m-NH, and 4- rnethoxyphenyl thicamide as
15 (S)NHZ, MS(ES+) 466 (M+H)



am ne as R3-(CH2) m NH2 and 2-et hyl -4-pyridi ne
carbot hiam de as RAC(S)NH2, MS(ES+) 489 ( MtH) +.

X 62 10
W%@Wé@% Met hoxy- benzyl ) - 2- met hyl - 5- (2- pyr a2|CT/§P20IU3/?14721

i azol -4-yl)-1Hpyrrol e-3- carhgxylic acid
sec-butylam de all The title corrpound was obt ai ned
usi ng sec-butylamne as R met hoxybenzyl - am ne
as R3-(CH2) m NH2 and pyr az&ﬁ%-@a% bot hi oani de as :
R4C( S)NH2, MS(ES+) 462- 15 (MrH) +. WO 2004/ 060888
o L - -
@E@E&%oxy %ﬁeny Rty af}g':%leat ?ﬁ -J-@fett-1lthiophen-2-ylmethyl-1H
-1 (3- met hoxy- pr dpyTole-3=c 1cac1 Rt gEde
3-carboxylic acid sec- butyl amde 5 The title conpound
was obt ai ned usi ngsec-butyl am ne as R R2NH,
met hoxyet hyl am ne as R3-(GH2) m NHZ and
4- met hoxyphenyl t hi oani dej R4C(ﬁj§'ll=|2 MS( ES+) 442
(MrH) +.  Exanpl e 64 rac- éfy

[ 2- (4- Met hoxy- phenoxynet hyI
- 1- ( 3- met hoxy- propyl ) - 2- met

t hi azol - 4-yl ]
-1 H

5 The title compound was obtained using iso-butylamine as RIRZNH, 3-
(aminomethyl)thiophene as R>-(CHy)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide
as R®C(S)NH,, MS(ES+) 496 (M+H)".

Example 104

10 5-[2- (2 Ethyl-pyridin-4-yl}- tftuazol—4-y1] -2-methy1 1-thiophen-2-ylmethyl-1H-pyrrole-3-
carboxylic acid 1sobutyl -amide

The title compound was obtained using iso-butylamine as RIR*NH, 3-
(aminomethyl)thiophene as R*-(CHy)m-NH, and 2-ethyl-4-pyridine carbothiamide as
15 RIC(S)NH,, MS(ES+) 465 (M+H)",



10 pyrrol e-3-carboxylic acid sec-butylam de The title
conpound was obtai ned using sec-butylam ne as R R2NH,

“ﬁ%ﬂﬂ%ﬁ%ﬂg ylamne as  R3-(CH2) m NHZ and P2003/014721

oxyphenoxy) et hanet hi oam de as R4C(S) ,
MS(ES+) 472 (M+H)+. 15 WO ZOQ§ 060888
PCT/ EP2003/ 014721 -64 Exanpl€e
rac-5-[2-(2-Chl oro- phenyl ) «t hi 32 5—4-y|j -2-methyl -1-th
i ophen- 2-yl net hyl - | H pyr r oF8¥38&¢%t boxyl i ¢ aci d
sec-butylamde 5 u 5 The title conpound was obtai ned

?ﬁi@&;@ﬁ? 22 E%@E%%@R%@%ﬁ@&%@ ?ﬁéﬂ%*o’lé—?;—carboxyﬁc acid

t hi oanmi de as R4C(S) NH2, MS( E&dgmida70 (M+H) +. Exanpl e
66 to
rac-5-[ 2- (4- Met hoxy- phenyl ) -thiazol -4-yl]-2-nmethyl -1 -t
hi ophen- 2-yl met hyl -1 H-pyrroj e- 3-carboxylic acid
sec- butyl am de V \\ R

_ _ [

B ~
{

é

5 The title compound was obtained using allylamine as RIRZNH, butylamine as R>-(CHY) -

' NH, and 4-methoxypheny! thicamide as R‘C(S)NH,, MS(ES+) 410 (M+H)".

Example 106.

1-Butyl-5-{2-(4-methoxy-phenoxymethyl)-thiazol-4-y1] -2-methyl-1H-pyrrole-3-
..carboxylic acid allylamide

r :%)\@,\0 o

The title compound was obtained using allylamine as R'R®NH, butylamine as R*-(CHz)m-
NI, and 2-(4-methoxyphenoxy)ethanethioamide as R"C(S)NH,, MS(ES+) 440 (M+H)™.




The title conpound was obtai ned using sec-butyl am ne
as R RZNH, 3-(am nonethyl)- thiophene as R3-(CH2) m NH2
- hoxyphenyl thi oam de as RAC(S) NH2,
W@%ﬁé’é@ H) + WD 2004/ 060888 PCT/ EP2003/ b1 47 RS 01721
Exanpl e 67 rac-5- [2- (4-Met Ij?%y- pheno) cynet hyl )
-thiazol -4-yl] -2-nmethyl- | -thiophen-2-ylnethyl- | H
pyrrol e- 3-carboxylic acid % - | am de obt ai ned
usi ng sec-butylamne as R . 3-(am nonmethyl)- 5 The
title conpound thi ophene was thi ophene as R3-(CH2) m

| 2 - < 0 1 BiegaM; Bep@gole-3-carboxylic acid
R e R g L R 7
rac-5-[ 2- (2- Et hyl - pyri di n- /lylpgideni azol - 4-yI ] - 2- net hy!
-1 -t hi ophen-2-yl nethyl -1 H pyrrol e-3-carboxylic acid
sec-butyl am de The title conpound was obtai ned usi ng
sec-butyl am ne as R R2NH, 3:(am nomet hyl)- thi ophene
as R3-(CH2)in NH2 and 2-e | - 4- pyi.di ne carbot hi am de
as R4C(S) NH2, 7 A \Yﬁjﬁ

5 The title compound was obtained using allylamine as R'RZNH, isobutylamine as R*-
' +
(CHy)m-NH; and 4-methoxyphenyl thicamide as R°C(S)NH,, MS(ES+) 410 (M+H)* .

Example 108

5.12-(4-Methoxy-phenoxymethyl) -thiazpl-tl—yl] -1-[2-(4-methoxy-phenyl)-ethyl] -2-
10 methyl-1H-pyrrole-3-carboxylic acid allylamide

N

The title compound was obtained using allylamine as R'R*NH, 2-(4-methoxyphenyl)-
ethylamine as R*-(CHz)m-NH; and 2~(4-meth0xyphenoxy)ethanethioamide as
R*C(S)NH;, MS(ES+) 518 (M+H)". -

15



is MS(ES+) 465 (M-H)+. WD 2004/ 060888
PCT/ EP2003/ 011721 -66 Exanple 69
o= [2-(2- Chl or 6- phenyl ) -thiazol -4-yl]
‘Qﬁzﬁ(ﬁ‘%ﬁéﬁ% di met hoxy- phenyl ) - et hyl | - 2- met hy| - FCTER2003/014721
1H pyrrol e- 3-carboxylic acid s_?‘g_butyl amde / ~1r 5
The title conmpound was obtai ne si ng sec-butyl am ne
as R R2ZNH, honoveratryl am n&%g%%@'-\l( CH2) m NH2 and
2-chl or o- phenyl thi oam de as H2, MS(ES+) 538
(MrH) +.  Exanple 70

1- Busxh:@:d%r()?p}ﬁmrlmgam%-).:cgab&&gl&ﬁeﬁiyyizlmam@fmmy;tymﬂe-s-
| H pyrrol e- 3-carboxylic ﬁ%%()’ 101 f%&uéél -am de’ The

title compound was obt & 1GelYeEuGt yI ani ne as

R R2NH, butyl am ne as R3- (CH2) m NH2 and

2-chl or o- phenyl thioam de as RAC(S)NH2, MS(ES+) 430

(MrH) +. -67- Exanple 71 e
pd -t@|-4-y|]-2-nethy|
dy L

1- But yl - 5-[ 2- ( 4- met hoxy- ppeén
I gj

\ - -1 Hpyrrol e-3-carboxylic "aci
5 The title compound was obtained using allylamine as R'R*NH, aminomethylcyclohexane
as R*-(CH3)-NH; and 2-chloro-phenyl thioamide as R*C(S)NH,, MS(ES+) 454 (M-+H)".

Example 110

1-Cyclohexylmethyl-5-(2-(4-methoxy-phenyl)-thiazol-4-yl}-2-methyl- 1H-pyrrole-3-
10 _ | .carboxylic acid allylamide

T

The title compound was obtained using allylamine as R"'R’NH, aminomethylcyclohexane
as R*-(CHy)m-NH, and 4-methoxyphenyl thicamide as R*C(S)NH,, MS(ES+) 450 -
(M+H)™. '

15
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15

i sobutyl-amde 5 The title conmpound was obt ai ned
usi ng iso-butylam ne as RLR2NH, butyl am ne as R3
m NH2 and 4- met hoxyphenyl thi oam de as .
(i,%"& OS850 (MkH) +.  Exanpl e 72 ReteRd S
1- Butyl -5-[2-(4- net hoxy- pheno§ ymet hyl ) -thiazol -4-yl ]
- 2-net hyl - | Hpyrrole-3 lo carboxylic acid
i sobutyl -am de The title % ng;was obtai ned using
i so- butyl am ne as R R2NH, mne as R3- (CH2) mM\NH2
and 2-(4-net hoxyphenoxy) et hanet hi oam de as R4C(S) NH2,

NBE%?*}L%% ol zF 4- ﬂrﬁthéé& h%ﬁ eﬁlﬁﬁthmzol ~4-y1]-2-methyl-1H-

thyl - 14 pyrrol e- 3- RY&’?"B%% &19 %Qa}ug{%ﬁ'ﬂé?l -gmylj]e 2rm7e

~ 5 The title conpound was obtai ned using

i so-butylam ne as R R2NH, butyl ami ne as R3- (CH2) m NH2
and 2-ethyl -4-pyridine car oth| am de as R4C(S) NH2,

I\/S( ES+) 425 (M+H) +. Exg_d”p

L

* The title compound was obtained using allylamine as R'RZNH, aminomethylcyclohexane

as R*<(CH;)m-NH; and 2-(4—methoxyphen0xy)ethane{hioamide as RIC(S)NH,, MS(ES+)
480 (M+H)".

Example 1 12.

1-Cyclohexylmethyl-5- [2-(2-efchy1—pyridiﬁ-4-y1)—thiazol-4—y1] -2-methyl-1H-pyrrole-3-
carboxylic acid allylamide

The title compound was obtained using allylamine as R'R®*NH, aminomethylcyclohexane
as R*-(CH2)m-NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH,, MS(ES+) 449

(M+H)".



5

10

1-Butyl -2-met hyl -5-[2- (6-net hyl - pyridin-3-yl)-thiazol -
4-yl] -1H pyrrol e-3-carboxylic io acid isobutyl-am de

WEE?%M%& conpound was obtai ned using iso- but]y(ljﬁﬂ',ﬁ%mﬂn

butyl am ne as R3- (CH2) m NH2 and
6- net hyl - pyri di ne- 3- car bot hi oankde as RAC(S) NH2,
MS(ES+) 411 (M+H)+. 15 -69- Exanple 75

1-1sobutyl -5-[2-(4-met hoxy-gﬁgg%g flﬁt hi azol - 4-y1] - 2- et

hyl -1 H pyrrol e- 3-car boxylic sobutyl -am-de p\ -
1~ 5 The title conmpound was obtai ned using

i sol . 5 i v , ) .
R e
MS( ES+) 426 (M+H) +. Exan‘pP@d?]@’laEm%%obut yl-5- [

2- (4- met hoxy- phenoxynet hyl ) -t hi azol -4-yl] -2-nmethyl -

| H pyrrol e-3- 10 carboxylic acid isobutyl-amde o

s

The title compound was obtained using allylamine as R'R®NH, aminomethylcyclohexane
as R3-(CHa)m-NH; and pyrazine-2-carbothioamide as R*C(S)NHg, MS(ES+) 422 (M+H)",

Example 114

‘5- [2-(4-Methoxy-phenyl)-thiazol-4-y1]-2-methyl-1 —(tetrahydro-ﬁlran-Z—ylmethyf}_) -1H-
pyrrole-3-carboxylic acid allylamide

The title compound was obtained using allylamine as R'R®NH, tetrahydrofurfurylamine as
R3-(CHa)m-NH, and 4-methoxyphenyl thicamide as R*C(S)NH,, MS(ES+) 438 (M+H)™.



The title conpound was obtai ned using iso-butyl am ne

as R R2NH, isobutylamne as R3- (CH2)m NH2 and

-(4- oxyphenoxy) et hanet hi oam de as R4C( S)PW?E
W%/éé“é@g@ggse (MrH)t. 15 WD 2004/ 060888 P2003/014721
PCTI EP2003/ 014721 -70 Exanpl g,77

52 (2-Ethyl-pyri(iin-4-yl)-thiazol-4-yl]-1-isobutyl-
2-met hyl -1 H pyrrol e-3-car bgx7l i;¢: aci d i sobutyl -am de
5 The title conpound was ? Hklglu@sing i so- butyl am ne
as R RZNH, isobutylam ne as R3- (CH2) m NH2 and

2 8P BN D6 BRL IS5 R4 DrRenh M Epikole 5

5-[ 2- (2- Et hyl - pyri di n-<arbgxyli¢ 3pidalblamidg) |

-1-[2- (4- met hoxy- phenyl )-ethyl]-2-nethyl-1H 10
pyrrol e-3-carboxylic acid isobutyl-amde \ P The
title conmpound was obtaingd/using iso-butylam ne as
R R2NH, 2-(4- methoxyphenyl)pthy| a e as R3-(CH2) m
NH2 and 2-ethy|-4-pyridi/nec ty m'de as

The title compound was obtained using allylamine as R'R*NH, methoxyethylamine as R>-
(CH;)m-NH; and 2-chloro-phenyl thicamide as R*C(S)NH,, MS(ES+) 416 (M+H)".

Example 116

1-Furan-2-y1methyl-5-[2-(4-methoxy—phenyl)—thiazol~4—y1]-2-methy1—.1H—pyrrole-3-
_carboxylic acid allylamide

~ The title compound was obtained using allylamine as R'R*NH, 3-furylmethylamine as R>-
(CH,)m-NH, and 4-methoxyphenyl thioamide as REC(S)NH;, MS(ES+) 434 (M+H)".



| -
| RAC(S)NH2, MB(ES+) 503 (M+H)+. 15 WO 2004/ 060888
PCT/ EP2003/ 014721 -71 Exanple 79 5-

Qoro phenyl ) -thi azol - 4-yl ]
“[(ﬁzog/g&%exyl met hyl - 2- et hyl - 1H- pyrrol e- 3- cat Hd% P%OPZS&()I-&?ZI
acid isobutyl-amde s u 5 The title conpound was
obt ai ned usi ng i so-butyl ani ne *8s RLR2NH,
am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
2- chl or o- phenyl thi oam de M@{—Sm ) NH2, MS(ES+) 470
(MrH) +. Exanple 80 10

o LBy it ez B pBse P i 2 e P Rrole-o

I sobutyl -am de / \ rvcafheylit dddalbdmpmdend was obt ai ned
usi ng i so-butylam ne as RLR2NH,

am nonet hyl cycl ohexane as R3-(CH2) m NH2 and

4- met hoxyphenyl thi oani de a 15 RAC(S) NH2, MS(ES+)

#

5 The title compound was obtained using allylamine as R'R*NH, 3-furylmethylamine as R’-
(CH,)n-NH; and 2-ethyl-4-pyridine carbothiamide as R°C(S)NH,, MS(ES+) 433 (M+H)".

Example 118

5-[2—(2—Chloro—phenyl)-thiazol—4—y1]-1-(_4—methoxy-benzyl) -2-methyl-1H-pyrrole-3-
10 - carboxylic acid allylamide

0N

°~

The title compound was obtained using allylamine as R'R*NH, 4-methoxybenzylamine as
' R’-(CH,)m-NH, and 2-chloro-phenyl thicamide as R*C(S)NHz, MS(ES+) 478 (M+H)*,



WD 2004/ 060888 PCTI EP2003/ 014721 -72 Exanple 81
1- C,ycl ohexyl nmet hyl -

hoxy- phenoxynet hyl ) -t hi azol - 4-yl ] ,
wl) OW% - e &FJ{EP20031814721

10

15

1H pyrrol e-3-carboxylic acid isob
5 The title conpound was obtained using iso-butylam ne
as R R2NH, am nonet hyl cycl oh@iane as R3- (CH2) m NH2
and 2- (4- nmet hoxyphenoxy) et hanethl oam de as RAC(S) NH2,
MS( ES+) 496 (M+H) +. Exanpl lej g9 :
1- Cycl ohexyl net hyl - 5-[ 2- (2- et hyl - pyri di n- 4- yI) t hi azol

b 2P B 5 SR AR LS BE ol

using iso-butylam ne asrbRxfRNdd allylamide
am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
2-ethyl -4-pyridine carbothiam de as 15 RAC(S) NH2,

MS(ES+) 465 (M+H)+. WO 20 /060888 PCT/ EP2003/ 014721
B

-73 Exanpl e 83

The title compound was obtained using allylamine as R'R2NH, 4-methoxybenzylamine as

R*-(CH;)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 474 (M+H)".

Example 120

1-(4-Methoxy-benzyl)-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl] -2-methyl-1H-
pyrrele-3-carboxylic acid allylamide

- ﬁxﬁ,\ﬂh

The title compound was obtained using allylamine as R'R*NH, 4-methoxybenzylamine as
R®-(CHy)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NHz, MS(ES+)
504 (M+H)".



5

10

15

as R RZNH,

5- [2-(2-Chl oro-phenyl)-thiazol -4-yl]
-2-methyl -1 -(tetrahydro-furan-2-ylnethyl)-IH

33;3' carboxylic acid isobutyl-amde s a podBSoos014721
i ne as

r,
“W%’g%:@npound was obt ai ned using iso-butylamn

RLR2NH, tetrahydrofurfurylam aﬁ as R3-(CH2) m NH2 and
2-chl or o- phenyl thioam de as C(S) NH2, MS(ES+) 458
(MtH) +. Exanpl e 84 10 7

5-[ 2- (4- Met hoxy- phenyl ) - t hiE&8BRIed2) | 12 net hyl -1 - (tetr:
ahydro-furan-2-ylnmeth7l)-1H pyrrol e-3-carboxylic acid

SO AT TS SRR B SR e
R3- (CH2) m NH2 and 4- nechdryplenidlallylanidenri de as 15 _

RAC(S)NH2, MB(ES+) 454 (M+H)+. WD 2004/ 060888
PCT/ EP2003/ 014721 -74 Exanp|e 85 5-

[ 2- (4- Met hoxy- phenoxynet hyj -t hiazgl-4-yl] -2-nethyl -
| - (tetrahydro-furan-2- 7 {3} s\
yl ni et hyl ) - 1H pyrrol e- 3- car boxyki/c acid i sobutyl - ani de

5 The title conpound was obtz&ned usi ng i so-butyl am ne

~

The title compound was obtained using allylamine as R’R?‘NH, 4-methoxybenzylamine as
R*-(CH,)m-NH, and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH,, MS(ES+) 473
(M+H)".

Example 122

4-[4-Allylcarbamoyl-1-(4-methoxy-benzyl)-5-methyl-1H-pyrrol-2-yl}-thiazole-2-
B carboxylic acid ethyl ester

The title compound was obtained using allylamine as R'R*NH, 4-methoxybenzylaniine as
R*-(CHa)m-NH; and ethylthiooxamate as R*C(S)NHz, MS(ES+) 440 (M+H)™.



tetrahydrofurfuryl amne as R3-(CH2) m NH2 and
2- (4- nmet hoxyphenoxy) et hanet hi oam de as R4C(S) NH2,

fissg84 (MrH) +. Exanpl e 86 10 PCI/EP2003/014721
Wﬁé‘ﬁﬁpso ut yl car banoyl - 5- mst hyI -1 -(tetrahydro-furan-2-

yl net hyl)-1Hpyrrol -2-yl]- g’gzol e- 2-carboxylic acid
ethyl ester The title conpound-was obtai ned usi ng

i so-butylam ne as R RZNH, tetra rofurfuryl am ne as
R3- (CH2) m NH2 and ethylth.%%%%ﬁlra%édas RAC(S)NH2, 15 -

MS( ES+) 420 (MH—I)+ V\D 2004/ 060888 PCT/ EP20031014721

. Zg:; @EW xl,rlz ?_C -%2{%@ metl-llyl Eyl?fhn 3-yl)-thiazol-4-yl]-1H-pyrrole-

-1- (tetrahydro fur an- 2-cgybouylisycid allylamide
1H-pyrrol e-3-carboxylic acid isobutyl-amde 5 The
title conpound was obtai ned,using iso-butylam ne as

R R2NH, tetrahydrofurfurytam ne as. R3-(CH2) m NH2 and
6- et hyl - pyri di ne- 3- carb;%~ g \%@E "RAC( S) NH2,
MS(ES+) 439 (M+H) +. Exanple '

2- Met hyl - 5-(2-pyrazi n-2-yl -thj azol -4-yl )-1-(tetrahydro
-furan-2-yl met hyl ) - 1H pyrr oke* 3-

~

5 The title compound was obtained using allylamine as RIR?‘NH 4-methoxybenzylamine as
R®-(CH;)m-NH; and 6-methyl-pyridine-3-carbothioamide as R4C(S)NH2, MS(ES+) 459
(M+H)™.

Example 124

10 1-(4-Meth0xy-benzy1)-2~methy1—5-(2_—pyra£in—2-yl-thiazol—é-yl)—1H~pyrrole—3-carboxylic
acid allylamide

S

“The title compound was obtained using allylamine as R'R’NH, 4-methoxybenzylamine as
R*-(CH,)n~-NH; and pyrazine-2-carbothioamide as REC(S)NH,, MS(ES+) 446 (M+H)™.

15



carboxylic acid isobutyl-amde The title conpound was
obt ai ned using iso-butylam ne as R R2NH,
of urfurylam ne as R3-(CH2) m NH2 and
Wé&&‘%‘%ﬁ’%% 2-carbot hi oam de as 15 R4C(S) NH2, I\})&ngfsmmu‘m
426 (MrH) +. WO 2004/ 060888 PCTé%_PZOOS/ 014721 -76
Exanpl e 89 1-(2-Methoxy-ethyl)<5-

[ 2- (4- met hoxy- phenyl ) -t hi azgl - -e%%
- 2-met hyl - 1H pyrrol e- 3- caé&%‘:ﬁé’—l—f aci d isobutyl -am de
5 The title conpound was obtai ned using iso-butylam ne

as B R et > AR _1R3- on - 3.
BT TP AR O ST PR R PN D pyevole-2
(MrH) +.  Exanple 90  carboxylic acid allylamide
1- (2- Met hoxy- et hyl ) - 2-net hyl - 5- (2- pyrazi n-2-yl -t hi azol
-4-yl)-1H pyrrol e-3-carboxylic 10 acid isobutyl-am de
The title conpound was obtapned using iso-butylam ne
as R R2ZNH, met hoxyet hyl am/n .CH2) m NH2 and
pyr azi ne- 2- car bot hi oam d H2, MS(ES+) 400
(M+H) +. WD 2004/ 060888 PCT/ -%2 3/ 014721 -77

Za

5 The title compound was obtained using allylamine as RLRZNH, 3-(amino:;1ethy1)ﬂ1iophene
as R>-(CHay)m-NH; and 4-methoxyphenyl thicamide as R*C(S)NH,, MS(ES+) 450
- (M+H)".

Example 126

10 1-[2-(3,4-Dimethoxy-phenyl)-ethyl] -2-}nethyl—5-(2-py"razin-2-y1—thiazol—4—yl) -1H-
pyrrole-3-carboxylic acid allylamide

"B

). )

" The title compound was obtained using allylamine as R'R®NH, homoveratrylamine as R*-
(CH,)m-NH; and pyrazine-2-carbothioamide as R*C(S)NH,, MS(ES+) 490 (M+H)™.

15
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Exanpl e 91 5T [2-(2-Chl oro-phenyl) -thiazol-4-yl]
-1-furan-2-yl net hyl - 2-net hyl -1 H pyrrol e- 3- carboxylic

Og@ipgv‘%qg%butyl -amide V5 G5 The title conpoynd MBsosn1s721

usi ng i so-butylam ne as R RZNH,
3-furyl methylam ne as R3-(Cl12).NH2 and
2-chl or o- phenyl thioani de as R C(S)NH~, MS(ES+) 454
(MtH) +. Exanpl e 92 1-Fur - 2-yl.met hyl - 5-
[ 2- (4- net hoxy- phenyl ) -t hi aZ =]
-2-nmet hyl -1H pyrrol e-3- 1o carboxylic acid

| ST R i

R3- (CH2) m NH2 and 4- netyhlokgptresthyl-antideani de as

R C(S)NH2, MS(ES+) 450 (M+H)+. WO 2004/ 060888

PCT/ EP2003/ 014721 -78 Exanple 93
5-[2-(2-EthY1-PYridin-4-Yl),thiazol -4-Y1]-1-furan-2
Ylmet hY1l- 2- et hyl - I H PYrr - 3- oxylic acid

i sobutyl -am de 5 The ti was obt ai ned usi ng
i so-butyl am ne as RLR2NN~ 3-¥ uryl met hyl ani ne as

R3- (CH2) m NH2 and 2-et hyl - 4<pyri di ne carbot hi ani de as

_ RAC(S)NH2, MS(ES+) 449

The title compound was obtained using aminomethylcyclohexane as R'R*NH, butylamine
as R>-(CH,)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NH;, MS(ES+) 466
(M+H)".

Example 128

1-Butyl-5- [2-(4-methoxy-phenoxymefhyl)-thiazol—4~y1] -2-methyl-1H-pyrrole-3-
' carboxylic acid cyclohexylmethyl-amide

The title compound was obtained using aminomethylcyclohexane as R'R*NH, butylamine
as R>~(CHa)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as RIC(S)NH,, MS(ES+)
496 (M+H)". | _



(MrH) +. Exanple 94 io
1- (4- Met hoxy-benzyl)-5-[2- (4. -nmet hoxy-phenyl)-thiazol -
4-yl]-2-methyl-1H pynol e-3- carboxylic acid
Wps?@dﬂ‘i(’wsﬁam de The title conpound was obt ai neBCTEFRG 172
iso-butylamne as R R2ZNH, 4-, nethoxybenzyl am ne as
R3- (CH2) m NH2 and 4- met hoxyph&f9tr t hi oami de as
RAC(S) NH2, 15 MS(ES+) 490 ( MrH) +. WD 2004/ 060888
PCT/ EP2003/ 014721 -79 Exa 129
1- (4- Met hoxy- benzyl ) -5-[ 2- (4- net hoxy- phenoxynet hyl )-th

B e T A R
i so- butyl am ne as R R2Niclohexyimtthgkyhielezy| ani ne as

R3- (CH2) m NH2 and 2- (4- met hoxyphenoxy) et hanet hi oam de
as RAC(S)NH2, MS(ES+) 520 (M+H)+. Exanple 96 10

5-[2-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl]-1-(4-nethoxy
-benzyl ) - 2- met hyl - 1H pyrrol&\3- caphoxylic acid
i sobutyl -ani de C{ ’}‘ (=

5 'The title compound was obtained using aminomethylcyclobexane as R'R*NH, butylamine
as R>-(CHz)m-NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH;, MS(ES+) 465
(M+H)",

Example 130

10 5-[2-(2-Chloro-phenyl)-thiazol-4-ylj-1-isobutyl-2-methyl- 1H-pyrrole-3-carboxylic acid
' ' cyclohexylmethyl-amide

.The title compound was obtained using aminomethylcyclohexane as R'R’NH,
isobutylamine as R’-(CH;)m-NH, and 2-chloro-phenyl thicamide as R'C(S)NH,,
15  MS(ES+) 470 (M+H)™. '



The.titl e conpound was obtai ned using iso-butyl am ne
as R R2ZNH, 4-. nethoxybenzyl am ne as R3-(CH2) m NH2

and 2-ethyl -4-pyridine carbothiamde as 15 gé%%dy 14721
WRRIHEYSR39 (MrH) +. CVO 2004/ 060838 PCT/ EP20

-80 Exanple 97 4- [ 4-1s ob ut%@carb amoyl - |

-(4- met hoxy-benzyl ) -5-nmethyl - 1" H pyrroi-2-yl]

-t hi azol e- 2- carboxylic aci etlh ester 5 The title
conpound was obt ai ned usi ngE(i@%-—é‘éH £Bgtyl anine as R R NH,
4- met hoxybenzyl am ne as R3-(CH2) m NH2 and

e t hi te,as- + 4 . - e
Ei-g%%P@i—g%ﬁ%ﬂ?%gt%%giﬁ%ﬁgﬁ%?lj%\/gﬁ r'éé?ﬁt)}/lwl_ gﬁ ;‘)M'b'l’@ 3. caf‘agxyhc acid
‘[ 2- (6- net hyl - pyri di n- 3-gytiphesiineetoyl-amidd | - 1H pyrrol e-
3-carboxylic acid irsobutyl-am de The tide conpound was
obt ai ned using iso-butylanine as R RZNH, 4 15

met hoxybenzyl am ne as R3-(CH2) m NH2 and

6- met hyl - pyri di ne- 3- car bot hi{oam de_as R4C(S) NH2,
MS(ES+) 475 (MtH) +. SN h

J\\,

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
isobutylamine as R*-(CH;)m-NH, and 4-methoxyphenyl thicamide as RC(S)NH,,
MS(ES+) 466 (M+H)".

Example 132

10 1-Isobutyl-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-y1] -2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

el

The title compound was obtained using aminomethylcyclohexane as RIR’NH,
isobutylamine as R*-(CHj)m-NH; and 2-(4—methoxyphenoxy)ethanethioamide as
15 RC(S)NH;, MS(ES+) 496 (M+H)".



WD 2004/ 060888 PCT/ EP2003/ 014721 -81 Exanple 99
1- (4- Met hoxy-benzyl) - 2- et hyl - 5- (2- pyrazi n-2-yl -t hi azo

Wl(ﬁz%o'é‘&“)??? H pyrrol e-3-carboxylic acid isobut yi'éﬁﬂ'ﬂﬁ:smlﬂn

title conpound was obtai ned using
i so-butyl am ne as RIR2ZNH, 4- net hoxybenzyl am ne as
R3- (CH2) m NH2 and pyrazi ne- 2- cdPbot hi oani de as
RAC(S) NH2, MS(ES+) 462 ( MtH) +. anmpl e 100 10
5-[ 2- ( 4- Met hoxy- phenyl ) - t hi led321 1 1- (3- met hoxy- pro
pyl ) - 2-met hyl - 1H- pyrrol e-3- carboxylic acid

: 2 8%{%9@%{%%@&%@% Ziﬁéhgfiﬁ%ﬁgt%%@%&})gﬁn-tl%é'ﬂgg—#grggxylic acid
R3- (CH2) m NH2 and 4- metdycopptybmsthyltdmislani de as

RAC(S)NH2, MB(ES+) 442 (M+H)*. 15 WO 2004/ 060888
PCT/ EP2003/ 014721 -82 Exanpl e 101

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
- isobutylamine as R®-(CHa)a-NH; and pyrazine-2-carbothioamide as R4C(S)NH2,
MS(ES+) 438 (M-+H)™.

Example 134

1-Cyclohexylmethyl-5- [2~(4—.methoxy—pheny1)«thiazol—4-y1] -2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

C{ I \YU\

The title compound was obtained using aminomethylcyclohexane as R'R2NH,
aminomethylcyclohexane as R*~(CH,)-NH; and 4-methoxyphenyl thioamide as
15 R'C(S)NHgz, MS(ES+) 506 (M+H)™. _



5-[2-(2-Chl oro-phenyl)-thiazol -4-yl]-2-methyl-1-thioph
en- 2-yl met hyl -1 Hpyrrol e-3- carboxylic acid
amde 5 The title conmpound was obt ai
Wb%e&@wy? am ne as R RZNH, 3- (ami nonet hyl )thlh)gg g@bB%HI
R3- (CH2) m NH2 and 2-chl oro- pheg%>< t hi oam de as
RAC(S) NH2, MS(ES+) 470 (M+H) + anple 102 10
5-[ 2- (4- Met hoxy- phenyl ) -t hi I]- 2rrethy|-|-th|op
hen-2-yl met hyl - 1H pyrr ol e- %rﬁ ke Ahgyl ic acid
i sobutyl -am de The title conpound was obtai ned using

R M (IR g e

RAC( S) NH2, M5( ES+)Calr ewlic C}CO loeudss

PCT/ EP2003/ 014721 -83 Exam|le 103

5-[ 2- (4- Met hoxy- phenoxynet hyl ) -t hi azol - 4-yl ]

-2-net hyl -1 -t hi ophen- 2-yl net/hyl - | H
pyrrole-3-carboxylic acid utyl“amde 5 The title
conpound was obt ai ned usi ¢ pUTYyllam ne as R R2NH,
3- (amrionethyl)thiophe R3- (CH2) m NH2 and

2- (4- met hoxyphenoxy) et hanet am de

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
aminomethylcyclohexane as R*-(CHy),,-NH; and 2-ethyl-4-pyridine carbothiamide as
R'C(S)NH,, MS(ES+) 505 (M+H)".

Example 136

100 - 1- Cyclohexylmethyl -2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)- 1H-pyrrole-3-carboxylic
acid cyclohexylmethyl -amide

I D
J ﬁgffo
The title compound was obtained using aminomethylcyciohexane as R'R*NH,

aminomethylcyclohexane as R*-(CH2)m-NH, and pyrazine-2-carbothioamide as -
15  R*C(S)NHz, MS(ES+) 478 (M+H)™.



as RAC(S)NH2, MS(ES+) 496 (M+H)+. Exanple 104 10
5-12-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl]-2-methyl-1-t

Ws@ﬁﬂf@?ﬁ%yl nmet hyl -1 H pyrrol e-3- carboxylic ag&ﬂgﬁ{)&im”n

[ am de The title conpound was obtai ne
i so-butylam ne as R R2ZNH, 3-. éam nonet hyl ) t hi ophene
as R3-(CH2) m NH2 and 2- et hyl -498yri di ne car bot hi ani de

as 15 R4C(S)NH2, MS(ES+) 465 (M+H)7+. WO 2004/ 060888
PCT/ EP2003/ 014721 -84 Exa I '

1- Butyl - 5-[ 2- (4- net hoxy- phenyl ) -thi azol - 4-yl ] - 2- et hyl

-1 B l.e- 3- XY i id ] ylam 5 The titl
u s c

t hi garri de as RAC(S)NH2, MS(ES+) 410 (MtH)t. gan‘pl e

106 1-Butyl -5-

[ 2- (4- met hoxy- phenoxynet hyl ) #t hi azol - 4-yl ]

-2-methyl -1 Hpyrrole _ 3- .carhb, lic acid

allylam de The'title co und, yaiggﬂned usi ng
a

al lyl ami ne as R ] R2NH, -Ign *as“Rs- (CH2) m

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
tetrahydrofurfurylamine as R’-(CHz),,-NH; and 2-chloro-phenyl thioamide as
R*C(S)NHz, MS(ES+) 498 (M+H)". |

Example 138

10 . 5+[2-(4-Methoxy-phenyl)-thiazol-4-yl}-2-methyl-1-(tetrahydro-furan-2-ylmethyl)-1H-
pyrrole-3-carboxylic acid cyclohexylmethyl-amide

ok

.

‘The title compound was obtained using aminomethylcyclohexane as R'R*NH,
tetrahydrofurfurylamine as R*-(CH,)-NH; and 4-methoxyphenyl thioamide as
15 R'C(S)NHg, MS(ES+) 494 (M+H)".



NH2 and 2- (4-nmet hoxyphenoxy) et hanet hi oam de as
RAC(S) NH2, MS(ES+) 440 (M+H)+. WD 2004/ 060888

3/ 014721 -85 Exal’rpl e 107 P2903/014721
wd fabi EE"%?’Q 5-[ 2- ( 4- met hoxy- phenyl ) -t hi azol - &1 |-

hyI-IH-pyrroIe 3-carboxylic aéﬂ al Iyl am de 5 The
title conpound was obtai ned qsid g allylam ne as

R R2NH, i sobutyl anmi ne as Rgéﬂ'&égign NH2 and
4 nethoxyphenyl t hi oam de NH2, MS(ES+) 410
H) +. Exanple 108 5-

%ﬁeh@hoxy gﬂgﬁ&ﬁ?&&?ﬂﬁ t)hla%gll f%éﬂlﬂéleeﬁlyﬂ 1'(flctt£1hydr0 furan-2-

net hyl - 1H¥ wthyar Pyerpldy gnrhoeq’lmcml arlpyrmceylpmids ~7
The title conpound- was obtai ned using allylamne as
R1IR2NH, 2- (4-met hoxyphenyl)- ethylam ne as R3-(CH2) m
‘NH2 and 2- (4- et hoxyphenoxy) et hanet hi oam de as

RAC(S) NH2, MS(ES+) 518 ( +. 15@‘2004/ 060888

PCT/ EP2003/ 014721 - 86 .

5 The title compound was obtained using aminomethylcyclohexane as R'R'NH,
tetrahydrofurfurylamine as R*-(CH,)m~NH; and 2-(4-methoxyphenoxy)ethanethioamide
as R*C(S)NH,, MS(ES+) 524 (M+H)".

Example 146

10 5-[2~(2-Ethyl-pyridin-4-yl)-thiazol-4-yl)-2-methyl- 1-(tetrahydro-furan-2-ylmethyl)-1H-
pyrrole-3-carboxylic acid cyclohexylmethyl-amide

Spa

The title compound was obtained using aminomethylcyclohexane as R'R’NH,
‘tetrahydrofurfurylamine as R>-(CHy)m-NH; and 2-ethyl-4-pyridine carboth1am1de as
15 R4C(S)NH7, MS(ES+) 493 (M+H)™.



Exanpl e 109

5-[2-(2-Chl or o- phenyl ) =t hi azol - 4-yl ] - 1- cycl ohexyl net hy

| - 2- | -1 H pyrrole-3- carboxylic acid ally ] ,
Wﬁ’ﬁg(“?qe“ﬁ’ conmpound was obtai ned using allyl an}%@@%ﬁ%ﬁuﬂn

R R2NH, am nonet hyl cycl ohexane _as R3-(CH2) m NH2 and

2-chi or o- phenyl thioam de as ‘F&pé('S) NH2, MS(ES+) 454

(MtHt. Exanple 110 1-Q/d%hex nﬁtlhyl -5- [ 2-

(4- et hoxy- phenyl ) -t hi azol —lf——"?ﬂ—a € :

-2-met hyl - 1H pyrrol e-3- 10 carboxylic acid allylam de

The, t] onpRou l-ne ' 1he

R R CRRRERBIRT GE R S R R AR Pty 11
4- et hoxy pheny|pytiol-3ati ihéazels-Rach SyicacidpBiksstyr 450

(MtH)t. 15 WO 2004/.060888 PCTI EP2003/ 014721 -87

Exanpl e 111 1-Cycl ohexyl net hyl - 5- ’

[ 2- (4- met hoxy- phenoxymnet hyl ) - t hi azol - 4-yl]-2-nethyl -1 H

- pyrrol e-3-carboxylic aci lylamide 5 The title
compound was obt ai ned usi ) ¥ne as R R2NH,

.3

am nonet hyl cycl ohexane

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
tetrahydrofurfurylamine as R*-(CH,)m-NH; and ethylthiooxamate, MS(ES+) 460 (M+H)".

Example 142

| 2-Methyl-5-[2-(6-methyl-pyridin-3-yl)-thiazol-4-yl] - 1-(tetrahydro-furan-2-ylmethyl)-
10 1H-pyrrole-3-carboxylic acid cyclohexylmethyl-amide

Froo

‘The title compound was obtained using aminomethylcyclohexané as R'R’NH,
tetrahydrofurfurylamine as R>-(CH,)m-NH; and 6-methyl-pyridine-3-carbothioamide as
RAC(S)NH,. xx479 ' :

15



as R3.(CH2) m NH2 and
2- (4- nmet hoxyphenoxy) et hanet hi oam de as R4C(S) NH2,
M5(ES+) 480 (MtH)+. Exanple 112 to 1 -

WRGNHBHEEY | et hyl - 5-[ 2- (2- et hyl - pyri di n-4-yl ) TEhIAzor 4 -
-yl]-2-methyl -1 Hpyrrol e-3- carboxylic acid allylam de
The title conmpound was obt ai rTe1(93us_i ng allylam ne as
R R2NH, ami nonet hyl cycl ohem%-(w) m NH2 and
2-ethyl -4-pyridi ne carbot hi RAC(S) NH2, MS( ES+)
449 is (MrH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -88

Ex le 113 . —_ -1H- -3
2GSty pomiydss e gty el
4-y1) - 1H pyrr ol e- BarbaxPimagld aycloheiytingthylyAmid¢ de 5 The

title conpound was-obtai ned using allylamne as

RLR2NH, ani nonet hyl cycl ohexane as R3-(CH2) m NH2 and

pyrazi ne- 2- car bot hi oam de asyRAC(S) NH2, MS(ES+) 422

(MtH) +.  Exanple 114 i\
5-[2- (4- Met hoxy- phenyl ) - )]

-2-methyl -1 -(tetrahydro- an4 2- rm;t hyl)-1H 10
pyrrol e-3-carboxylic acid al kylam de

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
tetrahydrofurfurylamine as R3-(CH,)-NH, and pyrazine-2-carbothioamide as
RYC(S)NH;, MS(ES+) 466 (M+H)™.

Example 144

10 -5-[2-(2-Chloro-phenyl)-thiazol—4-y1]-I-(2-methoxyuethyl)—?.-methyl— 1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

“The title compound was obtained using aminomethylcyclohexane as R'R’NH,
methoxyethylamine as R3-(CH,)m-NH; and 2-chloro-phenyl thioamide as R*C(S)NHS,,
15 MS(ES+) 472 (M+H)" | | |



The title conpound was obtai ned using allylamne as
R R2NH, tetrahydrofurfurylamne as R3-(CH2) m NH2 and

s henyl thioam de as R4AC(S) NH2, M5(E
WW@%% 2004/ 060888 PCT/ EP2003/ 014721 -sgﬁ@gﬁ%ﬁ“z’e’o”m

115 5-[2-(2-Cnhl 6ro-phenyl)-thjazol -4-yl]
-1- (2- et hoxy- et hyl ) - 2- net hyl ‘-1%’pyr rol e-3- carboxylic
acid allylamde 5 The titl e, conpound was obt ai ned
usi ng allylam ne as R RZNH, et hyl am ne as R3-
(CH2) m NH2 and 2-chl oro- phenyl thioam de as R4AC(S) NH2,

VE(.ES+ 16 +.. apple 116 ,1-.Furan- I -
[251(-&_:% &%%ﬁ)é%—ﬁi%ﬁo%m &{JX)il-]thmzo"il-ll}%]-%—lﬁgﬁl{}lyiH—%yrrole-B-
- 2- et hyl - | H pyr r clasbodylidwideclbryimethyeandidsl | yl ami de

The titl e conpound was obtained using allylamne as

R RZNH, 3-furyl nethylam ne as R3- (CH2) m NH2 and
4- met hoxyphenyl thi oanmi de as, RAC( S) NH2, MS(ES+.) 434

(MrH) +. WD 2004/ 060888 Paé%%o\i/ﬁﬂzzl 290 Exanpl e
117 ‘
S-[2-(2-Ethyl-pyridin-4- - tlhi \aZOI -4-yl]-1-furan-2-yl
- net hyl - 2-nmet hyl - 1H- pyrr ol e- 34
5 The title compound was obtained using aminomethylcyclohexane as R'R’NH,

methoxyethylamine as R>-(CH,)m~NH, and 4-methoxyphenyl thioamide as R*C(S)NHa,
MS(ES+) 468 (M+H)",

Example 146

10 1-(2-Methoxy—ethy1)—5-[2-(4«methoxy—phenoxymethyl)~thiazol-4—yl]~2—methyI—IH-
pyrrole-3-carboxylic acid cyclohexylmethyl-amide

Fpos

A\

The title compound was obtained using aminomethylcyciohexane as RIR®NH,,
methoxyethylamine as R*-(CHz)p-NH; and 2-(4-methoxyphenoxy)ethanethioamide as
15 RC(S)NHj, MS(ES+) 498 (M+H)™. |



carboxylic acid allylamde 5 The title conpound was
obt ai ned using allylam ne as R1R2NH,

3 thylamne as R3- (CH),- NH2 and  pCT/EP2003/014721
s

5

10

15

4-pyridi ne carbot hiam de as RAC(S) NH2, NMS(ES+)
433 (I\/H—|)+ Exanpl e 118 10
5-[ 2- (2- Chl or o- phenyl ) - t hi azot 9z yi |
- 1- (4- met hoxy- benzyl ) - 2- | -l yrrole-3- o
carboxylic acid allylam de}ti’eﬁlngj.i The title conpound
was obt ai ned using all yI am ne as R RZNH,
4-in ben n
SURrenL BRI e b AL a0k
(MrH) +.  CVO 2004/ 6663§8c PAT ROl
119 )
1- (4- Met hoxy-benzyl)-5-[2-(4-nmet hoxy- phenyl )-thiazol -4
-yl]. -2-nmethyl - 1H-pyrrol e- 3- car boxylic acid
allylamde 5 The title ng] talned usi ng

allylam ne as R R2NH, 4 mne as
R3- (CH2) m NH2 and 4- net hexXyphenyl thi oam de as
RAC(S) NH2, MS(ES+) 474 (M+H)¢. Exanple 120

The title compound was obtained using aminomethylcyclohexane as R'R’NH,

) methoxyethylamine as R3-(CHy)m-NH; and 2-ethyl-4-pyridine carbothiamide as

RAC(S)NH3, MS(ES+) 467 (M+H)™.

Example 148

4-[4- (Cyclohexylmethyl—carbamoyl) -1- (2 methoxy-ethyl)-5-methyl-1H- pyrrol 2—y1]-
thiazole-2-carboxylic acid ethyl ester

<§ Do

The title compound was obtained using aminomethylcyclohexane as R'R’NH,
methoxyethylamine as R’ -(CH2)m-NH, and ethylthiooxamate as R4C(S)NH2 .» MS(ES+)

434 (M+H)™.



1- (4- Met hoxy- benzyl ) - 5-

2- (4- nmet hoxy- phenoxynet hyl ) -t hi azol - 4-yl ]

= 2= :1H 10 pyrrol e-3-carboxylic acid al ' ,
W{ﬁzed@})@féés conmpound was obtai ned using allyl an#%tﬁi?s?ggo'”nl

R R2NH, 4-i et hoxybenzyl am ne as R3-(CH2) m NH2 and

2- (4- met hoxyphenoxy) et hanet hi oH¥ide as R4C(S) NH2,

MS(ES+) 504 (MrH)+. 15 WD 2004/060888

PCT/ EP2003/ 014721 - 92 ExariSB@bieoldds.

[ 2-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl] -1-

(4- met hgxy- benzyl ) - 2- ret.hyl - | VIroles3s. garh [

o e S el o 6 B RO SR bR R -FEL pyrrole-s-
using allyl am ne asriixENHid drclobeidmytbelhapideni ne as

R3- (CH2) m NH2 and 2-et hyl - 4-pyri di ne carbot hi am de as
RAC(S)NH2, MS(ES+) 473 (M+H) +. Exanple 122 10

4-[4- Al lyl carbanoyl - - (4-rne} hoxy-benzyl)-5-met hyl -1 H

pyrrol -2-yl]-thiazol e- 2- xyli id ethyl ester

The title conpound was o ' \b;sfgﬁ;al |yl am ne as
R RZNH, 4-net hoxybenzyl a

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methbxyethylamine as R>-(CH,)m-NH, and 6-methyl-pyridine-3-carbothioamide as
RYC(S)NH,, MS(ES+) 453 (M+H)".

Example 150

" 30 1-(2-Methoxy-ethyl)-2-methy}-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
' acid cyclohexylmethyl-amide

G

The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methoxyethylamine as R>(CHz)mm-NH; and pyrazine-2-carbothicamide as R*C(S)NHz,

15 MS(ES+) 440 (M+H)™.



R3- (CH2) m NH2 and et hyl t hi ooxamat e as R4C(S) NH2,
MS(ES+) 440 (MrH) +. 15 WD 2004/ 060888
PCT/ EP2003/ 014721 -93 Exanple 123 PCT/EP2003/014721

WO 20040008 oxy - benzyl ) - 2- net hyl - 5-

[2-(6-nmethyl -pyridin-3-yl)-thiazol-4-yl] -1H pyrrole-
3-carboxylic acid allylam de-1%AY \1 5 The title

conpound was obtai ned using allylam ne as R R2NH,
4- met hoxybenzyl am ne as Iﬁf‘l{l@l@% NH2 and

6- met hyl - pyri di ne- 3- car bot hi oam de as RAC(S) NH2,

MB(ES+) 459 (MtH)t. I 24 10 . Y el
T ey bR IS AR s gL et g sty L
| - 4-yl) - 1H py pyable-Beabotydix ytideyclabéxflnadthyitaamide The

title conpound was: obtai ned using allylamne as

R R2NH,. 4- nmet hoxybenzyl aniine as R3-(CH2) m NH2 and
pyr azi ne- 2- car bot hi oam de ag R4C(S) NH2, MS(ES+) 446
( /| EPZ0D3/ 014721

MrH) +. 15 WO 2004/ 0608%‘ '

5 The title compound was obtained using aminomethylcyclohexane as R'R®NH, 2-(1-

10

cyclohexenyl)ethylamine as R3-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
RYC(S)NHa, MS(ES+) 517 (M+H)™. |

Exampie 152

1-Furan-2-ylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

The title compound was obtained using aminomethylcyclohexane as R'R®NH, 3-
furylmethylamine as Ra-(CHZ)m-NHz and 4-methoxyphenyl thioamide as R*C(S)NHS,,

15 MS(ES+) 490 (M+H)™.



-94 Exanple 125 5- [2-(4- Met hoxy-phenyl)-thiazol-4-yl]
-2-met hyl - | -thiophen-2-yl net hyl -1 H pyrrol e- 3-

mégﬂg@%gsg acid allylamde 74 5 The title comm%m“ul

5

10

tained using allylam ne as R R2NH,
3- (am nonet hyl )t hi ophene as R3-(CH2) m NH2 and
4- met hoxyphenyl thi oam de as R4 S)NH2, MS(ES+) 450
(MtH)t. Exanple 126 10 1- [ 2- , 4- Di met hoxy- phenyl)
-ethyl] -2-nethyl-5-(2-pyra €yf2t hiazol -4-yl) -1
H pyrrol e-3-carboxylic acid allylamde The title

S I —
pyrazi ne- 2- car bot hicohnidie aeis cRAGH Sy NZhyleBid&S+) 490

(MtH) +. 15 WD 2004/ 1) 60888 PCT/ EP2003/ 014721 -95

Exanpl e 127 '

1- Butyl - 5-[ 2- (4- net hoxy- phe -thi | -4-yl]-2-methyl
-1H pyrrol e- 3-carboxylic agi df } \\73@

cl

The title compound was obtained using aminomethylcyclohexane as R'R*NH, 4-
methoxybenzylamine as R*-(CH;)m-NH, and 2-chloro-phenyl thioamide as R*C(S)NH,,
MS(ES+) 534 (M+H)".

Example 154

1-(4-Methoxy-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- 1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

The title compound was obtained using aminomethylcyclohexane as R' R*NH, 4-
methoxybenzylamine as R*-(CH;)m-NH; and 4-methoxyphenyl thioamide as R'C(S)NH,,

15 MS(ES+) 530 (M-+H)".



cycl ohexyl net hyl -am de 5 The tide conpound was
obt ai ned usi ng am nonet hyl cycl ohexane as R R - NH,

' R3- (CH2) m\H2. and 4- met hoxyph
W{}ﬁ{"%}gﬁyg@easa%q S)( NH2? VEB( Eg?r) 466 (ﬁ/ﬁl)pfq’é[x@ﬁ%?"éﬂ’“nl
128 10

1- But yl - 5- [ 2- (4- met hoxy- phenoxYet hyl ) -t hi azol - 4-yl ] -2

-met hyl - 1H pyrrol e- 3- carbgxyli.c id
cycl ohexyl et hyl - ani de Theﬁ’fﬁiﬂiﬂ-}%i%‘;npound was obt ai ned
u3| ng am nomet hyl cycl ohexane as R R2ZNH, butyl am ne

e L T

PCT/ EP2003/ 014721carb&ﬁ'hExad‘chéoliei’91methyl -amide

1-Butyl -5-[2-(2-ethyl-pyridin-4-yl)-thiazol-4-yl]-2-nme
thyl -1 H pyrrol e-3-carboxyl i c aci d

cycl ohexyl nmet hyl - ani de .5

obt ai ned usi ng ani nonet h ‘ he as R R2NH,
butyl ani ne as’ R3- (CH2) nj NH2Yand/ 2- et hyl - 4- pyri di ne
car bot hi am de as R4AC(S) NH2, (ESt+) 465 (M+H) +.

onpound was

5 The title compound was obtained using aminomethylcyclohexane as R'R®NH, 4~
methbxybenzylamine as R*-(CH;)-NH; and 2-ethyl-4-pyridine carbothiamide as
RAC(S)NH,, MS(ES+) 529 (M+H)".

Example 156

10 5-[2-(2-Chloro-phenyl)-thiazol-4-yl] -1-(3-methoxy-propyl)-2-methyi-1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

d‘./\ \YQ

5 ol

g

* The title compound was obtained using aminomethylcyclohexane as R'R’NH,
methoxyethylamine as R®-(CHz)im-NH; and 2-chloro-phenyl thicamide as R'C(S)NH,,
15 MS(ES+) 486 (M+H)". ' ' _ .



Exanpl e 130 10

5-[12-(2-Chl oro-phenyl)-thiazol -4-yl]-1-isobutyl-2-neth
I-IH- rol e- 3- carboxylic acid
81”6%5%&% met hyl -ani de The title conmpound wde T/EFP2003/014721

obt ai ned usi ng an1nonethy|cyclfhexane as R RZNH,

i'sobutyl am ne as R3-(CH2) m NH2 YWrd 2-chl oro- phenyl

t hi oam de as R4C(S) NH2, 15 ESt) 470 (MtH) +. WO

2004/ 060888 PCT/ EP2003/ Ol4é§hﬁgé£xanpl e 131

1- 1 sobutyl - 5- [2 (4 nmet hoxy phenyl) t hi azol -4-yl]-2- et

TR R BRI e e oprrpil sty 1H-prerle -
obt ai ned usi ng ammMyth@mcbhe&MahabarﬂldRZNH

I sobutyl am ne as R3-(CH2) m NH2 and 4- net hoxyphenyl

t hi oam de as RAC(S) NH2, MS(ES+) 466 (M+H)+. Exanple

132 10 1-1sobutyl -

[ 2- (4- et hoxy- phenoxynet hy d-yl ]
-2-met hyl - 1H pyrrol e- 3- cid

cycl ohexyl nmet hyl -am de The title corrpound was obt ai ned
usi ng am nonet hyl cycl ohexane /as RLRZNH,

4

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methoxyethylamine as R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,,
MS(ES+) 482 (M+H)™.

Example 158

10 5- [2 (4-Methoxy-phenoxymethyl)-thiazol-4-yl]-1-(3-methexy-propyl)-2-methyl- 1H-
pyrrole-3- carboxyhc acid cyclohexylmethyl -amide

o

\

The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methoxyethylamine as R? (CHz)m-NHz and 2-(4- methoxyphenoxy)ethanethloalmde as
15 R*C(S)NHg, MS(ES+) 512 (M+H)*



i sobutyl am ne as R3-(CH2) m NH2 and
2- (4- nmet hoxyphenoxy) et hanet hi oam de as 15 RAC(S) NH2,

M5( ES+) 496 (M+H)+. WD 2004/ 060888 PCT/ EP200 _
WOgao4o le 133 %&?Eﬂ@o%mnzl
1-1sobutyl - 2-met hyl - 5- (2- pyr agi,n- 2-yl -t hi azol - 4-yl') - 1H

-pyrrol e-3-carboxylic acid 2]3271cl ohexyl nmet hyl -am de 5

The title conpound was obtgi i ng

am nonet hyl cycl ohexane as %F—ég%glﬁ i sobutyl am ne as

R3- (CH2) m NH2 and pyrazi ne-2-car bot hi oam de as .

. RAG( S) NHRy BSH.a6:381-t MhH) 3. Ligoppd-21fhethyl-1H-pyrrole-3-
7 G ARG kD Bl Lo ofeiR R 0b 3 ety

[ 2- ( 4- met hoxy- pheshopriidacig@rloeppethyl-amide

| -2-methyl - 1Hpyrrol e-3 - carboxylic acid

cycl ohexyl net hyl -am de The title conpound was obtai ned
usi ng am nonet hyl cycl ohexange as R RZNH,

{3 RACES) NH2, MB(ES+)
- RCT/ EP2003/ 014721 - 99

4- met hoxyphenyl thi oam
506 (M+H) +. WD 2004/ 060

5 The title compound was obtained using aminomethyl_cyclohexane as R'IRNH,
] methoxyethylamine as R®-(CH,)m-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 481 (M+H)".

Example 160

10  4-[4-(Cyclohexylmethyl-carbamoyl)-1 -(3-methoxy-propyl)-5-methyl-1H-pyrrol-2-yl]-
thiazole-2-carboxylic acid ethyl ester

d %Lw

" The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methoxyethylamine as R’-(CH;)m-NH; and ethylthiooxamate as R*C(S)NH,., MS(ES+)

15 448 (M+H)™.



Exanpl e 135 1-Cycl ohexyl net hyl -5- [2=

(2-ethyl -pyridin-4-yl) -thiazol-4-yl] -2-nmethyl-1

H pyrr -3- carboxylic acid cycl ohexyl et hyl - am ‘
w?ﬁﬁéﬁl[qﬁ?%sg conmpound was obt ai ned usi ng PM%O%HHI

am nomnet hyl cycl ohexane as R R2NH,

am nonet hyl cycl ohexane as R3-{ m NH2 and

2-et hyl -4-pyridi ne carbothianmd s  R4C(S) NH2,

MB( ES+) 505 (M+H) +. Exanpl eﬁi—@é&kﬁ

1- Cycl ohexyl net hyl - 2- net hyl . - 5- (2- pyrazi n-2-yl -t hi azol

-4-yh)Y-1 H- le-3: [ ¢ id .
bR DRSO g ol s crbomi
obt ai ned usi ng ami nonetityydetexplimestaiendde Ri R2NH,
am nonet hyl cycl ohexane as R3-(CH2) m NH2 and

pyrazi ne- 2- car bot hi oam de as 15 RAC(S) NH2, MS( ES+)
478 (MtH) +. WO 2004/ 060888 / EP20031014721 -100

Exanpl e 137 5- [2-(2-Chl or¢- nymi azol - 4-yl ]
-2-methyl- |-(tetrahydro an- hyl)-1 H

pyrrol e- 3-carboxylic aci ycC oheiyl nmet hyl - am de

5  The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methoxyethylamine as R>-(CH,)n-NH, and pyrazine-2-carbothioamide as R"C(S)NHz,C
MS(ES+) 454 (M+H)™.

Example 162

10~ 5-{2-(4-Methoxy-phenyl)-thiazol-4-yi] —Z-ﬁethyl-l-thiophen—Z—ylmethyl- 1H-pyrrole-3-
: carboxylic acid cyclohexylmethyl-amide

SSad

The title compound was obtained using aminomethylcyclohexane as R'R’NH, 3- o
(aminomethyl)thiophene as R*-(CHz)m-NH; and 4-methoxyphenyl thicamide as
15 R'C(S)NH, MS(ES+) 506 (M+H)". -



5 The title conmpound was obtai ned using
am nonet hyl cycl ohexane as R R2NH,

_ of urfurylam ne as R3-(CH2) m NHz and
WG Y oam de as RaCS) Np. o ESUEPRgY

(MrH) +. Exanple 138 10 - 113
5-[2-(4- Met hoxy- phenyl ) -thi az&Il-Zf-_yI ]-2-methyl-I-(tetr

ahydro-furan-2-yl met hyl) - 1El%a wrﬁgg e- 3-carboxylic acid

cycl ohexyl net hyl - am de The npound was obt ai ned
usi ng am nonet hyl cycl ohexane as R R2NH,

t f i i, - Y 0 L 3
AR TR A B g gt e
494 (MH) +. WO ZOG#PG’G’QBS‘E}dPW@E wide - 101

Exanpl e 139 ‘
5-[ 2- (4- Met hoxy- phenoxynet hyl ) -t hi azol - 4-yl ] -2- et hyl -

| - (tetrahydro-furan-2- .

yl met hyl ) - 1H pyrr ol e- 3- car/ licgagid

cycl ohexyl net hyl - am de N ye~canpound was
obt ai ned usi ng am nonet h c‘%o exane as R RZNH,

t et rahydrof urfuryl am ne as (CH2) m NH2 and
2- (4- met hoxyphenoxy) et hanet hi oam de as RAC(S) NH2,
M5( ES+) 524 (M+H) +. Exanple 140
5 The title compound was obtained using aminomethylcyclohexane as R'R®NH, 3-
~ (aminomethyl)thiophene as R’-(CHz)m-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 505 (M+H)",

Example 164

10 5-[2-(2-Chloro-phenyl)-thiazol-4-yl}-1-[2-(3,4-dimethoxy-phenyl)-ethyl]-2-methyl- 1H-
pyrrole-3-carboxylic acid cyclohexylmethyl-amide

The title compound was obtained using aminomethylcyclohexane as R'R*NH,
homoveratrylamine as R3-(_CHz)m~NH2 and 2-chloro-phenyl thioamide as R*C(S)NHo,
15 MS(BS+) 578 (M+H)". | -



10

5-12-(2-Ethyl -pyridin-4-yl)-thiazol -4-yl1l]-2-nethyl-I-(

etr. o-furan-2-ylnethyl)-1H pyrrol e-3-ca
“;é)c’fa&ﬁ@@gﬁfsohexyl nmet hyl -am de The title conpoun%lgp/ﬁ%"&}14721

obt ai ned usi ng am nonet hyl cycl ? xane as R RZNH,

tetrahydrofurfuryl anmi ne as R3- )m NH2 and
2- et hyl -4-pyridi ne carbot hi am_d 15 R4C(S) NH2,
M5( ES+) 493 (M+H) +. WD 2004 CT/ EP2003/ 014721

-102 Exanple 141 4-

[4; (48 ;Qf%ﬁﬁfogy L GV AT LT TBL - - L BT b ytic acid

-fur

pyrrol 2-yl ] - t hi azditeirabyden-fuganyPivbmetbyld-antidy| ester 5
The title conpound was obtai ned using

am nonet hyl cycl ohexane as R R2NH,
tetrahydrofurfurylam ne as R3-(CH2) m NH2 and

et hyl t hi ooxamat e, M5( ES+2{£ ( M+ . Exanpl e 142

2- Met hyl - 5-[ 2- ('6- et hyl - . )-thiazol -4-yl]
-1-(tetrahydro-furan-2-yl 10
1H pyrrol e- 3-carboxyl i ¢ aci d{cycl ohexyl net hyl - am de
The title conmpound was obtai ned using

am nonet hyl cycl ohexane as R R2NH,
tetrahydrofurfurylam ne as R3-(CH2) m NHZ and

5 GTE@HIB/ EorundiviR oBrARd DY t@@iHyUk&ﬁrf@ﬁdarﬁi@(a 23 NHEZNH, butylamine
Xxﬁ{ *2(CH;)u-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 454
(M+H)".

Example 166

10 4-{1-Isobutyl-5-methyl-4-[(tetrahydro-furan-2-ylmethyl)-carbamoyl] - iH-pyrrol-2-yl}-
| thiazole-2-carboxylic acid ethyl ester

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,
isobutylamine as R? (CHz)m-NHz and ethylthiooxamate as RIC(S)NH,, MS(ES+) 420.
15 (M+H)+



15 WO 2004/ 060888 PCT/ EP2003/ 014721 -103 Exanple 143
2- Met hyl -5-(2-pyrazin-2-yl-thiazol-4-yl)-1-(tetrahydro

-furan- 2-yl methyl ) - 1H pyrrol e-3- carboxylic
WOIBRER 1ot byl - A de |\ x 1 & The 11 t1 eP CORERNAITI

was obt ai ned using am nonet hy{ ycl ohexane as R R2NH,
tetrahydrofurfuryl am ne as R3*(CHZ) m NH2 and

pyr azi ne- 2- car bot hi oam de as Pﬁi%S)NHZ, MS( ES+) 466
(I\/H—|)+ Exanpl e 144 10 '
b-[ 2- (2- Chl or o- phenyl ) -thi azol - 4-yl]-1-(2-nmet hoxy- et hy

CYC}Z Eﬁ%}g@%h@%ﬁy%ﬁ égraz?‘ﬁef@rt?lfaegﬂc%g’aou n%yrmle S C?rgf)}rc}%lg acid

using am noret hyl dyettabjdsesnenad:yRiadzljamide

met hoxyet hyl am ne as R3-(CH2) m NH2 and 2-chl or o- phenyl
t hi oam de as RAC(S)NH2, 15 MS(ES+) 472 (M+H) +. WO
2004/ 060888 PCT/ EP2003/ 014721 -104

H M\
({ I \"\?’@

5 The title compound was obtained using tetrahydrofurfurylamine as R'R’NH,
isobutylamine as R3-(CH2)m-NH2 and pyrazine-?.-carbothioamide as RC(S)NH,,
MS(ES+) 426 (M+H)".

Example 168

10 5-[2-(2-Chloro-phenyl)-thiazol-4-yi]-1 -cyclohexylmethyl-2-methyl-1H-pyrrole-3-
carboxylic acid ( tetrahydro-furan-2-ylmethyl)-amide

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,.

aminomethylcyclohexane as R3-(CHgz)m-NH, and 2-chloro-phenyl thicamide as
15 R'C(S)NH,, MS(ES+) 498 (M+H)+



Exanpl e 145
1- (2- Met hoxy-et hyl)-5-[ 2- (4- net hoxy- phenyl)-thi azol - 4-
T -2-methyl- | H pyrrol e-3- carboxylic aci
Wéﬁ%*@ﬁ%@l net hyl -ami de 5 The title conpound %E%TIEPNOJIOIHZI
obt ai ned usi ng am nonet hyl cycl ghexane as R R2NH,
net hoxyet hyl am ne as R3-(CI—|2)'n:\1 H2 and 4- net hoxyphenyl
t hi oam de as R4C(S) NH2, ES+} %88 (MtH) +. Exanpl e
146 10 1- (2- Met hoxy- et hyl ) <38
(4- et hoxy- phenoxynet hyl ) -t hi azol -4-yl ] -2-nethyl-1

H pyrrql e-3-ca ylic acid cl.ohex hy | - andy dey_ a2
e e S I
am nonet hyl cycdrbhgtianed4tethRirHuran-fretrhakyleemidan ne

as R3-(CH2) m NH2 and _

2- (4- nmet hoxyphenoxy) et hanet hi oam de as "is RAC(S) NH2,
MS(ES+) 498 (M+H)+. WD 2004/;,060888 PCT/ EP2003/ 014721

-105 Exanpl e 147 - 7 N
S-[2-(2- Et hyl - pyri di n- 4- yK)= '\ayé@iyl]

- 1- (2- met hoxy- et hyl ) - 2- H pyrrol e- 3-

carboxylic acid cycl ohexyl yl-amde il )\

5 The title compound was obtained using tetrahydrofurfurylamine as R'R’NH,
aminomethylcyclohexane as R*-(CHa)m-NH; and 4-methoxyphenyl thicamide as
R'C(S)NHg, MS(ES+) 494 (M+H)™.

Example 176

10 1-Cyclohexylmethyl-S-[2-(4.—methoxy—phenoxymethyl)-thiazol-4-yl]—2~methy1-1H—
pyrrole-3-carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

O ST
dﬁg@«

The title compound was obta;ined using tetrahydrofurfurylamine as R'R*NH,
aminomethylcyclohexane as R*-(CH,)m-NH; and 2-(4—methoxyphenoxy)ethanethioamide
15 as RC(S)NHz, MS(ES+) 524 (M+H)". -



5 The title conmpound was obtai ned using
am nonet hyl cycl ohexane as R R2ZNH, net hoxyet hyl am ne
S - )m NH2 and 2-ethyl -4-pyridine carb i an
Wgszogﬁ?z[’ ) NH2, NB(ES+) 467 (MtH)+. Exanpl e 13’&&“3%&%“7“
4-[ 4- (Cycl ohexyl met hyl - car bamoyl,) - 1- ( 2- net hoxy- et hyl ) -
5-net hyl -1 H pyrrol -2-yl]- thiazole-2-carboxylic acid
ethyl ester The title compaund mq? obt ai ned usi ng
: %&@Riﬁ 1

am nomet hyl cycl ohexane as met hoxyet hyl am ne
as R3-(CH2) m NH2 and et hyl t hi ooxamat e as R4AC(S) NH2. ,

Nggl'll%%ﬁ%)&&%? ﬁi%%%%@g@y&@&ﬁﬁ/ )%?g'ﬁ%%l-tl—yll -2-methyl-1H-pyrrole-3-

1- ( 2- Met hoxy- earhyw,hcafndétehthCBO{ana@& pratetyil)-gpidedi n- 3-
y1l)-thiazol -4-yl) -1 H pyrrole-3- carboxylic acid

cycl ohexyl nethyl -am de 5 The title conpound was

obt ai ned usi ng am nonet hyl cycl ohexane as R R2NH,

met hoxyet hyl ami ne as R3-( Qggi§qﬁ.

-6-nmet hyl - pyridine-3-carb ~ast RAC(S) NH2,
MS( ES+) 453 (M+H) +. Exa )

5 The title compound was obtained using tetrahydrofurfurylamine as R'R’NH,
aminomethylcyclohexane as R*-(CH;),-NH; and 2-ethyl- 4-pyr1d1ne carbothiamide as
R*C(S)NH,, MS(ES+) 493 (M+H)".

Example 172

10 1-Cyclohexylmethyl-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
acid (tetrahydro-furan-2-ylmethyl)-amide

DN s
The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,

_ aminomethylcyclohexane as R*-(CHa)-NH; and pyrazine-2-carbothioamide as
15  RC(S)NH,, MS(ES+) 466 (M+H)".



10

1- (2- Met hoxy- et hyl ) - 2- net hyl - 5- (2- pyrazi n- 2-yl - t hi azol
W(f]i()m/%@gdé' pyrrol e-3-carboxylic acid PCT/EP2003/014721

cycl ohexyl met hyl -am de The title conmpound was obtai ned

usi ng am nonet hyl cycl ohexane ag)RIRZNH,

nmet hoxyet hyl am ne as R3- (CH2) m .and
pyr azi ne- 2- car bot hi oam de a%%g%%%mﬂ, 15 MS(ES) 440
(M+tH) +. WD 2004/ 060888 PCT/ 14721 -107 Exanple

151 .
1- (% CRldex-pheMyii@bhyyl - Snlethyi 2= @étaHyd Ry furdh /2 imethyl)- 1H-

)-thrazol -4 1-2- et hyl - |, rrol e-3-carboxyli c id
cycl ohexy! Fé §/‘I3:‘égﬁo&gg‘%aq{@eg%ﬁd@“&ﬁﬁ%ﬁﬂﬂlE\?%g)"amladce
obt ai ned usi ng am rionet hyl cycl ohexane as R R2NH, 2-(1-
cydohexenyl ) et hyl am ne as R3-(CH2) m NH2 and

2- et hyl -4-pyridi ne carbot hi,afi de as R4C(S) NH2,
MB(ES+) 517 (M+H) +. Exanpl t,,or@
1- Furan-2-yl met hyl - 5-[ 2- Ok yF pifienyl ) -t hi azol - 4-y

| 1- 2-met hyl - | H pyrrol e- 3-~car hoxyl'i ¢ “aci d
cycl ohexyl net hyl - anmi de The tist e conpound was obt ai ned
usi ng am nonet hyl cycl ohexane as R R2NH, 3-
furyl met hyl am ne as R3-(CH2) m NH2 and 4- net hoxyphenyl
t hi oam de as R C(S) NH2,
5 The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,

tetrahydrofurfurylamine as R*-(CHg)n-NH, and 2-chloro-phenyl thicamide as
R*C(S)NH,, MS(ES+) 486 (M+H)".

Example 174.

10 2-Methy1-5—(2—pyrazin-2-y1-thiazol-4-yl)-1;(tetrahydro-furan-?.—yhnethyl)-1H-pyrrole-3-
| carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,
15 tetrahydrofurfurylamine as R’-(CHj)p~NH; and pyrazine-2-carbothioamide as
R*C(S)NH;, MS(ES+) 454 (M+H)". '



15 MB(ES+) 490 (M+H)+. WD 2004/ 060888
PCT/ EP2003/ 014721 -108 Exanpl e al e 153

-1 2-(2- Chl or o- phenyl ) -t hi azol - 4-yl ] P2003/014721
Wéiﬂ&ﬂf‘ﬁ’g‘iﬁé‘ hoxy- benzyl ) - 2- met hyl - 1H pyrrol e- 3- pCTE

carboxylic acid cyclohexylnetﬁlg amde 5 The title
conpound was obtai ned using a omret hyl cycl ohexane as
R R2NH, 4- nethoxybenzylanhg -(CH2) m NH2 and
2-chl or o- phenyl ' t hi oam de NH2, MS(ES+) 534 °
(N%FD+ Exanpl e 154 10 1-(4- Met hoxy-benzyl)-5- [

,5]_(% {EEE@ZK%YTP&S n%;’l -tﬁl?ico?‘gxgjll]' g Zlﬂeth&%y@%{bgm?tgﬁ 11-(1e pyrrole-3-
The title congsbemil 19\&@ é‘}SF&W‘ﬂé‘a’f@@PﬁgY et ) mlde

am nonet hyl cycl ohexane as R R2NH, 4-

nmet hoxybenzyl am ne as R3-(CH2) m NH2 and

4- met hoxyphenyl t hi oani de g R4C( S)NH2, 15 MS(ES+)
530 (M+H)+. WD 2004/ 06088 / E 3/014721 -109
Exanpl e 155

5 The title compound was obtained using tetrahydrofurfurylamine as R'R’NH,
methoxyethylamine as R*-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
*C(S)NH;, MS(ES+) 455 (M+H)".

Example 176

10 5-.[2-(2-Ch10ro—phenyl)-thiazol—4—y1]-1.-furan-2-y1methy1—2—methyl-lH-pyrrole—S-
- carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

el

The title compound was obtained using tetrahydrofurfurylamine as R'R’NH, 3-
furylmethylamine as R®-(CH3)m-NH; and 2-chloro-phenyl thioamide as R4C(S)NH2,
15  MS(ES+) 482 (M+H)", '



5-127( ..
2-Et hyl - pyridi n-4-yl)-thiazol -4-yll-1-(4-nethoxy-benzy

|).-2- yl-1 Hpyrrole-3- carboxylic acid pep/mp2003/014721
Wi REy

5

10

| met hyl -ami de 5 The tide conpound was
obt ai ned usi ng aninonethylcycugggxane as R R2NH, 4-
met hoxybenzyl am ne as R3- (CHZ)M"'NH2 and
2- et hyl -4-pyridi ne car bot hi;am R C(S) NH2,
MS( ES+) 529 (M+H) +. Exanpl @ﬁ%—f&gﬁ%@i
5-[2-(2- Chl or o- phenyl ) -t hi azol -4-yl]-1-(3-nmet hoxy-prop

Y1 )R aebhy L= By 1@l St Viht oG o -2-methyl-1H-pyrrole-3-
A R e A T
obt ai ned” usi nepreeryHersd Kietrebrdretasaant yimethy gzm\ﬁﬁe

met hoxyet hyl am ne as R3-(CH2) m NH2 and 2-chl or o- phenyl
thioam de as R C(S)NH2, 15 MS(ES+) 486 (M+H) +. WO

2004/ 060888 PCT/ EP2003/ 014721 110 Exanple 157

5-[2- (4- Met hoxy- phenyl ) -t
-1 - (3- net hoxy- propyl) - 2- gt
carboxylic acid cycl ohexyfnethyl-am de 5 The title
conmpound was obtai ned usi ng i nonet hyl cycl ohexane as

.RI R2NH

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 3-
~ furylmethylamine as R>-(CH,),;-NH; and 4-methoxyphenyl thioamide as R'C(S)NH,,
MS(ES+) 478 (M+H)™.

Example 178

5.[2~(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-1 -furan-2-ylmethyl-2-methyl-1H-pyrrole-3-
carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

ey

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 3-
furylmethylamine as R3~(CH2)m—NHz and 2-ethyl-4-pyridine carbothiamide as

15 R‘*C(S)I_\mz, MS(ES+) 477 (M+H)™,



nmet hbxyet hyl am ne as R3- (CH2) m NH2 and 4- et hoxyphenyl
thi oam de as R4AC(S) NH2, MS(ES+) 482 (M+H) +. Exanpl e

P T/EP2003/014721
Wos%ﬁﬂ‘}‘%ﬁ *Met hoxy- phenoxymet hyl ) - t hi azol - 4-yl ] -T-(3-neth

"5

10

15

- oxy-propyl)-2-nmethyl -1 H pyrrg}lg 3-carboxylic acid

cycl ohexyl met hyl -am de The title.conpound was obt ai ned
usi ng ani nonet hyl cycl ohex%F&NH,
nmet hoxyet hyl am ne as R3-( and
2- (4- met hoxyphenoxy) et hanet hi oam de as 15 R4AC(S) NH2,
f@%ﬁ@o%?eﬂz J'ﬁﬁ'let %@Qﬂét@fﬁoﬁ&%olpﬁﬂﬁwgﬁ%lmxﬂm acid
- . a X

q> rafn-2- methyl) -amide

yl -1 H pyrrol e- 3-
thyl-amde 5 The title
nofret hyl cycl ohexane as

yridin-4-yl)- th| a
-1- ( 3- net hoxy- pr opyl ) 2 met
carboxylic acid cycl ohexyl,
conpound was obtai ned usi
R1IR2NH, et hoxyet hyl am )m NH2 and
2-ethyl - 4-pyridi ne carb6thi amide as R4C(S) NH2,

M5( ES+) 481 (M+H) +. Exanple 10

4-[ 4- (Cycl ohexyl net hyl - car ba l)-1-(3-met hoxy-propyl)
-5-nmethyl -1 Hpyrrol -2-yl]-

O

The title compound was obtained using tetrahydrofurfurylamine as RIRZNH, 4-
methoxybenzylamine as R*-(CH,)m-NH; and thioacetamide as RIC(S)NH,, MS(ES+) 426

(M)

Example 180

5- [2-(2—Chloro-phenyl)-thiazol—4—y1]-1-(4—methoxy-benzy1)-2—methy1—lH-pyrrole-S-
carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

[ﬁ v \"\YQ

5 2]

The title compound was obtained using tetrahydrofurfurylamine as R'R’NH, 4-
methoxybenzylamine as R (CHz)m"NHz and 2-chioro-phenyl thioamide as R C(S)NHZ,

MS(ES+) 522 (M+H)".



t hi azol e- 2-carboxylic acid ethyl ester The title .
conpound was obt ai ned usi ng am nonet hyl cycl ohexane as
H, _net hoxyet hyl am ne as R3-(CHZ) m NH2 an ‘
“gl %IU Wi¥oxamat e as RAC(S)NH2., MB(ES+) 15 4HGI/EP2003/014721
(MrH) +. WO 2004/ 060888 PCT/ EP2003/ 014721 - 112
Exanpl e 161 -122 -

1- (3- Met hoxy- propyl ) - 2- et hyl - 5- (2- pyrazi n-2-yl -t hi azo

| -4-yl)-1 Hpyrrole-3-carb € 18id

cycl ohexyl met hyl -ani de 5 The title conpound was

o A B Rl T byt pre o
pyr azi ne- 2- carbokjlzacidi¢etahy RACABNIImethyB(ESdy 454

(MrH) +. Exanple 162 10
5-[2- (4- Met hoxy- phenyl ) -thiazol -4-yl]-2-methyl -1-thiop

hen- 2-yl met hyl - 1H-pyrrol e- 3-{ carboxylic acid

cycl ohexyl net hyl -am de The/ ti8l g cbhyfound was obt ai ned
usi ng ami nonet hyl cycl ohe e lasLRIR2NH, 3- -
(am nonet hyl ) t hi ophene as R3A(CH2) m NH2 and

4- et hoxyphenyl thi oani de a 15 RAC(S) NH2, MS(ES+)
506 (M+H) + °~

5 The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as R'C(S)NH,,
- MS(ES+) 518 (M+H)™.

Example 182

10 1-{4-Methoxy-benzyl)-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-
' pyrrole-3-carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

J e
:

.

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 4-
methoxybenzylamine as R3l—(CI—I2)m-NH2 and 2-(4-methoxyphenoxy)ethanethioamide as
15 RC(S)NH,, MS(ES+) 548 (M+H)™.



WO 2004/ 060888 PCT/ EP2003/ 014721 - 113 Exanple 163
5-12-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl]-2-methyl-1-t

hi ophen- 2-yl met hyl -1 H pyrrol e-3- carboxylic [ 1014721
WO aYHIOBMER | et hyl - ani de o — \ 5 The titl e conf%gﬂlﬂ%é‘"ﬁé’é
obt ai ned usi ng am nonet hyl cycl ghexane as R R2NH, 3-

‘(am nonet hyl ) t hi ophene as R3= %@—]2) m NH2 and

2-et hyl - 4-pyridi ne carbot hiam de, as R4C(S) NH2,

MS(ES+) 505 (MH) +. Exanplh-['leig@ie—]‘l% -
5-[2-(2-Chl oro- phenyl ) -thiazol -4-yl]-1-[2-(3, 4-di net ho

XY~ [)-ethyl ]2 ne l, - I =35 ' S1H-
R R ik At s
conpound was glyrailiied}-teiaete-2iepondictagidesfleyl g¥tecane as

R 'R2NH, honoveratryl am ne as R3-(CH2) m NH2 and

2-chl oro- phenyl thioam de as RAC(S)NH2, 15 MS(ES+)

578 (MtH) +. { WO 2004/ DGO . PCT/ EP2003/ 014721
) Pl s I

=y ©

.CS“

LN

5 The title compound was obtained using tetrahydrofurfurylamine as R'R®NH, 4-
methoxybenzylamine as R’-(CHj)n-NH; and ethylthiooxamate as R *C(S)NH,., MS(ES+)

484 (M+H)".

Bxample 184

10 1-(4-Methoxy-benzyl)-2-methyl-5- [2-(G-ﬁethyl-pwidin»B-yl)-thiazol—tl—}fl] -1H-pyrrole-
3-carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

The title compound was obtained using tetrahydrofurfurylamine as R'R®NH, 4-
. fnethoxybenzylamine as R*-(CH;)n-NH; and 6-methyl-pyridine-3-carbothioamide as
15 RIC(S)NH,, MS(ES+) 503 (M+H)". | - |



-114 [ Exanul e 165
1- Butyl -5-[ 2- (4- net hoxy- phenyl ) -thi azol -4-yl]-2-net hyl

> e- 3-carboxylic acid
N, O a2yl ot hyl) - amide r 31 1\ ECPgEam0smL

title conpound was obtained ushig
tetrahydrofurfurylamne as RLR2NH, butyl am ne as

R3- (CH2) m NH2 and 4- net hoxy. yhgs hi oam de as

RAC(S) NH2, MS(ES+) 454 (I\]PF%; +l1.‘ Exanpl e 166 10
4-{1-1sobutyl-5-met hyl -4-[(tetrahydro-furan-2-yl nethyl

) +-caMmimytentilh-pytndthyl-52( Y byrazih -zl ol24-9BF 1spytrole-3-carboxylic

acid ethyl ester T i1l npoun obt ai ned usi ng
t et r ahydr of ur f ur ﬂf‘g%e&réﬁ‘écgo'%ﬁ%#’ly Fmefvt@@kﬁfnﬁ?eam ne as
R3- (CH2) m NH2 and et hyl t hi ooxamat e as R4C(S) NH2,

MS(ES+) 420. 15 (MrH)+. WD 2004/ 060888
PCT/-EP2003/ 014721 115 Exanpl e 167

1- I sobutyl - 2- et hyl - 5- ( 2- pyr,azi n- 2-yl -thi azol - 4-yl)-1H
-pyrrol e-3-carboxylic aci ﬁ_}t .
v
(N \\?/(u/)

Q

Q.

~

The title compound was obtained using tetrahydrofurfurylamine as R'R’NH, 4-
methoxybenzylamine as R*-(CH;)-NH; and pyrazine-2-carbothioamide as RY*C(S)NH,,
MS(ES+) 490 (M+H)". '

10 . Example 186

5-[2-(2-Ethyl-pyridin-4-y1)-thiazol-4-yl]-1-(3-methoxy-propyl)-2-methyl- 1H-pyrrole-3-
carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

The title compound was obtained using tetrahydrofurfurylamine as R'R°NH,
15 methoxyethylamine as R®-(CH,),-NH; and 2-ethyl-4-pyridine carbqthiamide as
RC(S)NH,, MS(ES+) 469 (M+H)*. '



(tetrahydro-furan-2-ylnethyl)-amde 5 The title
conpound was obtai ned using tetrahydrofurfurylam ne as
i sobutyl ami ne as R3-(CH2) m NH2 and 3014721
w %@é}}@ne 2- car bot hi oam de as RAC(S)NH2, IM5( ng)/EPﬁOé
(MH—I)+ Exanpl e 168 10 .
5-[12-(2-Chl oro- phenyl ) -thi azo} 4-y| ]-i-cycl ohexyl net hy

| -2-methyl -1 Hpyrrol e-3- %?wjgyc acid
(tetrahydro-furan-2-yl nethyl')-am de The title conpound
was obt ai ned using tetrahydrofurfurylam ne as RLR2NH,

- g B[M%to 13 )Qﬁ‘-%%@lﬂﬂ AR- 3l Poidihi -Anghiazol-4- yl] 1H-pyrrole-
T oo b B

Exanpl e 169 :
1- Cycl ohexyl net hyl - 5-[ 2- (4 met hoxy- phenyl ) -thi azol - 4-y

[T -2-methyl -1 H pyrrole-3 carboxyllc acid
(tetrahydro-furan-2-yl & effc;, 5 The title

conmpound was obtai ned u e\ fahydr of urfuryl am ne as
R R2NH,  am nonet hyl cycl oheXane as R3-(CH2) m NH2 and
4- met hoxyphenyl thi oan de as{

5 The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,
- methoxyethylamine as R’-(CH,)m-NH; and 6-methyl-pyridine-3-carbothicamide as
R*C(S)NH;, MS(ES+) 455 (M+H)".

Example 188

10 1-(3-Methoxy-propyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
| acid (tetrahydro-furan-2-ylmethyl)-amide

N

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH;
methoxyethylamine as R® -(CHz)m-NH; and pyrazine-2- carboth1oam1de as R C(S)NHz,
15 MS(BS+ ) 442 (M+H) :



RAC(S) NH2, MS(ES+) 494 (M+H)+. Exanple 170 10

1- Cycl ohexyl net hyl - 5-[ 2- (4- net hoxy- phenoxynet hyl )-thi a
2-methyl - | H pyrrol e-3-carboxylic

‘{‘?L({Oﬂm 8g‘isro furan-2-ylmethyl)-am de The titl eP@gﬂEQZOOSIO 721

was obt ai ned using tetrahydrof%ﬁéuryl am ne as R1R2NH

am nonet hyl cycl ohexane as R3-( ) m NH2 and

2- (4- met hoxyphenoxy) et hane%q_gg@ggg is as RAC(S) NH2,

MS(ES+) 524 (M+H)+. WD 200 PCT/ EP2003/ 014721

- 117 Exanple 171 1-Cycl ohexyl net hyl -

[ 2 5(2 I(zt(p{t%rﬁ_p%{eh?fgr{hﬁé&ll@ ; B'rﬁ&p}, ﬁtﬁﬂallhen 2-ylmethyl-1H-pyrrole-3-
(t etr ahydr o- fEﬁTbWYbWFlﬁéteﬁ?M fige Syimsa)-ppide

conpound was obtai ned using tetrahydrofurfurylam ne as
R RZNH, am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
2-ethyl -4-pyridine carbothjagm de as RAC(S) NH2,

MS(ES+) 493 (M+H) +. Exanpl 2 10

1- Cycl ohexyl net hyl - 2- net hiy = - zi n-2-yl -thiazol -
" 4-yl)-1Hpyrrol e-3-carboxylic] acid®

(tetrahydro-furan-2-yl nmethyl y-an de

5 The title compound was obtained using tetrahydrofurfurylamine as R'R’*NH, 3~
(aminomethyl)thiophene as R’>-(CHa)m-NH; and 2-chloro-phenyl thicamide as
AC(S)NH,, MS(ES+) 498 (M-+H)".

Example 190

10 5-[2-(4-Methoxy-phenyl)-thiazol-4-yl}-2-methyl- 1-thiophen-2-ylmethyl-1H-pyrrole-3-
carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

Fpoo

The title compound was obtained using tetrahydrofurfurylamine as R'R®NH, 3-
(aminomethyl)thiophene as R*-(CH3)n-NH; and 4-methoxyphenyl thicamide as
15 R*C(S)NH,, MS(ES+) 494 (M+H) :



The title conpound was obtai ned using
tetrahydrofurfurylam ne as R RZNH,

w(gg]()%%g yI cycl ohexane as R3-(CH2) m NH2 and I\I/’é:T/EESPz()}MmI”ZI

1¢

15

razi ne-2-car bot hi oam de as 15 RAC(S) NH2,
466 (MrH) +. WD 2004/ 060888 PCEH-EP2003/ 014721 Exam
121e 173
5-[2-(2-Chl oro- phenyl ) -thi HJI4EM|] 2-methyl -1 -(tetra
hydro-furan-2-ylnethyl)-1 fé%ble 3-carboxylic acid
(tetrahydro-furan-2-ylnethyl)-amde 5 The title-

- %ng?\ﬁ%ﬂ'ylv@ﬁd El-g';l)nﬁx@azbiﬁh z-ﬁ{e&mmmfph@ﬁw - ylbttiyhéHasyrrole-3-

of urfuryl am ne ‘as H2 and
2- chl or o- phes§ib o 10@&%(@%“5’% TOé&%iﬁiﬁgt%(%S 486
(MtH) +. Exanple 174 to
2- Met hyl - 5-(2-pyrazi n-2-yl -thiazol -4-yI')-1-(tetrahydro
-furan-2-ylnethyl)-1H pyrrofe-3- carboxylic acid
(tetrahydro-furan-2-yl met hyl-xh-am gel The title conpound
was obt ai ned using tetr r urylanmi ne as R R2NH,
15 tetrahydrofurfurylamme a R3- (CH2) M\H2 and
pyr azi ne- 2- car bot hi oam de a RAC(S) NH2, MS(ES+) 454
(MrH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -119

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 3-
(aminomethyl)thiophene as R>-(CH,)n-NH; and 2-ethyl-4-pyridine carbothiamide as
RYC(S)NH,, MS(ES+) 493 (M+H)".

Example 192

1-[2-(3,4-Dimethoxy-phenyl)-ethyl]-5- [2-(2-ethyl-pyridin-4-yl)-thiazol-4-yl] -Z—methyl—'
1H-pyrrole-3-carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

: The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,

homoveratrylamine as R*-(CH,)-NH; and 2-ethyl-4-pyridine carbothiamide as
RAC(S)NH,, MS(ES+) 561 (M-+H)™.



Exanpl e 175

5-12-(2-Ethyl -pyridin-4-yl)-thiazol -4-yl]-1-(2-nethoxy

-ethyl)-2-nethyl -1H pyrrol e-3- carboxylic aci

WO o- f ur an- 2- yl net hyl ) - ani de 5 The tit‘T%’E““m”m
conmpound was obt ai ned usi ng t?{%ahydrofurfuryl am ne as

R R2NH, et hoxyet hyl am ne as -(CH2) m NH2 and

2-et hyl -4-pyridi ne carbot hiam de R4AC( S) NH2,

NB(ES+) 455 (MtH) +. Exanp|§E¥$%§%§§

5-[2-(2-Chl or o- phenyl ) -t hi azol -4-yl]-1-furan-2-yl net hy

| - 2-met -~ 1H pyrrolie- 35 car hoxwh i 1o 11 e-3-carboxylic acid
(8 e??tﬁ]h %#’é‘}f@%g’?h% Pﬁ% ttﬁlgﬁi q:\m (% gm?@éldlt}li &) IYfem%: onpoun
was obt ai ned usi ng tet@alwé\o -gthiylirapligeri ne as R R2NH,

3- furyl nmethyl am ne as R3-(CH2) m NH2 and

2-chl or o- phenyl thioam de as RAC(S)NH2, 15 MS(ES+)

482 (MtH) +. WD 2004/ 060888 HFCT/ EP2003/ 014721 -120

Exanpl e 177 7 <

1- Fur an- 2- yl net hyl - 5- [ 2(4/- p W@ﬁenw ) - t hi azol - 4- |
]-2-nmethyl -1 H pyrrol e- 3- car oxylic acid
(tetrahydro-furan-2-ylnethyl)-anm de 5 The title
~conpound was obt ai ned using tetrahydrofurfuryl am ne as

RI R2ZNH, 3-

- 3

The title compound was obtained using methoxyethylamine as R'R*NH, butylamine as R’-
-'»
(CHp)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 428 (M+H)".

Example 194

5-[2-(2-Chloro-phenyl)-thiazol-4-yl]- 1-cyclohexylmethyl-2-methyl- 1H-pyrrole-3-
carboxylic acid (2-methoxy-ethyl)-amide

The title compound was obtained using methoxyethylamine as R'R®NH,
aminomethylcyclohexane as R3-(CH,)m-NH; and 2-chloro-phenyl thioamide as
R*C(S)NHy, MS(ES+) 472 (M+H)". o |



i furyl met hyl am ne as R3-(CH2) m NH2 and 4- net hoxyphenyl
E thi oam de as RAC(S) NH2, MS(ES+) 478 (M+H) +. Exanpl e

W‘%Z‘ﬁ’é’}’%ﬁ’?’h hyl - pyri di n-4-yl) -t hi azol - 4-yI ] - 1- fFur amogoyp 7!

met hyl - 2-met hyl -1 H-pyrrol e- 3426arboxylic acid
(tetrahydro-furan-2-ylnethyl)-amde ~-J The title
conmpound was obt ai ned usi pghhgt fehydrof urfuryl am ne as
R R2NH, 3- furyl net hyl am ne as -(CH2) m NH2 and

2-et hyl -4-pyridine carbothiamde as 15 RAC(S) NH2,

Nﬁ(%ﬁ%eﬁﬁxﬁe&?‘iﬂf—{4-\ﬂQtﬂ&@%%?ﬁ&ﬁiaM—ﬁF-ZO@ﬁﬂQfMHZﬂ.yrrole—B-

-12%1 Exanpl e-179 N .

1- (4- Met hoxy- berfBRpYEE 364 Hymetops-fyDRyPi9Ri azol - 4-yi

.)-1H pyrrol e-3-carboxylic acid .
(tetrahydro-furan-2-ylnethyl)-amde 5 The title

conpound was obtai ned usjHg tetrahydrofurfurylam ne as
R R2NH, 4- net hoxybenzy% e %15@3"-\(61 12) NH2 and

t hi oacet anm de as R4C( SyNH2, ES+) 426 (M+H) +. '
Exanpl e 180 : (])

| 5 The title comp.ound was obtained using methoxyethylamine as R'R*NH,
aminomethylcyclohexane as R*-(CH;)m-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ES+) 468 (M+H)",

Example 196

10 1-Cyclohexylmethyl-5- [2—(4wmethoxy—§henoxymethyl)—thiazol-4-y1] -2-methyl-1H-
pyrrole-3-carboxylic acid {2-methoxy-ethyl)-amide

Sl

The title compound was obtained using methoxyethylamine as R'R*NH,
aminomethylcyclohexane as R®-(CH;)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide
15 as R'C(S)NH,, MS(ES+) 498 (M+H)". -



10

5-(2-(2- ChI oro- phenyl ) -thi azol -4-yl]-1-(4-nmethoxy-benz
-1Hpyrrol e-3- carboxylic acid

“ﬁ%@?”gﬁ@ o-furan-2-yl nethyl)-am de The titl epggrl%%)oom 7

was obt ai ned using tetrahydrofiggfurylam ne as R R2NH,

4- et hoxybenzyl am ne as R3-(CH2) m NH2 and

2-chl oro- phenyl thioam de B&apidC{H) NH2, is MS(ES+)

522 (M+H) + WD 2004/ 060888 PCT/ EP2003/ 014721 -122

Exanpl e 181 1-(4- Met hoxy-benzyl)-5-

[ 2—(ﬁy4:idlﬁkﬁﬂ1>é&nfpb&ﬁ¢th 1= S—Kﬂ-@yxfaklﬂQ—yl-ﬂhlazBI-MI)hl)l-[—pyrrole—?: carboxylic
| H pyrrol e-3- arboxyl i ﬁé? %}o )
(tet rahydr o- f ur an- 2- BTt TG et e title

conpound was obt ai ned using tetrahydrofurfuryl am ne as

R RZNH, 4 neth oxybenzyl am pe as R3-(CH2) m NH2 and
4- met hoxyphenyl t hi oam d;»«/ R4C(S) H2 MS( ES+) 518

(MrH) +. Exanple 182 io
1- (4- Met hoxy- benzyl ) - 5- [{2- (47 me oxy phenoxynet hyl ) -th
i azol -4-yl]-2-nmethyl-IH pyrrol e-3-carboxylic acid
(tetrahydro-furan-2-yl net hy am de The title conpound
was obt ai ned using tetrahydrofurfurylam ne as R R2NH,
4- et hoxybenzyl am ne as R3-(CH2) m NH2 and

2- (4- met hoxyphenoxy) et hanet hi oam de as ,
5 The title compound was obtained using methoxyethylamine as R'R*NH,

aminomethylcyclohexane as R*-(CH,)w-NH; and pyrazine-2-carbothioamide as
R*C(S)NHz, MS(ES+) 440 (M+H)™.

Example 198

10 5-[2-(4-Methoxy-phenyl)-thiazol-4-yl}-2-methyl-1-(tetrahydro-furan-2-ylmethyl)-1H-
pyrrole-3-carboxylic acid (2-methoxy-ethyl)-amide

Tj I \\YOI\

The title compound was obtained using methoxyethylamine as RIRZI\_TH,
tetrahydrofurfurylamine as R*-(CHj)m-NH; and 4-methoxyphenyl thivamide as
15 RAC(S)NHa, MS(ES+) 456 (M+H)".



15 RAC(S)NH2, MS(ES+) 548 (M+H)+. WD 2004/ 060888

PCT/ EP20031014721 -123 Exanpl e 183

4-11- §4 Met | i oxy-benzyl)-5-net hyl - 4-[
WOV dr o- f ur an- 2- yl met hyl ) - car banoyl ] - 1H

PYrrol -2-Yl}-thiazol e-2-carhgxylLic acid ethyl ester 1

~-e 5 The title conpound was obt ai ned usi ng

tetrahydrof urfuryl am ne agxRhRENbL 4-

nmet hbxybenzyl am ne as R3- m NHZ and

et hyl t hi ooxamate as RAC(S)NH2., MS(ES+) 484 (M+H)+.

ExqpmViethdBAlethfd)-5-[2-(4-methoxy- phenyl) -thiazol-4-yl]-2-methyl-1H-pyrrole-3-

4- Met h hyl - di 3
R Rt 4635%*3%@55%3@? et DYy

(tetrahydro-furan-2-yl nethyl)-am de .,I The title
conpound was obtai ned using tetrahydrofurfurylam ne as
RIRZNH, 4- net hoxybenzyl gni ne as R3 (CH2)m NHzZ and
6- met hyl - pyri di ne- 3- car bpt ) ) 15 RC(S) NH2,
M5( ES+) 503 (MrH) + WO 2€ l 60383 PCT/ EP2003/ 014721

PCT/EP2083/014721

cn

5 The title compound was obtained using methoxyethylamine as R'R*NH,
methoxyethylamine as R*~(CH,)p-NH; and 4-methoxyphenyl thicamide as R*C(S)NH;,
MS(ES+) 430 (M-+H)™.

Example 206

10 5-[2-(2-Chloro-phenyl)-thiazol- 4-yl] 1-furan- 2-ylmethyl-2-methyl-1H- pyrrole—?a-
carboxyhc acid (2- methoxy~ethyl) -amide

o 0N

The title compound was obtained using methoxyethylamine as R'R*NH, 3-
furylmethylamme as R? (CHz)m-NHz and 2-chloro-phenyl thioamide as R tC(S)NH,,
15 MS(ES+) 456 (M+H)".



-124 Exanpl e 185
1- (4- Met hoxy-benzyl) - 2- et hyl - 5- (2- pyrazi n-2-yl -t hi azo

| -4 1 H pyrrol e-3-carboxylic acid ‘
WQt’-‘é’c‘{Yﬂé?’ﬂﬁaro furan-2-yl methyl )-amide 5 The ti £f-&EF203014721

conmpound was obt ai ned using tgt,rahydrofurfuryl am ne as

R R2NH, 4- net hoxybenzyl am ne”as .R3- (CH2) m NH2 and

pyrazi ne- 2- car bot hi oam degpas, ) NH2,  MS(ES+) 490

(MtH) +. 10 Exam | U e 186 E‘M

[2 (2-Ethyl -pyridin-4-yl)-thiazol-4-yl]

1-Fura @t}hﬂl)éﬂwpg‘wﬂlhe%h%? 1)%&&1@&1?2%&@1-11{ pyrrole-3-

car boxyli‘c aci an 2-y ) -am de
The title conpodﬁéi%c M‘I}%" )amie
tetrahydrofurfurylam ne as R R2NH, 15 _

nmet hoxyet hyl am ne as R3-(CH2) m NH, and

2-ethyl -4-pyridine carbothi am de as R4C(S) NH2,

MS( ES+) 469 (M+rH)t. WO 200 \0608 CT/ EP2003/ 014721
125 Exanple 187 1-(3- ) - 2- et hyl -

[ 2- (6- met hyl - pyri di n-3-'y1)-jt hi azol -4-yl] -1H pyrrol e-

5 The title compound was obtained using methoxyethylamine as R'R*NH, 3-
| furylmethylamine as R*-(CHa2)m-NH; and 4-methoxyphenyl thioamide as R'C(S5)NH,,
MS(ES+) 452 (M+H)".

Example 202

10 5-[2-(2-Chloro-pheny!)-thiazol-4-yl]-1-(4-methoxy-benzyl)-2-methyl-1H-pyrrole-3-
' carboxylic acid (2-methoxy-ethyl)-amide

fj“\‘?’@

b

The title compound was obtained using methoxyethylamine as R'R*NH, 4-
methoxybenzylamine as R® ~(CHp)m-NH, and 2- chloro phenyl thioamide as RIC(S)NH;,
15 MS(ES+) 496 (M+H)".



3-carboxylic acid (tetrahydro-furan-2-ylnethyl)-am de
5 The title conpound was obtai ned using

__ ofurfurylam ne as R R2ZNH, net hoxy ety @ TR 14721
Wé?@{%) m NH2 and s P

6- met hyl - pyri di ne- 3- car bot hi oggi.de as R4C(S) NH2,
‘M5(ES+) 455 (M+H) +. Exanpl e 188 10

1- ( 3- Met hoxy- pr opyl ) - 2- netEﬁg;hFﬁ-zoz- pyrazi n-2-yl -thiazo
| -4-yl)-1 H pyrrol e-3-carboxylic acid
(tetrahydro-furan-2-ylnethyl)-amde N x The title
chipdirtbionyelsenofi}- & B d-ructhorgy - pledoy B Ffidealf 41yl @ srletiryl-A E-pgrole-3-
R R2NH, net hoxy ] - - NH2 and

pyr azi ne- 2- car bo?%?%%%gz@%ﬁj%é%@'am VS( ES+)
442 (M+H) + WO 2004/ 060888 PCT/ EP2003/ 014721 -126
Exanpl e 189

5-[2-(2-Chl or o- phenyl )-Efu ol -4 .- 2-met hyl -1 -t hi oph
en-2 yl met hyl 1H pyrrol.e-3~ lic acid
(tetrahydro-furan-2-yl riet yl)-amide 5 The title
conpound was obtai ned usi t et rahydr of urfuryl am ne as

R R2NH, 3- (amirionethyl)thiophene as R3-(CH2) m NH2
and 2-chl or o- phenyl thioanide as

5 The title compound was obtained using methoxyethylamine as R'R*NH, 4-

methoxybenzylamine as R*-(CH)n-NH; and 4-methoxyphenyl thicamide as RIC(S)NH,,
MS(ES+) 492 (M+H)™,

Example 204

10 1-{4-Methoxy-benzyl)-5-{2- (4-methoxy;phenoxymethyl)-thiazol-4-y1]-2—methy1—1H—
pyrrole-3-carboxylic acid (2-methoxy-ethyl)-amide

o

The title compound was obtained using methoxyethylamine as R'R*NH, 4-
methoxybenzylamine as Ra_-(CHz)m-NHz and 2-(4-methoxyphenoxy)ethanethioamide as
15 R'C(S)NH;, MS(ES+) 522 (M+H)™. -



RAC(S) NH2, MS(ES+) 498 (M+H)+. Exanple 190 10
5-[2- (4- Met hoxy- phenyl ) -thiazol -4-yl]-2-nethyl-1-thiop
weehndoskdget hyl - 1Hpyrrol e-3- carboxylic acid permpaoesmnisr
(tetrahydro-furan-2-ylnethyl)-anm de The title conpoun
was obtai ned using tetrahydrofiygfurylam ne as R R2ZNH,
3- (am nonet hyl )t hi ophene as R3-(CH2) m NH2 and
4- met hoxyphenyl thioam de Bg;mdip 4 C(S) NH2, MS( ES+)
494 (MrH) +. WD 2004/ 060888 03/014721 -127
Exanple 191 5- [2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]
-5 2ved-mytyt- p}’ri&ihi-lpFlhlﬁﬂiaiolyfi—ﬂﬁﬁlhw-mletﬂ’foi@?’—bé@iyﬁ-—ﬁmethyl-lH-pyrrole-B—
carboxylic acid ( trafn%drcg-fur %E) 2- ﬁet h'dl )-am de 5
The title conpourF&FiWﬂl Atk i 2Bt H‘ﬁé‘y -amiae
tetrahydrofurfuryl am ne as RIRZNH, 3-

(am nonet hyl ) t hi ophene as -(CH2) m NH2 and
2-et hyl - 4-pyridi ne car b;}fl- i de &5y R C(S)NH2,
| &

M5( ES+) 493 (M+H) +. Exa
1-[2- (3, 4- D met hoxy- phenyl ) -jethyl]-5-[2-(2-ethyl-pyrid
in-4-yl)-thiazol -4-yl]-2-
1H pyrrol e- 3-car boxyl i ¢ aci
(tetrahydro-furan-2-yl net hyl*-am de

5 The title compound was obtained using methoxyethylamine as R'R*NH, 4-
~ methoxybenzylamine as R*-(CHz)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NHg, MS(ES+) 491 (M+H)".

Example 206

10 4-[1-(4-Methoxy-benzyl)-4-(2-methoxy-ethylcarbamoyl)-5-methyl-1H-pyrrol-2-yl]-
' ' thiazole-2-carboxylic acid ethyl ester

J ﬁ?@”

~

" The title compound was obtained using methoxyethylamine as R'R*NH, 4-
methoxybenzylamine as R’-(CHa)m-NH; and ethylthiooxamate as R*C(S)NH,., MS(ES+)
15 458 (M+H)" ' -



The title conpound was obtai ned using
tetrahydrofurfurylam ne as RIR2ZNH, honoveratryl am ne

)m NH2 and 2-ethyl -4-pyridine carb =Yap _
w3 C(S)NH2, MB(ES+) 561 (MrH)+ WO 5005t g Byl
PCT/ EP2003/ 014721 -128 Exa 5 193
1- Butyl -5-[ 2- (4- net hoxy- phez‘ﬁig t.hi azol - 4-yl]-2- et hyl
-1 H pyrrol e- 3-carboxylic achd 1( 7rrethoxy et hyl ) - am de
5 The title conpound was usi ng
met hoxyet hyl am ne as RIR2NH, butyl am ne as R3- (CH2)m

ecaae %&%%M%ﬂﬁ RPN e

[ 2- (2- Chi or o- phér§prhaayh a %mﬂWOPW-ethl) amide
-1-cycl ohexyl net hyl - 2- et hyl - 1H pyrrol.e-3- 10
carboxylic acid (2-nethoxyzethyl)-amde p | 5 G The

title conpound was obt ai usi n hoxyet hyl am ne as
R R2NH, ami nonet hyl cycl| 3 R3-.(CH2) m NH2 and
2-chl or o- phenyl thioanilde a C(S) NH2, MS(ES+) 472
(MrH) +. 15 : '

The title compound was obtained using methoxyethylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH;),-NH; and 6-methyl-pyridine-3-carbothioamide as
 R*C(S)NH;, MS(ES+) 477 (M+H)".

Example 208

1-(4-Methoxy~benzyl)—2-_methy1—5-(2~pyrazin~2—y1-thiazol—4—yl)~1H—pyrrole-3-carboxylic
acid (2-methoxy-ethyl)-amide

The title compound was obtained using methoxyethylamine as R'R*NH, 4~
methoxybenzylamine as R -(CHz)m-NH; and pyrazme-z -carbothioamide as RIC(S)NH;,
MS(ES+) 464 (M+H)™.



WD 2004/ 060888 PCT/ EP2003/ 014721 -129 Exanple 195
1 C,ycl ohexyl nmet hyl - 5-[
4- et hoxy- phenyl ) -t hi azol - 4-y1]
“ﬂﬂ?@%s 1H pyrrol e-3- carboxylic acid
(2 met hoxy-ethyl)-amde J 5 The title conpound was
obt ai ned using met hoxyet hyl ami-Aé%as R R2NH,
am nonet hyl cycl ohexane as R3-(CH2)m NH2 and
4- et hoxyphenyl t hi oani de a&Xamplegdd NHp, I\/B( ES+) 468
(I\/H—|)+ Exanpl e 196 10 1-Cycl ohexyl nmet hyI

Ot b el o %?%ﬁﬁ%avl%wﬁyﬁ T merny-

The title conpgdyyerolas-cofborjlivedidi@-ngthoxy-ethyl)- -amide
met hoxyet hyl ami ne as R RZNH, am nonet hyl cycl ohexane

as R3-(CH2) m NH2 and .
2- (4- met hoxyphenoxy) et han am 1s as RAC(S) NH2,
MS( ES+) 498 (‘MtH) +. 6 8 / EP2003/ 014721
130 Exanple 197 :

PCT/EP2003/014721

). i

5 The title compound was obtained using methoxyethylamine as R'R’NH,
homoveratrylamine as R*-(CHj):»-NH; and 2-ethyl-4-pyridine carbothiamide as
“C(S)NH,, MS(ES+) 535 (M+H)™.

Example 210

1-Butyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-carboxylic acid
| (2-cyclohex-1-enyl-ethyl)-amide

fo

 The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R*NH,’
butylamine as Ra-(CHz)m-NH;g and 4-methoxyphenyl thioamide as R*C(S)NH;, MS(ES+)
478 (M+H)". :




1- Cycl ohexyl net hyl - 2- nei hyl - 5- (2- pyrazi n-2-yl -t hi azol -
4-yl)-1 H pyrrole-3-carboxylic acid

2-met hoxy-ethyl)-anmde 5 The title conmpound

WORHAEES usi ng” net hoxyet hyl ani ne as R R2NH,

am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
pyrazi ne- 2- car bot hi oami de as- #4C(S) NH2, MS(ES+) 440
(MtH) +. Exanple 198 10 '
5- [ 2- (4- Met hoxy- phenyl ) -t hEgamle 1y | |- 2-nethyl -1 - (tetr
ahydro-furan-2-ylnmethyl)-1H pyrrol e-3-carboxylic acid
(2-net hoxy-ethyl)-am de The title conpau was
obl &iskthedmetiy ﬂ%‘?&%ﬁtthWaﬁheﬁ‘é&é@aﬁ ﬁzﬁﬂ?‘methYl"IH'PW“ﬂe'3‘
t et rahydr of ur f uaitorylicneidas-Frde -2 rnl NHE padide
4- met hoxyphenyl thioam de as 15 R4AC(S) NH2, MS(ES+)
456 (MtH) +. WD 2004/ 060888 PCT/ FP2003/ 014721
131- Exanpl e 199 1-(2-Methoxy-ethyl)-5-
[ 2- (4- met hoxy- phenyl ) -t hi gzhl - 4-y .
-2-met h).d- 1H pyrrol e- 3- 40y i
(2- met hoxy- et hyl ) -am de @ 'tl e conpound was
obt ai ned usi ng met hoxyet hyl @ ne as RLR2NH,
met hoxyet hyl am ne as R3-( nM\H2 and 4- et hoxyphenyl
t hi oam de as R4AC(S) NH2,

pOREP2003/014721

5 The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R*NH,
-aminomethylcyclohexane as R’-(CHs)m-NH; and 4-methoxyphenyl thicamide as
RAC(S)NH,, MS(ES+) 518 (M+H)".

Example 212

- 10 1-Cyclohexylmethyl-5- [2-(2-ethyl-pyridin-4-yl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
| carboxylic acid (2-cyclohex-1-enyl-ethyl)-amide

The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R’NH,
aminomethylcyclohexane as R’-(CHa)m-NH; and 2-ethyl-4-pyridine carbothiamide as
15 R*C(S)NH,, MS(ES+) 517 (M+H)".



MS(ES+) 430 (M+H) +. Exanple 200 10

5-[ 2- (2- Chl or o- phenyl ) -t hi azol -4-yl ] -1-furan-2-yl net hy

- 2- | - 1H pyrrol e-3- carboxylic acid ,
Wbﬁ'ﬁ@ﬁ%iy ethyl)-am de The title conpound vva%cTmpmom14721

obt ai ned using methoxyet hyl am ne as R RZNH, 3-

furyl met hyl anmi ne as R3- (CH2) m¥&2 and 2- chl or o- phenyl

t hi oam de as RAC(S)NH2, 15 M5( ES+E 456 (M+H) +. WO

2004/ 060888 PCT/ EP2003/ 014 ¥zample Exami |l e 201

1 Fur an- 2-y Irrethyl

4- met hoxy ), - t

&%Me@wgy »@%QWOE‘% e r(lat%ﬁl@%way{yh%ﬂﬁﬁﬂ}ana%ﬁ’la&thYl) 1H-
5 The title ﬁ@@@@@ﬁbm&ﬁc atitt 42 re€lohisi- nenyl-ethyl)-amide
met hoxyet hyl am ne as RIR2NH, 3- furyl nethyl am ne as
R3- (CH2) m NH2 and 4- nmet hoxyphenyl thi oam de as
RAC(S) NH2, MS(ES+) 452 (MtH) +. Exanple 202 10
5-[ 2- (2- Chl or o- phenyl ) - t hi &Xol - 4- yI 1-1-(4- met hoxy- benz
yl)-2-methyl -1 H pyrrol e-3 ¢ O
(2- met hoxy- et hyl ) .- am de ‘ '

5 The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R’NH,
tetrahydrofurfurylamine as R*-(CHj)m-NH, and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ES+) 506 (M-+H)".

Example 214

10 5- [ -(2-Ethyl-pyridin-4-yl)-thiazol-4-yl}-2- methyl 1-{tetrahydro-furan- 2-yhnethy1) 1H-
pyrrole-3-carboxylic acid (2- cyclohex—l enyl-ethyl)-amide

The title compound was obtained using 2-cyclohex-1-enyi-ethylamine as R'R*NH,
tetrahydrofurfurylamine as R’-(CH;y)n-NH; and 2-ethyl-4- pyndxne carboth1am1de as
15 R*C(S)NH,, MS(ES+) 505 (M+H)".



10

15

The title conpound was obtai ned using
nmet hoxyet hyl am ne as RLR2NH, 4- net hoxybenzyl am ne as
R3 CH2 n- NH2 and 2-chl oro- phenyl thi oam de

%ﬁb 15 MS(ES+) 496 (MeH) Y. VIO 2004/ BGBEER0s0T21
PCT/ EP2O 0 310 14 721 -133 l e 203
1- (4- Met hoxy- benzyl ) -5-[ 2- (4- hoxy- phenyl ) -thiazol -4

-yl] -2-nmethyl -1 H pyrrol e-3- _carhaxylic acid
(2- met hoxy-et hyl)-am de | $§¥¥ﬁhéi;itle conpound was
obt ai ned using methoxyet hyl am ne as R RZNH, 4-

t

@fﬁ%ﬁ? E%%é %Pgtﬁ)ﬁ pg'g&dﬁjg 23 Qy %’%‘?}&%&etr E%ﬁim%f & ylmethyl)
( MtH) +. E)lan}rreolg-GA,caﬂ@oxyhc aC1d (2-cyclohex-1-enyl-ethyl)-amide
1- (4- Met hoxy- benzyl)-5-[ 2- (4- net hoxy- phenoxynet hyl )-th
i azol -4-yl]-2-nmethyl-IH pyrrol e-3-carboxylic acid
(2-met hoxy-ethyl)-am de Theytitle compound was
obt ai ned usi ng et hoxyeth
met hoxybenzyl am ne as R3J(
2- (4- nmet hoxyphenoxy) et h t hii oaffi de as
MB( ES+) 522 ( M+H) +.

15 RAC(S) NH2,

The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R*NH,
tetraﬁydrofurﬁlrylamine as R-(CHy)wm-NH; and 6-methyl-pyridine-3-carbothioamide as
R“C(S)NH,, MS(ES+) 491 (M+H)".

Example 216

1-(2- Methoxy—ethyl) -2-methyl-5-{2-(6- methyl—pyndm 3-y1)-thiazol-4-yl|- 1H-pysrole-3-
carboxylic acid (2-cyclohex-1- enyl—ethyl) -amide

) '
S
O\
The title compound was obtained using 2-cyclohex-1-enyl-ethylamine-as R'R®NH,

methoxyethylamine as R’-(CH;,),,-NH; and 6-methyl- pyrldlne -3- carbothloarmde as
R*C($)NH,, MS(ES+) 465 (M+H)™.



WO 2004/ 060888 PCT/ EP2003/ 014721 134 Exanple 205 5- [
2-(2-Ethyl -pyridin-4-yl) -thiazol-4-yl]

- 1- (4- pet hoxy- benzyl ) - 2- met hyl - | Hpyrr ol e- 3- :
W@a’“’r"ﬁ‘é@? % acid (2-nethox)-ethyl)-anide ~ \I ECHEE003014721
title conpound was obtai ned using net hoxyet hyl am ne as

R R2NH, 4- net hoxybenzyl am L R3- (CH2) m NH2 and

2-et hyl -4-pyridi ne carbot hj am de . RAC(S) NH2,

MB( ES+) 491 ( MrH) +. Exanplfé'iﬂi@gﬁl&s4-[

1- (4- Met hoxy- benzyl) 4- ( 2- met hoxy- et hyl car banoyl ) - 5- ne

.thy rol-2-yl C X R
oot Bt i S R ST bl % B S Wmote -
net hoxyet hyl antarborgdic Ehﬁ?mwcl@ﬂaexnbtmdwmmw@n ne as

R3- (CH2) m NHZ and et hyl t hi ooxamat e as R4C( S) NH2.

MS(ES+) 15 458 (MrH)t. WD 2004/ 060888
PCT/ EP2003/ 014721 135

oo
&Y

5 The tifle compound was obtained using 2-cyclobex-1-enyl-ethylamine as R 'R*NH, 3-
ﬁlrylmethylamme as R*-(CH3);m-NH; and 2-ethyl-4-pyridine carbothiamide as
RC(S)NH,, MS(ES+) 501 (M+H)™.

Example 218

10 5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl}-1-(4-methoxy-benzyl)-2-methyl-1H-pyrrole-3-

carboxylic acid (2-cyclohex-1-enyl-ethyl)-amide

The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R*NH, 4-
methoxybenzylamine as R>-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as

15 RAC(S)NHj, MS(ES+) 541 (M+H)".



wn

10

15

Exanpl e 207
1- (4- Met hoxy- benzyl) - 2-met hyl - 5-[ 2- (6- et hyl - pyri di n-3

t hi azol -4-ylJ -1H pyrrol e- 3-carboxylic 003/014721
worbodip rGEL

'HBxy-ethyl)-anide 5 The title compound wa
.obt ai ned usi ng net hoxyet hyl amj ne as RLR2NH, 4-
met hoxybenzyl am ne as R3-( Hh-NH2 and
6- net hyl - pyri di ne= 3- car bo |oa ide as R4AC(S) NH2,
MS(ES+) 477 (MrH) +. Exanpl i
1 (4- Met hoxy- benzyl ) - 2- net hyI 5-(2-pyrazin-2-yl-thiazo

aci

il bR Te bE R B P dofs g4l H-prrvole
obt ai ned usi ng-castodicyeetdhamiohex-asnflt pmide
met hoxybenzyl am neé as R3-(CH2) m NH2 and
pyrazi ne- 2- car bot hi oam de as RAC(S)NH2, 15 MS(ES+)
464. (M+H) + WO 2004/ 060888 CT/E 2003/ 014721 - 136
Exanmpl e 209 1- [2-(3, 4-D %fﬁﬁﬁnw) -et hyl ]

hfazol - 4-yl]-2-nmethyl -

-5-[2-(2-ethyl -pyridin-4
1H pyrrol e- 3-carboxylic 2- met hoxy- et hyl ) - am de

The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R*NH, 4-
methbxybenzylamine as R%-(CH,)wm-NH; and 6—methy1—pyridine~3—carbothioamide as
RUC(S)NH,, MS(ES+) 527 (M+H)™.

Example 220

5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-2-methyl-1-thiophen-2-ylmethyl-1 H-pyrrole-3-
carboxylic acid (2-cyclohex-1-enyl-ethyl)-amide

The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R?NH, 3-
(aminomethyl)thiophene as R’~(CHa)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 517 (M+H)".



5 The title conmpound was obtai ned using
nmet hoxyet hyl ami ne as R R2ZNH, honoveratryl am ne as
H2 and 2-ethyl - 4-pyridi ne carbothi a
7@%%‘)‘ MB(ES+) 535 (MtH)+. Exanple 210 | gPeAr a1
1- Butyl - 5- [ 2- (4- et hoxy- phen % t hi azol -4-yl]
-2-met hyl -1 H pyrrol e- 3- carboxﬁﬂ'c,acid
(2-cycl ohex-1-enyl -et hyl) - n1d% N The title conpound
was obt ai ned using 2-cyclo = | - et hyl am ne. as '
R1R2NH, butylan1ne as R3-(CH2) m NH2 and

o TP Lo e 5 ISR ABLER Y dSs cutomic

Exanpl e 211 acid (2-ethyl-hexyl)-amide

1- Cycl ohexyl met hyl = 5-[ 2- (4- met hoxy- phenyl ) -t hi azol - 4-y
] -2-methyl -1 H pyrrol e-3- carboxylic acid

(2-cycl ohex-1-enyl -ethyl)-amde 5 The title conpound

was obt ai ned using 2-cycl ok et hyl am ne as
R R2NH, ami nonet hyl cycl o
as

3~ (CH2) m NHZ and
4- met hoxyphenyl thi oam S)NH2, MS(ES+) 518
(MtH) +.

5  The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, butylamine as R>-
(CHy),-NH; and 4-methoxyphenyl thioamide as R*C(S)NH;, MS(ES+) 482 (M+H)".

Example 222

_ mc-l-ButyI-S-[2_-(4~methoxy—phenoxymethyl)—thiazol—4-y1]-2—methy1—1H—pyerle-3-
10 ' carboxylic acid (2-ethyl-hexyl)-amide

st

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, butylamine as RE'-I
{CHz)m=NH; and 2—(4~methoxyphenoxy)ethanethioamidg as R*C(S)NH;, MS(ES+) 512

(M+H)™,

15



Exanpl e 212 10 1-Cycl ohexyl net hyl - 5-
[2-(2-ethyl -pyridin-4-yl)-thiazol-4-yl] -2-nmethyl- |
rrol e-3- carboxylic acid

Hp -
W?ZB 9%ﬁex_| - eny| -et hy| )_ am de rv 1 The t | t |PeCT/EPZOU3J'01472]

5

10

conmpound was obt ai ned usi ng

2-cycl ohex- | - enyl - et hyl am ne -d43R R2NH,

am nonet hyl cycl ohexane as R3-(CH2) m NHZ and

2-et hyl - 4-pyridi ne carbot hifsample 238 15 R4C(S) NH2,
MS( ES+) 517 (M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721

138 Exanpl e 213 5- | 2-(4-Methoxy-phenyl)-thiazol-4-yl .
- Eamgﬁhgﬂ?él— [-2(&Qeepthﬂhg[/)qifdgn-ﬂwﬂhﬂﬁg@ﬁﬁ@r%ﬂ)}eﬁh}aﬂﬁ-pyrrole}g-larboxyhc

pyrrol e-3-carboxylic aghd(2-ethyl-hexyl)-amide

(2-cycl ohex-I-enyl -ethyl)-amde 5 The title conpound
was obt ai ned using 2-cycl ohex-17enyl-ethyl ani ne as
RIR2NH, tetrahydrofurfurylam ne as R3-(CH2) m NHZ and
4- met hoxyphenyl t hi oam de R C($NH2, MS(ES+) 506
(MrH) +. Exanple 214 10 -
5-[2-(2-Et hyl -pyrijdin-4- : 0l -4-yl]-2-methyl -1-(
t et rahydro-furan-2-yl nethyl)-¥H pyrrol e-3-carboxylic
acid (2-cycl ohex-1-enyl-ethyl)-am de

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, butylamine as R’-
(CHy)m-NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH;, MS(ES+) 481 (M+H)*.

Example 224

rac-4-]1-Butyl-4-(2-ethyl-hexylcarbamoyl)-5-methyl- 1H-pyrrol-2-yl]-thiazole-2-
' - carboxylic acid ethyl ester

o
¢

The title compound was obtained using 2-ethyl-hexylamine as RIR?NH, butylammg as R*-
(CHa)m-NH; and ethylthiooxamate as R'C(S)NH;, MS(ES+) 448

_(hh&@ﬁ



The title conpound was obtai ned using
2-cycl ohex-1-enyl -et hyl am ne as R R2NH,
tetrahydrofurfurylam ne as. R3-(CH2) m NHZ and
WD 20K)40888 pyri di ne carbot hi anide as is R O(SPREFP2003/014721
M5( ES+) 505 (M+H)+. WO 2004/ 060888 PCT/ EP2003/ 014721
139 Exam I p e 215 -144 -
2- Met hyl -5-[2-(6-nmet hyl -pyridin-3-yl)-thiazol-4-yl]-1-
(t et rahydro-furan- 2-yl net hyBxempla225yrr ol e- 3- car boxyl i c-
acid (2-cyclohex-I-enyl-ethyl)-amde 5 The title
conmpound was. obt ai ned usi ng
2- gyd- Eﬂaé%ecmoewhered]ﬁ@ﬂmﬂh-ml | alsispbwy g methyl-1H-pyrrole-3-carboxylic
tetrafydrof urfuryl ani nga@ ﬁgg%))ngﬂﬂldg and
6- met hyl - pyri di ne- 3- car bo g R4C( S) NH2,
M5( ES+) 491 (M+H) +. Exanpl e 216 io ,
1- (2- Met hoxy- et hyl ) - 2- net hyl - 5-[ 2- (6- net hyl - pyri di n- 3-
yl)-thiazol -4-yl]-1Hpyrrol é-8- carboxylic acid
(2-cycl ohex-1-enyl -ethyl)-a The (it e conpound was
obt ai ned usi ng 2-cycl ohex- am neas R R2NH,
nmet hoxyet hyl am ne as )m NHZ and
6- met hyl - pyri di ne- 3- car bot hi oam de as 15 RAC(S) NH2,
M5( ES+) 465 (M+H)+. WD 2004/ 060888 PCT/ 1EP2003/ 014721

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, isobutylamine as
R®.(CH;)m-NH; and 2-chloro-phenyl thicamide as R“C(S)NH3, MS(ES+) 486 (M+H)™.

Example 226

rac-1-Isobutyl-5-[2-(4-methoxy-phenyl)-thiazol-4-y}]-2-methyl- 1H-pyrrole-3-catboxylic
10 - acid (2-ethyl-hexyl)-amide

oo

"The title compound was obtained using 2-ethyl-hexylamine as R'R®*NH, isobutylamine as
R3-(CHz)m-NH; and 4-methoxyphenyl thicamide as RYC(S)NH,, MS(ES+) 482 (M+H)*.



-140 Exanple 217
5- [2 (2 Et hyl - pyridi n-4-yl)-thiazol -4-yl]-1-furan-2-yl
2-met hyl -1 H pyrrol e-3- carboxylic aci

WQ@O@W Bhex-1-enyl-ethyl)-anide 5 The title gg}‘{%m"o("”m
was obt ai ned using 2-cycl ohex- 1-enyl -et hyl am ne as
RI R2NH, 3- furyl met hyl ami ne ad34R3- (CH2) m NH2 and
2-ethyl -4-pyridine carbothjam de as RAC(S) NH2,
MB( ES+) 501 (M+H) +. Exanpl Bxazuge 227
5-[2-(2-Ethyl -pyridin-4-yl)-thiazol -4-yl]-1-(4-nmethoxy
-benzyl)-2-nmet hyl -1-H pyrrol e-3 V.

(wely Bobbiakst 2éﬁwﬂtE?WP Bﬂ&??{ra%th’n‘ﬁéEIaF?Ir‘Je%&%ﬁ’BSt&Hlal%’!"01‘3 -3
obt ai ned usi ng 2- cyehBXadid enyihyrhéwyl)aarhide as R R2NH,

4- et hoxybenzyl am ne as R3-(CH2) m NH2 and
2-ethyl -4-pyridine carbot hianide as 15 R4C(S) NH2, -
MS(ES+) 541 (M+H)+. WD.2004/ 060888 PCT/ EP2003/ 014721
-141 Exanple 219 1-(4- Met ho y- benzyl) - 2- et hyl -
[ 2- (6-nethyl - pyr|d|n3y ol yI] -IH-pyrroIe-
3-carboxylic acid (2- cyc tsenyl - et hyl ) - am de

5 Thetitle compound was obtained using 2-ethyl-hexylamine as R'R’NH, isobutylamine as
R (CHz)m-NHQ_ and 2-(4- methoxyphenoxy)ethanethmamlde as RYC(S)NH;, MS(ES+)

512 (M+H)™.

Example 228

10 rac-4-[4-(2-Ethyl-hexylcarbamoyl)- 1-isobutyl-5-methyl-1H-pyrrol-2-yi]-thiazole-2-
carboxylic acid ethyl ester

The title compound was obtained using 2-ethyl-hexylamine as RIR’NH, isobutylarriine as
R®-(CH3)m-NH; and ethylthiooxamate as R*C(S)NH,, MS(ES+) 44 (M+H)+.8

15



5 The title conmpound was obtai ned using
2-cycl ohex-1-.enyl -ethyl am ne as RLR2NH, 4-

: zyl ami ne as R3-(CH2) m NH2 and .
\ﬁ@%@{iﬁ%&%@ REB/EP2003/0 T2

5

10

15

pyri di ne- 3- car bot hi oam de as R4C(S)

MB(ES+) 527 (M+H) +. Exanpl e 229 éo
5-12-(2-Ethyl -pyridin-4-yl)-thi 4 Ol.-4-yl]-2-nmethyl-1-t
hi ophen- 2-yl et hyl -1 H pyrrolLe- 3- boxylic acid
(2-cycl ohex-1-enyl -et hyl ) - aMt itie conpound was
obt ai ned using 2-cycl ohex-1-enyl -ethyl am ne as RLR2NH,
3- I nonet hyl ).t hi e.as R3-.( CH2) 1 NE- o ST I
2t T T NS QRN 2 L L Nl pppaboriic acd 2
MS(ES+) 517 (M+H) +. WO 20ehyloisop3anidT/ EP2003/ 014721
-142 Exanple 221 rac-.|-Butyl -5- ,
[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ] ;
=2-net hyl -1 H pyrrol e-3-carboxylic acid
(2-ethyl -hexyl)-am de 5 The 4Ktl e conpound was
obt ai ned usi ng 2-et hyl - hexyl{a «asl B R2NH,
butyl am ne as R3- (CH2) m and nmet hoxyphenyl
t hi oam de as R4C(S) NH2, (ESt)~.482 (M+H) +. Exanpl e
222
rac-|-Butyl -5-[2-(4-nmet hoxy-phenoxynet hyl)-thi azol -4-y
] -2-nmethyl-1H pyrrole-3-

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH, isobutylamine as

R>-(CHa)m-NH; and pyrazine-2-carbothicamide as RIC(S)NH,, MS(ES+) 454 (M+H)+.

Example 230

rac-5-|2-(4-Methoxy-phenoxymethyl)-thiazol-4-yl]-1-{2-(4-methoxy-phenyl)-ethyl] -2-
methyl-1H-pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

P

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, 2-(1-
cyclohexenyl)ethylamine as R*~(CHj)wm-NH; and 2-(4-methoxyphenoxy)et_hanethioémide
as R'C(S)NHa, MS(ES+) 590 (M+H)". |



10 carboxylic acid (2-ethyl-hexyl)-amde The title
conpound was obt ai ned usi ng 2-ethyl - hexyl am ne as

w(gz{ﬁﬁm'&bstsgmw am ne as R3- (CH2) M2 and PCT/EP2003014721

3

10

oxyphenoxy) et hanet hi oam de as R4AC(S) N
MS(ES+) 512 (M+H)+. 15 WD 2004/060888
PCT/ EP2003/ 014721 - 143 Exanplé7223

rac-|-Butyl -5-[2-(2-ethyl n-4-yl)-thiazol -4-yl]-
2-nmet hyl -1 H pyrr ol e-3-carb§i¥ﬂg@—523 cid '
(2-ethyl - hexyl) - arri de 5 The title conpound was

'_obt ai E?nf%gt%g ng -t(ih )—t g%@ﬁl_ §[§ rﬁe %th ny CP-etléyl]-Z-methyl-

car bot hi am delePM-S}&dexyl\i@écEfB@ e 1h<1€bd$+®tmde
Exanpl e 224 rac-4-]

1-Butyl - 4- (2- et hyl - hexyl car banoyl ) - 5- met hyl -1 H pyrrol -
2-yl]-thiazole-2 10 carboxy i et hyl ester The
title conpound was obt ai ned et hyl - hexyl am ne
as RLR2NH, butyl am ne as-R 2 and

et hyl t hi ooxamate as RAC('S) N I\/IS( ES+) 448 (M+H) +.

e
i

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 2-(1-
cyclohexenyl)ethylamine as R’-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
RAC(S)NH,, MS(ES+) 559 (M+H)".

Example 232

rac-5-{2-(2-Chloro-phenyl)- thlazol-4—y1] -1-cyclohexylmethyl-2-methyl- 1H-pyrrole-3-
carboxylic acid (2-ethyl-hexyl)-amide

s

The title compound was obtained using 2-ethyl-hexylamine as R'RNH,
aminomethylcyclohexane as R*-(CH,)m-NH, and 2-chloro-phenyl thioamide as

15 RAC(S)NHy, MS(ES+) 526 (M+H)™.



WD 2004/ 060888 PCT/ EP2003/ 014721 -144 Exanple 225
rac- 5-
2-(2-Chl or o- phenyl ) -thiazol -4-yl]-1- |sobutyl

‘VBPﬁ£§V&&8Ie 3-carboxylic acid (2-ethyl- hexylfﬁﬂﬁgﬁnwgwm

The title conpound was obtai ned using

2-et hyl - hexyl ani ne as R R2NH l#&obut yl ani ne as

R3- (CH2) m NH2 and 2-chl oro- pheqyl t hi oam de as

RAC( S) NH2, NB(ES+) 486 (M-Example 233 pl e 226

rac-1|-1sobutyl -

[2-(4 y zol |5 | HnyrEO a
r@-kg?ﬁaﬂw%ﬁﬂﬁ% e BB RNk ki P Eobyrrole-3
The title conpoundcavhsxytibted (Bdthyshexyl)-amide

2-et hyl - hexyl am ne ‘as R R2NH, i sobutyl am ne as

R3- (CH2) m NH2 and 4- met hoxyphenyl thi oam de as

RAC(S) NH2, MS(ES+) 482 (M+H)t. WD 2004/ 060888

PCT/ EP2003/ 014721 145 Exa
rac-1-1sobutyl-5-[2-(4-ne

4-yl)-2-met hyl -1 Hpyrrol

(2- et hyl - hexyl ) - am de

xymet hyl ) -t hi azol -
carboxylic acid

5 The title compound was obtained using 2-ethyl-hexylamine as R 'R*NH,
ammomethylcyclohexane as R*-(CH,);,-NH, and 4-methoxyphenyl thicamide as
RC(S)NH;, MS(ES+) 522 (M+H)".

Example 234

10 rac-i- Cyclohexylmethyl -5-{2-(2-ethyl- pyndm 4-yl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxyhc acid (2-ethyl-hexyl)-amide

e

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
aminomethylcyclohexane as R*-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
15 R'C(S)NH,, MS(ES+) 521 (M-+H)™.



5 The title conmpound was obtai ned using
2-et hyl - hexyl am ne as R R2ZNH, i sobutyl am ne as

W@b%%?gnl\lm—& and 2- (4- net hoxyphenoxy) et hane gjr@@meg/ﬁu?u

10

15

H2, MS(ES+) 512 (MtH)+. Exanple 2
rac- 4-[ 4-(2- Et hyl - hexyl car barri;%/I) 1-i sobutyl -5-nmet hyl -
| Hpyrrol -2-yl)-thiazol e-2 9ooxyllc aci d et hyl

ester Y The title conpound was obtai ned using
2-et hyl - hexyl am ne as R Rﬁ'@ﬂFﬂPi%%@utyl am ne as
R3- (CH2) m NH2 and et hyl t hi ooxamate as RAC( S) NH2,

gg%f%)i b%ﬁ‘%%etﬁﬂfﬁg%gﬂﬁ rnoyl) -5-methyl- 1H-pyrrol-2-yl]-

rac-1-1sobutyl - 2- nﬁtalzgdh—.?Sca@Ee}gdarazudrct}mydtert hi azol - 4-yl
)-1H-pyrrol e-3-carboxylic acid (2- ethyl-hexyl)-am de

i g7 rr~ Jl\
M”
. ) &\

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
aminomethylcyclohexane as R’-(CH2)m-NH; and ethylthiooxamate as R*C(S)NH;.,

MS(ES+) 488 (M+H)".

Example 236

rac—l Cyclohexylmethyl-2-methyl-5-[2-(6- methyl-pyndm -3-yl)-thiazol-4-yl}-1H-pyrrole-
3-carboxylic acid (2-ethyl- hexyl) -amide

Looor

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
aminomethylcyclohexane as R-(CH3)m-NH; and 6-methyl-pyridine-3-carbothioamide as
RAC(S)NHy, MS(ES+) 507 (M+H)™. :



5 The title conmpound was obtai ned using
2-et hyl - hexyl am ne as R R2ZNH, i sobutyl am ne as
R3- (CH2) m NH2 and pyrazi ne- 2- car bot hi oam de
WQ@@R@;)G . NMB(ES+) 454 (MrH)+. Exanpl e 230 PLT/EE2003/014721
[ 2- (4- Met hoxy- phenoxynet hyl ) =t hi azol -4-yl] -1-
[ 2- (4- met hoxy- phenyl ) -ethyl] =¥0-10
met hyl - 1H pyrrol e- 3-carboxylic acid
(2- et hyl - hexyl ) - ani de The ti*emglegddpound was obt ai ned-
usi ng 2-ethyl - hexyl am ne as R R2ZNH, 2-(1-

e o6 B 20 6 s e

I\/S( ES+) 590 ( MtH) +.carbxjlio a21d02/ct50888/1)-amide

PCT/ EP20031014721 --147 Exanple 231
rac-5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yi]-1-[2-(4-
nmet hoxy- phenyl ) - et hyl ] - 2- et hyl -

1H pyrrol e-3-carboxylic acid (2-ethyl-hexyl)-amde 5
The title conpound was obtained using

2-et hyl - hexyl am ne as RLRZ2NHL{

cycl ohexenyl ) et hyl am ne as
2-ethyl -4-pyridi ne carbotHi
M5( ES+) 559 (M+H)+. Exa

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
aminomethylcyclohexane as R*-(CH3)pn-NH; and pyrazine-z-carbot_hioamide as
R*C(S)NHz, MS(ES+) 494 (M+H)".

10 _ Example 238

rac-5-[2-(2-Chloro-phenyl)-thiazol-4-yl] -2-methyl-1-(tetrahydro-furan- 2-ylmethyl}-1H-
pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

s

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH,
15 tetrahy&rofurfurylamine as R*-(CH2)m-NH; and 2-chloro-phenyl thioamide as
RAC{S)NH,, MS(ES+) 514 (M+H)". .



10

15

(e}
rac-5-[ 2- (2-Chl oro-phenyl)-thiazol -4-yl]-1-cycl ohexyl m

W§ 51%06 gethyl -1 H pyr rol e-3- carboxylic acidpcr/EP2003/014721

et hyl - hexyl) amde rr~ 1 Y The title conmpound was
obt ai ned usi ng 2-ethyl-hexyl apine as RLR2NH,
am nonet hyl cycl ohexane as R3- ) m NH2 and
2- chl or o- phenyl thi oam de ,as 5. RAC(S) NH2, MS(ES+)
526 (M+H)+. WD 2004/ 06088 03/014721 -148
Exanpl e 233 rac- | -Cycl ohexyl nethyl-5- [ 2-

(4- Yo ¥l ] .
R LR A E Ml g i
rrl- 5 The titfleyvolepbontiondis aorlglt(amm’te)d }msylhgmlde

2-et hyl - hexyl am ne as R R2ZNH, am nonet hyl cycl ohexane

as R3-(CH2) M\H2 and 4- net hoxyphenyl thi oam de as

RAC(S) NH2, MS(ES+) 522 (MtH)+. Exanple 234 to

rac-| - Cycl ohexyl net hyl - 5-[ Lo pyridin-4-yl)-thi
azol -4-yll-2-methyl -1Hp ar boxylic acid

(2- et hyl - hexyl ) -am de

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH,
tetrahydrofurfurylamine as R*-(CH;)n-NH; and 4-methoxyphenyl thioamide as
R'C(S)NHz, MS(ES+) 510 (M+H)™ .

Example 240

rac-5-[2~(4-Methoxy-phenoxymethyl)- thlazol 4-y1}-2-methyl-1-(tetrahydro-furan-2-
ylmethyl)-1H-pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

A

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
tetrahydrofurfurylamine as R>-(CHj),,-NH, and 2-(4~methoxyphenoxy)ethanethioamide
as R*C(S)NHy, MS(ES+) 540 (M+H)".




5

10

15

The title conpound was obtai ned using
2 et hyl - hexyl am ne as R R2ZNH, am nonet hyl cycl ohexane
5{? Sof2) m NHZ and 2- et hyl - 4-pyri di ne car bof'égl‘/ﬁmogﬁounl
WO S)NH2, MB(ES+) 521 (MrH)+. WO 2004 60888
PCT/ EP2003/ 014721 -149 Exanpl e 235 rac- 4-
1- Oycl ohexyl met hyl - 4- (2- et hyl = k¥yl car barmyl ) - 5- et hyl

- I Hpyrrol-2-yl]- thiazol :2-carboxylic acid ethyl
ester 5 The title conpoundegbé@%i ned using

2-et hyl -hexyl am ne as R R2ZNH, am nonet hyl cycl ohexane

as < NH2 ,and at hyl t:hj o maf.e 4 Y )
I\/ﬁ%%ﬁ“ﬁ%%hn?ww Ag g@é%lék%-ggzﬁgleéhyl-?ﬁte%a%@o%n—z yimethyl)
r ac- | - Cycl ohexjH-petrbler3-2arhrexiiy lacif (- 2¢hyG-heei hghide7r i di n
-3-yl)-thiazol -4-yl]-1H pyrrole- 3-carboxylic acid

(2-ethyl -hexyl)-am de The title conpound was obtai ned

usi ng 2-ethyl -hexyl am ne as R R2NH,

am nonet hyl cycl ohexane as R ', A-NH2 and

6- met hyl - pyri di ne- 3- car both 15 RAC(S) NH2,

I\/IS( ES+) 507 (MH) +. WO 2094708 0888 PCT/ EP2003/ 014721

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
tetrahydrofurfurylamine as R*>~(CH;)m-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 509 (M+H)'™.

Example 242

rac-4-{4-(2-Bthyl-hexylcarbamoyl)-5-methyl-1-(tetrahydro-furan-2-ylmethyl)-1H-pyrrol-
2-yl]-thiazole-2-carboxylic acid ethyl ester

3 Ve
\.

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
tetrahydrofurfurylamine as R>- ~(CHa)m~NH; and ethylthlooxamate as R C(S)NHz,
MS(ES+) 476 (M+I—I)+



150 Exanple 237
rac- 1- Cyci ohexYl net h¥l - 2- net hY1l- 5-(2- PYrazi n-2-Y1l-thia

Aoosks - LH PYrrol e-3- carboxylic _aci d PCT/EP2003/014721
w%%bo fﬂh yl'-hexyyl)-amde ~I1 5 The title conpound was

obt ai ned usi ng 2-ethyl - hexyl am C:EEIS as R R2NH,
am nonet hyl cycl ohexane as R3-( )m NHz and

pyr azi ne- 2- car bot hi oam de g Ff4g§§) NH2, MS(ES+) 494

(MrHt. 10 Exanpl e 238 rac- (2-Cnhl oro- phenyl)
-thiazol -4-ylJ -2-nethyl - -

(tet \ or -
gy oy M oyl o
The title HowpylintHwasobi- aarh@a’hggmddZ ethyl-hexyl) -amide

2-et hyl - hexyl am ne as R R2NH, 15

tetrahydrofurfurylam ne as R3-(CH2) m NHz and

2- chl-or o- phenyl t hi oam de as.,R4C( S) NH2, MS(ES+) 514

(MrH)t. WD 2004/ 060888 F;L 2003/ 14721 151

© 5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
tetrahydrofurfurylamine as R*-(CH,)m-NH, and 6-methyl-pyridine-3-carbothioamide as
R*C(S)NH,, MS(ES+) 495 (M+H)".

Example 244

10 rac-2-Methyl-5-(2-pyrazin-2-yl-thiazol-4-y1)-1-(tetrahydro-furan-2-ylmethyl)-1H-
pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
tetrahydrofurfurylamine as R>-(CH;)n~-NH; and pyrazine-2-carbothicamide as
15 R'C(S)NHa, MS(ES+) 482 (M+H)".



Exanpl e 239 rac-5-]-
(4- Met hoxy- phenyl ) -thi azol -4-yl]-2-nmethyl -I-(tetrahydr

\»@2@)&&{%988% ylmethyl)- 1H pyrrol e-3-carboxylic agffpa003014721
et hyl -hexyl)-anide 5 The title conpound was

obt ai ned using 2-ethyl -hexyl a gﬁmas Rl RZNH,

tetrahydrof urfuryl am ne as RBn} )-m NHZ and

4- met hoxyphenyl t hi oam de NH2, MS(ES+) 510
(M+H)+ Examto e 240 to Bxanfi B

rac-5-[ 2- (4- Met hoxy- phenoxynet hyl ) -t hi azol - 4-yl ] - 2- net

hyalc-ll ;12(—{/%{ o&}\pyé?ﬁﬂ ~ —L[Qgﬁcngﬁtgo%c(y Fhenyg thgzol -4-y1}-2-methyl-1H-pyrrole-3-

yl met H-pyrro @/
(2- et hyl - hexyl ) - anic@®oxr acid (2eetbdrigsyiramigds obt ai ned
usi ng 2-ethyl - hexyl ani ne as Rl RZNH,

tetrahydrofurfurylam ne as. R3-(CH2) m NHZ and
2- (4- met hoxyphenoxy) et hanet hi,oam de 15 as R4C(S) NH2,

MS(ES+) 540 (M+H) +. WD 2004 \ OSE;ES@Q/ EP2003/ 014721
-152 Exanple 241 rac-5 (
, (?-(2-Ethyl -pyridin-4-y -thiEazdI -4-yl)-2-methyl -1 -(t
et rahydro-furan-2-yl nethyl)- 4H pyrrol e-3-carboxylic
acid (2-ethyl-hexyl)-amde 5 The title conpound was
obt ai ned usi ng 2-ethyl - hexyl am ne as Rl R2NH,
5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
methoxyethylamine as R>-(CH,)-NH; and 4-methoxyphenyl thicamide as RYC(S)NH,,
MS(ES_+) 484 (M+H)*,

Example 246

10 rac-1-(2-Methoxy- ethyl)-5-(2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

| /j?@mﬁf

A

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
methoxyethylamine as R*-(CHj)-NH; and 2-(4-methoxyphenoxy)ethanethioamide as
15 R4C(S)NH2, MS(ES+) 514 (M-+H)".



tetrahydrofurfurylamne as R3-(CH2) m NH2 and
2-ethyl -4-pyridine carbothiam de as RAC(S) NH2,

w&%%&%;z@w (MrH) +. Exanpl e 242 1o PCT/EP2003/014721

3

‘16

15

( 2- Et hyl - hexyl car banmoyl ) - 5-net hyl -1 -(tetrahyd
ro-faran-2-yl nethyl)-1H pyrr. #5
2-yl)-thiazol e-2-carboxylic acrd ethyl ester rrli The
title conpound was obtain d 2- et hyl - hexyl am ne
as R R2NH, tetrahydrofurMZfe as, R3-(CH2) m NH2
and et hylthi ooxamate as RAC(S)NH21 15 MS(ESt) 476

EX&EPQ} éz %ﬁg&g’g&g@ﬁégﬁ hY15§) % é:) %ﬁ%99§{n0§$ﬁ&%1azo; -4-yl]-1H-

[ 2- (6- net hyl - pym@ieﬁ@r@wh@ arichPoethyl-Fepeyl)-amide
-1-(tetrahydro-furan-2-

yl met hyl') - 1H pyrrol e- 3-car boxyl ic acid

(2-ethyl -hexyl)-amide r ' 2,5 The title conmpound was
obt ai ned usi ng 2-et hyl - hex i ne .as. R RNH,

t et rahydr of urfuryl am ne NH2 and

6- net hyl - pyri di ne- 3-car i cgam de as  RC(S) NH2,

MB( ES+) 495 ( M+H) +. {

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
methoxyethylamme as R*-(CHy)w-NH; and 6-methyl-pyridine-3- carbothioamide as
R*C(S)NH;, MS(ES+) 469 (M+H)". :

Example 248

rac- 1-(2-Methoxy-ethy1)-2—-methy1-5-(2-pyrazin-2-y1~thiazol-4—y1)- 1H-pyrrole-3-
| carboxylic acid (2-ethyl-hexyl)-amide

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH,
methoxyethylamine as R®-(CH,)m-NH; and pyrazine-z-carbothioarnide as R'C(S)NH,,
MS(ES+) 456 (M+H)". .



Exam | ge 244 to
rac-2- Met hyl - 5- (2- pyrazi n-2-yl -thiazol -4-yl)-1-(tetrah
- n-2-yl methyl)-1H pyrrol e- 3-carboxyl i heh:

“%gﬁgyﬁy%ghexyl)-anide The title conpound was gggg?ﬁggm4n1

usi ng 2-ethyl -hexyl am ne as R R2NH,

tetrahydrofurfuryl am ne as. R3= {¥H2) m NH2 and

pyr azi ne- 2- car bot hi oam de as 15 RAC(S) NH2, MS(ES+)

482 (MrH) +. WD 2004/ 116088&pledsd03/ 014721 - 154

Exanpl e 245 rac- 1-(2-Methoxy- ethyl) -5- | .

2- (4- et hoxy- pheny] )-thi azol-4-yl] ... .

Z pb i AR Y0 G o ey ) -hiszol - 2-methyl-LEE-
(2-ethyl - hexyl ) ppidids-Garihglit adil €2-etiyphenyt)-availe

obt ai ned usi ng g-ethyl-hexylanine as R R2NH

nmet hoxyet hyl am ne as R3-(CH2) m NH2 and 4- nmet hoxyphenyl

i hi oam de as R'C(S)NH2, MS(ES+) 484 (MH)+. Exanpl e

246 i o0 4

rac- 1- (2- Met hoxy- et hyl ) - 5- %= oxy- phenoxynet hyl )
-thiazol -4-yl]-2-nmethyl -1 ‘pyrrol e-3-carboxylic acid
(2-et hyl -hexyl)-am de The tit conmpound was obt ai ned
usi ng 2-ethyl - hexyl am ne as NH

5 The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, 2-(1-
cyclohexenyl)ethylamine as R3-(CHa)m-NH; and 2-ethyl-4-pyridine carbothiamide as
" R'C(S)NH,, MS(ES+) 533 (M+H)™. |

Example 250

10 rac-5-{2-(2-Chloro-phenyl)-thiazol-4-yl]-1-furan-2-ylmethyl-2-methyl-1H-pyrrole-3-
carboxylic acid (2-ethyl-hexyl)-amide

A

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 3-
furylmethylamine as R>-(CHj)m-NH; and 2-chloro-pheny! thicamide as R *C(S)NH,,
15 MS(ESt) 510 (M+H)"™.



met hoxyet hyl am ne as R3-(CH2) m NH2 and

2- (4- nmet hoxyphenoxy) et hanet hi oam de as 15 RAC(S) NH2,
wiBokatdsssl4 (MrH) +. WO 2004/ 060888 PCT/ EP2003pOirmads/014721

- 155 Exanpl e 247

rac- 1- (2- Met hoxy- et hyl ) - 2- net 5 [2-(6-methyl-pyrid

n-3-yl)-thiazol-4-yl] -1H pyrroéle-3-carboxylic acid

(2-ethyl -hexyl)-amde 5 The, tit 5 onpound was

obt ai ned using 2-ethyl - hex&%@ﬁ?kngs R R2NH,

nethoxyethylan1ne as R3-(CH2) m NFi 2 and

E%I%&%P%I&%Eﬁ 2l [%?(é[ bR %&g%@h%) ﬁ'ﬁazoﬁﬂ%]si%hyl 1H-pyrrole-3-
rac- 1- ( 2- Met hoxy- ethp;cyrzﬂmdt Byethyd-hegrlhgmigs n- 2- y1 - t hi
azol -4-yl)-1H pyrrol e-3- carboxylic acid
(2-ethyl -hexyl)-am de The title conpound was obtai ned
usi ng 2-ethyl-hexyl am ne as-R R2NH, net hoxyet hyl am ne
as R3-(CH2) M\H2 and pyr azi -car Di oam de as
RAC(S) NH2, 15 MS(ES) 456 2004/ 060888
PCT/ EP2003/ 014721~ - 156

5 The title compound was obtained using 2-ethyl-hexylamine as R'R°NH, 3-
furylmethylamine as R*-{CH,)m-NH; and 4-methoxyphenyl thioamide as RYC(S)NHa,
MS(ES+) 506 (M+H)".

Example 252

10 rac-5 [2 (2- Ethyl—pyrldln -4-y})-thiazol- 4-y1] 1-furan-2-ylmethyl-2-methyl-1H-pyrrole-3-
' carboxyhc acid (2-ethyl- hexyl) -amide

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 3-
furylmethylamine as R*-(CH;)r-NH; and 2-ethyl-4-pyridine carbothiamide as
15 RC(S)NHg, MS(ES+) 505 (M+H)".



Exanpl e 249 rac-1.-(2-Cycl ohex- |-enyl-ethyl)-5- [ 2 -
(2-ethyl-pyridin-4-yl) -thiazol-4-yl]-2-nmethyl-1 H
“W{(,[,gll,(ﬁgs% carboxylic acid (2-ethyl-hexyl)-am geyspdhgoisri
e conpound was obtai ned using 2-ethyl - hexyl am ne

as R' R2NH, 2-(1- cycl ohexenyl 1%'1"{?%' am ne as R3-(CH2)m

NH2 and 2-et hyl -4-pyridi ne car i.am de as

RAC(S) NH2, MS(ES+) 533 (Mt X le 250 10

rac- 5-[ 2- (2- Cbl or o- phenyl ) - =4-yl1l-1-furan-2-ylm

et hyl - 2-net hyl -1 H pyrrol e-3- carboxylic acid

( t I

RS bR pcthyl 5 8 bRl oL PR S -carboyiic
furyl net hyl am ne as Rsa%l fayNRexdhemiEechl or o- phenyl

t hi oam de as RAC(S)NH2, 15 I\/S( ES) 510 (MtH)+. WO

2004/ 060888 PCT/ EP2003/ 014721 - 157 Exanple 251 rac-1

; Furan-2-yl net hyl -5-[2-(4-ng h -phenyl) t hi azol - 4-yl
]-2-nethyl-1Hpyrrol e-3- ca

(2-ethyl -he)cyl)-am de

5 The title compound was obtained using 2-ethyl-hexylamine as R'RINH, 4-
methoxybenzylamine as R*-(CH,)n-NH; and thioacetamide as R*C(S)NH;, MS(ES+) 454

(M+H)".

Example 254

10 rac-5-[2-(2-Chloro-phenyl)-thiazol-4-yl]-1- (4 -methoxy-benzyl)-2-methyl-1H-pyrrole-3-
carboxylic acid (2- ethyl~hexyl) -amide

s

haN

- The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, 4-
methoxybenzylamine as R? -(CH2)m-NH; and 2- chloro—phenyl thioamide as R*C(S)NHa,

15 MS(ES+) 550 (M+H)™.



5 The title conmpound was obtai ned using
2-et hyl - hexyl am ne as R RZNH, 3- furyl net hyl am ne as

wabi/6d0ddsm NH2 and 4- et hoxyphenyl thi oam de @gr/Ep2003/014721

10

15

RAC(S) NH2, MS(ES+) 506 (MtH)+. Exanple 252 to
rac-5-[2-(2-Ethyl -pyridin-4- Fi —th| azol -4-yl]-1-furan-
2-yl met hyl - 2- et hyl - 1H pyrro . carboxylic acid
(2-et hyl - hexyl ) -am de The t npound was obt ai ned
usi ng 2-ethyl - hexyl am ne a@%@ 3-

furyl net hyl am ne as R3- (CH2)m NH2 and

y! C -
RS EhBY ‘5%?‘? G R M 15 o
- 158 Exanpl e 253 3-car oxyhcaad (2-ethyl-hexyl)-amide
rac- 1- (4- Met hoxy- benzyl ) - 2- et hyl - 5- (2- net hyl - t hi azol -
4-yl)-1H pyrrol e-3-carboxylic acid
(2-ethyl-hexyl)-amde 5 Theftitle conmpound was
obt ai ned usi ng 2-ethyl -he ; SR R2NH, 4-
nmet hoxybenzyl am ne as R H2) m*NH2 and t hi oacet am de
as R4AC(S)NH2, MS(ES+) 454 W H) +. Exanple 254

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH3)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NHa,
MS(ES+) 546 (M+H)".

Example 256

rac-1-(4-Methoxy-benzyl)-5-{2-(4-methoxy-phenoxymethyl)-thiazol-4-yl}-2-methyl-1H-
pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

4

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH, 4-
methoxybenzylamine as R*-(CH;)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as
R*C(S)NHz, MS(ES+) 576 (M+H)".



1o
rac- 5- [2 (2- Chl oro- phenyl ) - thi azol - 4-yl ] - 1- (4- met hoxy-

-met hyl -1 Hpyrrol e-3- carboxylic acigermpi003/014721
WP?M{{L hexyl ) -am de The title conpound was o talljne

usi ng 2- et hyl - hexyl am ne as R R2ZNH, 4-
nmet hoxybenzyl am ne as R3- (CHZ)]rﬁONHZ and

2- chl or o- phenyl thi oam de %s R4§ SE NH2, 15 MS(ES+)
550 (M+H) +. WD 2004/ 060888 03/014721 -159

Exanpl e 255

B P T AL

'( 2 et hyl - hexyl )pyardlel8-carbdxglid dcid €- abytﬂmxyﬂd -anaige
obt ai ned usi ng 2-ethyl-hexylam ne as R R2NH, 4-
nmet hoxybenzyl am ne as R3-(CH2) m NH2 and

~ 4-met hoxyphenyl thi oam de RAC(S) NH2, MS(ES+) 546
(M+H) +. Exanpl e 256 to B 5rr’gb
rac-1-(4- Met hoxy- benzyl) - (A=/met hbxy- phenoxynet hyl

)-thiazol -4-yl]-2-nethyl IH- rrol e-3-carboxylic acid
(2-ethyl -hexyl)-am de The ti conmpound was obt ai ned
usi ng 2-ethyl - hexyl am ne as NH, 4-

met hoxybenzyl am ne as R3-(CH2) m NH2 and

2- (4- nmet hoxyphenoxy) et hanet hi oam de as

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 545 (M+H)".

Example 258

10 mc—1-(4—Metho;qr-benzyl)-2-’methy1—5—[2—(6-methy1-pyridin-3~y1)—thiazol—tl—yl] -1H-
pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CHj)p-NH; and 6-methyl-pyridine-3-carbothioamide as
15 RC(S)NHz, MS(ES+) 531 (M+H)™.



15 R4C(S)NH2, MS(ES+) 576 (M+H)+. WD 2004/ 060888
PCT/ EP2003/ 014721 - 160 Exanpl e 257

wo adr6hsds (2- Et hyl - pyri din-4-yl) - thi azol - 4-yl per/Ep2003/014721
-1- (4- met hoxy- benzyl ) - 2- et hyl - | H-
pyrrol e-3-carboxylic acid (2- zt -hexyl)-am de 5 The
title conpound was obtained u g -2- et hyl - hexyl am ne

as R RZNH, 4- net hoxybenzyl.am ne R3- (CH2) m NH2 and
2- et hyl - 4- pyri di ne carbothh%ﬁ@ggggi RAC( S) NH2,
MS( ES+) 545 (M+H) +. Exanple 258 10

1 G AR B W B 2 A B
(2 et hyl - hexyl ) - amadbowhea@d{l ethabhml)ra@ndas obt ai ned
usi ng 2-ethyl - hexyl am ne as R RZNH, 4- .

met hoxybenzyl am ne as R37( ) m NHZ and

6- met hyl - pyri di ne- 3- car bot am de 15 RAC(S) NH2,
M5( ES+) 531 (MtH) +. 2004/ /EP2003/ 014721
-161 Exanpl e 259

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 4-
methoxybenzylamine as R3-(CH,)pm-NH, and pyrazine-2-carbothioamide as RC(S)NH,,
MS(ES+) 518 (M+H)™. -

Example 260

10 rac-1- (3 Methoxy-propyl)-2-methyl-5-(2- methyl -thiazol-4-y1)-1H-pyrrole-3-carboxylic
ac1d (2-ethyl-hexyl)- amlde

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
methoxyethylamine as R -(CH,)m-NH, and thioacetamide as R*C(S)NH,, MS(ES+) 406

15 (M+H).



rac-1-(4-Metho), -benzyl)-2-net hyl -5-(2-pyrazin-2-yl-th

i azol -4-yl)-1H pyrrol e-3- carboxylic acid
w@2etfolsshexyl ) -anmi de 5 The title conpound wapcr/Ep2003/014721
obt ai ned usi ng 2-ethyl-hexyl am ne as R R2ZNH, 4-

met hoxybenzyl am ne as R3-(CH2) m,NH2 and

pyrazi ne- 2-car bot hi oanm de as | S)NH2, MS(ES+) 518

(MtH) +. Exanpl e 260 Jo :
rac-1-( 3- Met hoxy- propyl) - 2-@%@@%"2—%- (2-met hyl -t hi azol -
4-yl)-1Hpyrrol e-3-carboxylic acid

( | é—]é}q t OPS YoRi@itiRed H-pyrrole-
uz?cﬁ% IT% (‘Ieiiﬁé?d”h’ g?}lta;gﬁj alls4 gh 22% Hﬂdﬁi/@:?rlet hyI a%ene Y

as R3- (CH2) m NH2 aﬁw@ﬁrbwba@@tié%eﬁy xr;%

MS(ES+) 406 is (MrH) +. WD 2004/ 060888 .

PCT/ EP2003/ 014721 -162 Exanple 261 rac-5-

[ 2- (4- Met hoxy- phenyl ) -t hi azoel- 4-yl ]

- 1- ( 3- met hoxy- pr opyl )-Z-Z}t@e 1 ol e-
3-carboxylic acid (2-ethyl=¥exykh)-admde jr 5 The
title conpound was obtai hed uging 2-ethyl -hexyl am ne
as RIRZNH, «

5 The title compound was obtained using 2-ethyl-hexylamine as R'R’NH,
methoxyethylamine as R®-(CH,)m-NH, and 4-methoxyphenyl thioamide as R'C(S)NH,,
MS(ES+) 498 (M+H)".

Example 262

| rac-5-[2-(4-Methoxy-phenoxymethyl)-thiazol-4-yl]-1-(3-methoxy-propyl)-2-methyl-1H-
10 pyrrole-3- carboxyhc acid (2-ethyl-hexyl)-amide -

/@?@« -

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH,
methoxyethylamine as R3-(CHy)m-NH; and 2-(4- methoxyphenoxy) ethanethloamlde as
R*C(S)NH,, MS(ES+) 528 (M+H)+

15



nmet hoxyet hyl am ne as R3-(CH2) m NH2 and 4- et hoxyphenyl
t hi oam de as R4AC(S) NH2, MS(ES+) 498 (M+H) +. Exanpl e

W(?ﬁy% Ahéwgs- [ 2- (4- Met hoxy- DhenOXym?t hyl ) - t hi apot/Eszoydsdisr2t
'é - et hoxy-propyl)-2-methyl -1 H 10

pyrrol e-3-carboxylic acid (2- %gwyl - hexyl ) -am de The
title conpound was obtai ned using - 2-ethyl-hexylam ne
as RIR2NH, met hoxyet hyl ang. s -(CH2)" NHzZ and
2- (4- met hoxyphenoxy) et hanethi cam de as R4AC(S) NH2,
MS(ES+) 528 (MrH)+. 15 WD 2004/ 060888

PC}];/ - E% &33@1 ﬂ&%lcar‘bl@x%yl@qa[ﬂjhﬁ:ifg propyl)-5-methyl-1H-pyrrol-2-yl]-
!

_rac- rret hoxy- propyl)
- 5- msthyI-IH-pyrroF g"iﬁ? &'Hoxyl i ¢ acid
ethyl ester 5 The title conmpound was obtai ned usi ng
2-et hyl - hexyl am ne as R R2ZNH, net hoxyet hyl - am ne as

- R3- (CH2) n\NH2 and et hyl t hi og: rrate as R4C(S) NH2,
MB( ES+) 564 (M+H) +. Exanpl e/
rac-1- (3 Met hoxy- propyl) (2 pyrazin-2-yl-th
i azol -4-yl)-1H pyrroie-

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, methoxyethyl-
amine as R’-(CH,)m-NH, and ethylthiooxamate as R*C(S)NH,, MS(ES+) 564 (M+H)".

Example 264

rac-1-(3-Methoxy-propyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-
10 carboxylic acid (2-ethyl-hexyl)-amide

e

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
methoxyethylamine as R>(CH,)m-NH; and pyrazine-2-carbothioamide as R'C(S)NH,,
MS(ES+) 470 (M+H)".

15



5

10

10 carboxylic acid (2-ethyl-hexyl)-amde The title
conpound was obt ai ned usi ng 2-ethyl - hexyl am ne as

blsossdret hoxyet _hyI a_rri ne as R3-(CH2) m NH2 apgymp2003/014721
“E;?é?ﬁ%e-z-carbothloanlde as RAC(S)NH2, MS(ES+) 470

(MrH) +. 15 WD 2004/ 060888 PCT/ EP2003/ 014721 -164
Exanpl e 265 rac-5.-~2- (2-Chl ot ~phenyl ) -t hi azol - 4-yl ]

- 2-nmet hyl -1 -t hi ophen- 2-vyl h lil 5pyrrole-3-
carboxylic acid (2-ethyl -hg@ﬁﬁ%ﬁde 5 The title
conmpound was obtai ned usi ng 2-ethyl - hexyl am ne as

R 1 ' { hi_oph S _R3- i -3
21t oG RPN Al R I e g el
(MrH) +. Exanpl e 266atbexylic acid (2-ethy -hexyl)-amide

rac-5-[2-(4- Met hoxy- phenyl) -t hi azol -4-yl]-2-methyl -1 -t

hi ophen- 2-yl net hyl -1 H pyrrol e- 3-carboxylic acid

(2-ethyl-he),l)-am de The tithe conmpound was obtai ned
usi ng 2-ethyl -hexyl am ne as H, _
(am nonet hyl ) t hi ophene as R and

as £

N
4- met hoxyphenyl thioamd &/
7

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, 3-
(aminomethyl)thiophene as R’-(CH3)m-NH; and 2.-chlor0—phényl thioamide as
 RC(S)NH;, MS(ES+) 526 (M-+H)".

Exarn le 266

rac-5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-2-methyl-1 -thiophen-2-ylmethyl-1H-pyrrole-
3-carboxylic acid (2-ethyl-hexyl)-amide

oo

The title compound was obtained using 2-ethyl-hexylamine as R'R?NH, 3-
(aminomethyi)thiophene as R*-(CHj)m-NH; and 4-methoxyphenyl thicamide as

15 R'C(S)NH, MS(ES+) 522 (M+H)™.



15 RAC(S)NH2, MS(ES+) 522 (MrH) +. WD 2004/ 060888
PCT/ EP2003/ 014721 -165 Exanpl e 267
Worzﬁtﬁm'éoe{sg (4- Met hoxy- phenoxynmet hyl ) - t hi azol - 4pyi/EP2003/014721
-2-nethyl - | -thiophen-2-yl methyl - H
pyrrol e-3-carboxylic acid (2- eqshyl hexyl )-am de 5 The
title conpound was obtai ned usi'ng. 2- et hyl - hexyl am ne
as R R2NH, 3- (am nonet hylgthl g%gne as R3-(CH2) m NH2
and 2-(4- met hox) phenoxy) et am de as R4AC(S) NH2,
VB( ES+) 552 (M+H) +. Exanple 268 10
| I -
PS5 kst L Ayl %ﬁ%a%ﬁéi*?“s’%“%%.mﬂhﬂ i
(2- et hyI hexylmzrmhxaecanhmh@aqml {1-ethglorsrglurignide
obt ai ned usi ng 2-ethyl-hexyl am ne as R R2NH, 3-
(am nonet hyl ) t hi ophene as R3- (CH2) m NH2 and
2-ethyl -4-pyridi ne carbothi.am de as 15 RAC(S) NH2,
MS(ES+) 521 (M+H) +. WD 2004/ 06088 / EP2003/ 014721
- 166 O

&

-.*

5 The title compound was obtained using 2-ethyl-hexylamine as R'R?NH, 3-
(amiﬁomethyl)thiophene as R*-(CH,)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide
as R*C(S)NHz, MS(ES+) 552 (M+H)™.

Example 268

10 rac-5-]2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-2-methyl-1-thiophen-2-ylmethyl-1H-
pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH, 3-
(aminomethyl)thiophene as R*-(CHz)m-NH; and 2-ethyl-4- pyndme carbothiamide as

15 RUC(S)NH,, MS(ES+) 521 (M+H)".



Exanpl e 269 rac-1- [2-(3, 4-D net hoxy-phenyl)-ethyl]

-2-met hyl -5-(2-nmethyl -thiazol -4-yl)- i Hpyrrole-
wo Suaesyd i ¢ acid (2-ethyl-hexyl)-am de O N /péyrEpaohsn14721
~r 5 The title conmpound was obtai ned using

2-et hyl - hexyl am ne as R RZNH, , honoveratryl am ne as

R3- (CH2) m NH2 and t hi oacet ami d&0as RAC(S) NH2, MBS( ES+)

498 (MHH)+. Exanpl e 270 '%ﬁaﬁ 3

[ 2- (3, 4- D met hoxy- phenyl)

xymet hyl ) -t hi azol - 4-yl ]

25’}3[ %I % g %ﬁg%@ﬁéetﬁfmﬁ' rh&hgps 2-methyl-thiagol-4-y1)- TH-pyrrole-

usi ng 2- et hyI hexyd-satporgrlig acick(Gzeml- e?‘IYBr‘?é’O fatryl ani ne
as R3-(CH2) m NH2 and

2- (4- met hoxyphenoxy) et hanet hiy i de as 15 RAC( S) NH2,
MS( ES+) 620 (M+H) +. WD 2004/ 06 8 PCT/ EP2003/ 014721
}

[2 (4- met hoxy- pheno

-167 Exanple 271 "x).,

£

; i

5. The title compound was obtained using 2-ethyl-hexylamine as R 'R*NH,
homoveratrylamme as R*-(CH;);n-NH; and thioacetamide as REC(S)NH,, MS(ES+) 498

(M+H)".

Example 270

10 rac-1-[2-(3,4-Dimethoxy-phenyl)-ethyl]-5- [2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-
2-methyl-1H-pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

il

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH,
homoveratrylamine as R>-(CH;)m-NH; and 2-(4-methoxyphenoxy) ethanethioamide as
15 RC(S)NHg, MS(ES+) 620 (M+H)".



1- Butyl - 5-[ 2- (4- net hoxy- phenyl ) -t hi azol - 4-yl J- 2- net hyl
-l Hpyrrole-3-carboxylic acid (3-methoxy-propyl)

ﬂf&‘/ﬁ(ﬁ)sgb The title conpound was obtai ned usi @9T/EP2003/014721
W(?rethoxypropylamne as R R2NH, butylamne as R3-(CH2)m

NH2 and 4- net hoxyphenyl thi oa%ge as R4AC(S) NH2,
MS(ES+) 442 (MtH)t. Exanple

1- Butyl - 2- et hyl - 5- ( 2- pyr agi n- % -thi azol -4-yl)-1H py
rrol e-3-carboxylic acid ( 2 oxy- propyl)-am de
The title conpound was obt ai ned using

N S R P RAS RE TRA LY AR 3 bl aia

MS(ES+) 414 (MrH) +. W3-oetmxpaeegd)-POijeEP2003/ 014721
-168 Exanple 273 :
1-1sgbutyl -2-nethyl -5-(2-pyrazin-2-yl-thiazol-4-yl)-1H

-pyrrol e-3-carboxylic acid{3- nethoxy-propyl)-amde /
A NI 541\ )\ N1/AI 5 The-titl e conpound was
obt ai ned usi ng met hoxypr N s RLIR2NH,

i sobut yl am ne : i }

The title compound was obtained using methoxypropylamine as R'R*NH, butylamine as
CH;.,)m NH; and 4- methoxyphenyl thioamide as R4C(S)NH2, MS(ES+) 442 (M+H)".

Example 272

1-Butyl-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)- 1H-pyrrole-3-carboxylic acid (3~
10 . " methoxy-propyl)-amide

e %@’O

The title compound was obtained using methoxypropylamine as R'R’NH, butylamipe as
R*-(CHj)m-NH; and pyrazine-2-carbothicamide as RYC(S)NH,, MS(ES+) 414 (M+H)*.



as R3-(CH2) m NH2 and pyrazi ne- 2-car bot hi oam de as

R C(S)NH2, MS(ES+) 414 (M+H)+. Exanple 274

wWo b#rfogoseh| or o- phenyl ) -t hi azol - 4-yl ] PCT/EP2003/014721
- 1- cycl ohexyl met hyl - 2- met hyl - 1H pyrrol e-3- 10

carboxylic acid (3-nmethoxy-pr o%%) -amide s u The title
conpound was obtai ned usi ng ne Xypropyl am ne as

R R2NH, am nomet hyl cycl oh anela R3- (CH2) m NH2 and

2- chl or o- phenyl thi oani de 4 NH2, MS(ES+) 486

(MtH) +. 15 CVvO 2004/ 060888 PCT/ EP2003/ 014721 -169

Exarrgl g 21? oviazin2-yl-thiazol-4-vl)- 1H-pyrrole-3-carboxylic acid (3-
1- Gy E8RE% f%@ﬂﬁ%ﬂ?zf‘f F}EE oxg/- ﬁ”e]rﬁl/lpfrf Pki azoP-}?’-y

] -2-methyl -1 H pyrr ol eathogrroryl)-amideci d

(3-nmet hoxy-propyl)-amde 5 The title conpound was

obt ai ned usi ng net hoxypropyl am ne as R RZNH,

am nonet hyl cycl ohexane as R34 (CH2) m NH2 and

4- met hoxyphenyl thi oam de RAC(S) NH2, MS(ES+) 482
(MrH) +. Exanpl e 276 /(él $ \\7/(3

\

5 The title compound was obtained using methoxypropylamine as R'R’NH, isobutylamine
a5 R®>-(CH,) m-NH, and pyrazine-2-carbothioamide as R“C(S)NHz, MS(ES+) 414 (M+H)".

Example 274

5.[2-(2-Chloro-phenyl)-thiazol-4-yl]-1-cyclohexylmethyl-2-methyl-1H-pyrrole-3-
10 carboxylic acid (3-methoxy-propyl)-amide

The title compound was obtained using methoxypropylamine as R'R®NH,
aminomethylcyclohexane as R3-(CHy)m-NH; and 2-chioro-phenyl thicamide as

RAC(S)NH,, MS(ES+) 486 (M+H)".

15



10 1- Cycl ohexyl nmet hyl - 5-
[ 2- (4- met hoxy- phenoxynet hyl ) -t hi azol - 4-y1]

wo2eimongk - 1H pyrrol e-3-carboxylic acid PCT/EP2003/014721
(3-nmet hoxy-propyl )-am de The title conmpound was
obt ai ned usi ng et hoxypr opyl aT'éEE as R RZNH,
am nonet hyl cycl ohexane as R3-( )'m NH2 and
2- (4- met hoxyphenoxy) et haneghi ogg gf 15 as R4AC(S) NH2,
MS(ES+) 512 (M+H) +. WD 200 PCT/ EP2003/ 014721
-170 Exanple 277 '

1- | ohexyl methyls 5; [ 2-(2-€ ; LAl Ny, 1h Az 3.
SRR 12 eSSy Byt L 2tipbab Bl
( 3- met hoxy- pr opytarbamilidecd (Freethoxy-proppbmssudel was

obt ai ned usi ng et hoxypropyl am ne as R R2NH,

am nonet hyl cycl ohexane as R3-(CH2) m NH2 and

2-ethyl -4-pyridi ne carbot hiam de as R4C(S) NH2,

MS(ES+) 481 (M+H) +. Exanpfej278 t N

1- Cycl ohexyl net hyl - 2- met hyt= NngyFazi n-2-yl -t hi azol -
4-yl)-1H pyrrol e-3-car bgxyl i acid

(3- net hox) - propyl ) -am de Th itle conpound was
obt ai ned usi ng et hoxypropyl am ne as RLR2NH,

am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
pyrazi ne- 2- car bot hi oam de as

5 The title compound was obtained using methoxypropylamine as R'R*NH,
aminomethylcyclohexane as R3-(CHa)m-NH; and 4-methoxyphenyl thioamide as
RAC(S)NH;, MS(ES+) 482 (M+H)".

E}éample 276

10 1-Cyclohexylmethyl-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl] -2-methyl-1H-
pyrrole-3-carboxylic acid (3-methoxy-propyl)-amide '

I i
C 4

The title compound was obtained using methoxypropylamine as R'R*NH,
aminomethylcyclohexane as R*-(CHz)m-NH; and 2-(4-methoxyphenoxy) ethanethioamide
15 as R'C(S)NH,, MS(ES+) 512 (M+H)™.



15 RAC(S)NH2, MS(ES+) 454 (MrH) +. WD 2004/ 060888
PCT/ EP2003/ 014721 -171 Exanote 279
vy bbbt hoxy-pheny! ) - thi azol -4-y1] - 2- et hybelpklogluim
ahydro-f iran-2-ylnethyl)-1H pyrrol e-3-carboxylic
acid (3-nethoxy-propyl)-anmide 5 The title conmpound was
obt ai ned usi ng net hoxypr opyl ame as R R2NH,
t et rahydr of urfuryl am ne asa&%m NH2 and
4- met hoxypheny!l thioanm de a3 ) NH2, MS(ES+) 470
(MtH) +. Exanpl e 280 10
_5| !lﬁ%fﬁwﬁbg}%@}“ggzgggﬁﬁ%tﬁ fn)—tl-%fﬁltﬁi%x%l—éyﬁ-'ﬂ-m@ﬂl?ﬁhmﬂyrrole-fy—
yl met hyl ) - 1H pyr r alrleeglicagith Geyplethoxpgirepyl)-amide
(3-nmet hoxy-propyl )-am de The title conmpound was
obt ai ned usi ng net hoxypropyl am ne as RLR2NH,
t et rahydrof urfuryl am ne as -(CH2) m NH2 and
2- (4- met hoxyphenoxy) et han amidey 15 as RAC(S) NH2,

MS(ES+) 500 (MtH) +. WO 20 : ~PCT/ EP2003/ 014721
-172 Exanple 281 - 1

e

5 The title compound was obtained using methoxypropylamine as R'R’NH,
aminomethylcyclohexane as R*-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 481 (M-+H)". '

Example 278

10 1-Cyclohexylmethyl-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
acid (3—methoxy—pr-opyl)-‘amide

The title compound was obtained using methoxypropylamine as R'R*™NH,
aminomethylcyclohexane as R*-(CHz)m-NHz and pyrazine—2-carbothioamjde as
15 R*C(S)NHj, MS(ES+) 454 (M+H)".



1- (2- Cycl ohex- | -enyl -ethyl)-5-[2-(2-ethyl -pyridin-4-yl

)-thiazol -4-yl]-2-nmethyl-1 H pyrrol e-3-carboxylic
w@6ddobodsgTet hoxy- propyl)-anide 5 The title compeuirdesmsir2z1

obt ai ned usi ng met hoxypropyl anine as RIRZNH, 2-(1-

cycl ohexenyl ) et hyl am ne as v, CH2) m NH2 and

2-et hyl - 4-pyri di ne carbot hi anmi‘de as R4C(S) NH2,

MS(ES+) 493 (MtH) +. Exanpl 28127]7
5-[2-(2- Chl or o- phenyl ) -t hi S48 1 - 1-furan- 2-yl met hy
| -2-methyl -1 H pyrrol e-3- carboxylic acid

AR SR AR ﬂbb‘ iyl % (5B fofl Bylmetty)- 15
el

R R2NH, 3- f ppyebleet-tarbaylin acid §3-Reti @y M

2-chl oro- phenyl thioam de as RAC(S)NH2, 15 MS(ESt)
470 (M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -173
Exanpl e 283 1- Furan-2-yl neghyl -
[ 2- (4- met hoxy- phenyl ) -thi
H pyrrol e-3- carboxylic {aet

sz 2- met hyl -
hoxy pr opyl) am de

5 The title compound was obtained using methoxypropylamine as R'R*NH,
tetrahydrofurfurylamine as R®-(CH,)m-NH; and 4-methoxyphenyl thicamide as
RYC(S)NHj, MS(ES+) 470 (M+H)™.

Example 280

-

10 5-[2-(4-Methoxy-phenoxyrmethyl)-thiazol-4-yl]-2-methyl-1 -(tetrahydro-furan-2-
| ylmethyl)-1H-pyrrole-3-carboxylic acid (3-‘methoxy-propy})~amide

o 0N
ifa'as

The title compound was obtained using methoxypropylamine as R'R®NH,
tetrahydrofurfurylamine as R*-(CHy)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide
15 as RC(S)NH,, MS(ES+) 500 (M+H)". -



rCy 3 a 5 The title conmpound was obtai ned using
nmet hoxypropyl am ne as R R2NH, 3- furyl net hyl am ne as

wWeB2doGokim NH2 and 4- et hoxyphenyl thi oam de agcr/Ep2003/014721
RAC(S) NH2, MS(ES+) 466 (MrH)+. Exanple 284 10
1- Furan- 2-yl met hyl - 5-[ 2- (4=net kg?xy phenoxynet hyl) -t hi a
zol-4-yl] -2-nmethyl-1H pyrrol a3 carboxylic acid

( 3- met hoxy- propyl ) - am de T'E , rt? TEe title conpound
was obt ai ned usi ng net hoxy e as R R2NH, 3-
furyl met hyl am ne as R3-(CH2) m NH2 and

e R R385 MR e b ) el 1 1

- 174 Exanpl e @&ﬁrole -3-carboxylic acid (3-methoxy-propyl)-amide

1- (4- Met hoxy- benzyl ) - 2- net hyl --5- (2- et hyl -t hi azol - 4-vyl
)-1H pyrrol e-3-carboxylic acid

(3- et hoxy- propyl)-amde 5 TFhe title conpound was

obt ai ned usi ng net hoxypr o/{a@. i Qeia R R2NH, 4-

é |
5 The title compound was obtained using methoxypropylamine as R'R’NH, 2-(1-
cyclohexenyl)ethylamine as R3-(CH2)m-NH: and 2-ethyl-4-pyridine carbothiamide as

RAC(S)NH,, MS(ES+) 493 (M+H)".

Example 282

10 5- [2 (2-Chloro-phenyl)-thiazol-4-yl]-1-furan-2-ylmethyl-2-methyl-1H-pyrrole-3-
carboxylic acid (3-methoxy-propyl)-amide

The title compound was obtained using methoxypropylamine as R'R’NH, 3-
furylmethylamine as R3-(CHa)m-NH, and 2-chloro-phenyl thicamide as rR* C(S)NHZ,

15  MS(ES+) 470 (M+H)‘r



met hoxybenzyl ami ne as R3-(CH2) m NH2 and t hi oacet am de
as RAC(S)NHz, MS(ES+) 414 (M+H)+. Exanple 286 10

wézﬁo%mee%sm or o- phenyl ) - t hi azol - 4-yI ] - i - (4- MeteqXrRBRF721
)-2-nethyl -1H pyrrol e-3- carboxylic acid

(3 met hoxy-propyl )-am de r9 The title conpound was
obt ai ned usi ng net hoxypr opyl affhe.as R R2NH, 4-

nmet hoxybenzyl am ne as R3. - (CH2) Hz and

2-chl or o- phenyl thi oam de NH2, 15 MS(ES+)
510 (I\/H—I) +.. WD 2004/ 060888 PCT/ EP2003/ 014721 -175

r% nggzéhﬁw-&,@t(? ogzir?ﬁ 2%1;% iazol-4-yl}-2-methyl-1H-pyrrole-3-
- 2 mst hyl - 1 H pyr caabexylic a@dl(bmeyﬂlqw-mop)d) -amide
(3-nmet hoxy-propyl)-amde 5 The title conmpound was
obt ai ned usi ng net hoxypropy. | am' ne as R R2NH, 4-

nmet hoxybenzyl am ne as R3- ( ) m NH2 and
4- met hoxyphenyl thi oam d R4 506 Exanpl e
288 '

__

5 The title compound was obtained using methoxypropylamine as R'R*NH, 3-
furylmethylamine as R*-(CHg)m-NH, and 4-methoxyphenyl thioamide as R*C{S)NHa,
MS(ES+) 466 (M+H)™,

Example 284

10 1-Furan-2-ylmethyl-5-[2-(4~methoxy-phenoxymethyl)-thiazol-4-yi] -2-methyl-1H-
: pyrrole-3-carboxylic acid (3-methoxy-propyl)-amide

4

The title compound was obtained using methoxypropylamine as R'R*NH, 3-
furylmethylamine as R*-(CHy),-NH, and 2-(4-methoxyphenoxy)ethanethioamide as
15 RC(S)NH,, MS(ES+) 496 (M+H)*.



10
1- (4- Met hoxy- benzyl) - 5-[ 2- (4- net hoxy- phenoxynet hyl ) -t h

w%@é&hmﬂﬁsﬁé] -2-methyl -1 H pyrrol e-3-carboxyl i ecagirdoosois721

5

106

nmet hoxy- propyl )-am de The title conmpound was
obt ai ned usi ng nmet hoxypropyl am ne as R R2NH, 4-
nmet hoxybenzyl am ne as R37(CI—|2)|1r7‘NH2 and
2- (4- met hoxyphenoxy) et hanet hi oani as 15 RAC(S)t 1H2,
M5( ES+) 536 (M+H) +. WD 2004 CT/ EP2003/ 014721
-176 Exan'ple 289 5-[2-(?-Ethyl- pyridin-4-yl)

a Y, X nz 3. fach
R T T R G U ks o zsegporicadd
~ ~ 5 The title conﬁbm?@homqarom pmed usi ng
rret hoxypr opyl am ne as R R2ZNH, 4- net hoxybenzyl am ne as

R3- (CH2) m NH2 and 2-et hyl -4-pygri di ne carbot hi am de as
RAC(S) NH2, MS(ES+) 289 (M- . anpl e 290 10
4-[1-(4- Met hoxy-benzyl)-4-(3- “propyl car banoyl ) -
5-nmet hyl -1 Hpyrrol -2-yl ]- 4 hi azol -carboxylic acid
ethyl ester The title conpound_was obtai ned using

nmet hoxypr opyl am ne as R R2NH,

%

The title compound was obtained using methoxypropylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH;)m-NH; and thioacetamide as R*C(S)NH,, MS(ES+) 414

(M+H)".

Example 286

5-{2-(2-Chloro-phenyl)-thiazol-4-yl] -1-(4-methoxy-benzyl)-2-methyl-1H-pyrrole-3-
carboxylic acid (3-methoxy-propyl)-amide

The title compound was obfained using methoxypropylamine as R'R®NH, 4-
methoxybenzylamine as R®-(CHj)m-NH; and 2-chloro-phenyl thioamide as RIC(S)NH,,

15 MS(ES#+) 510 (M+H)™.



met hoxybenzyl am ne as R3-(CH2) m NH2 and
et hyl t hi ooxamate as RAC(S)NH2., MS(ES+) 15 472 (IVH) +.
60888 PCT/ EP2003/ 014721 - 177 Exanppgra®desso14721

Wﬁﬂig.&)‘%?hoxy- benzyl ) - 2- net hyl -

[2-(6-methyl -pyridin-3-yl)- tllgszol -4-yl] -1 Hpyrrole-

3-carboxylic acid (3-methoxy opyl)-am de 5 The title

conmpound was obtai ned usi ne ypropyl ani ne as

R R2NH, 4- net hoxybenzyl a & fl}% -(CH2) m NH2 and

6- met hyI pyri di ne- 3- car bot hi oam de as R4C(S) NH2,

) - -methyl-1H-pyrrole-3-

2 W@E%{/{P )(%{?&H{) ?ﬁ%‘)f Othg&?l?tlz |yln 22 yl -yt hi ag}é)
yI) 1H pyr r alago3ylisacisbdy mﬁ@OKH@FQP -amide

.(3 met hoxy- propyl )-am de The title conpound was

obt ai ned usi ng net hoxypropyl am ne as R R2NH, 4-

nmet hoxybenzyl am ne as R3-«{#

pyr azi ne- 2- car bot hi oami )

( MtH) +. WO 2004/ 060888 CT/<SP

NH2, 15 MS(ES) 478
3/014721 -178

S

5  The title compound was obtained using methoxypropylamine as R'R’NH, 4-
methoxybenzylamine as R}*-(CH;)m-NH, and 4- methoxyphenyl thioamide as R*C(S)NHS,.

506

- Example 288

10 i- (4—Methoxy—benzyl) -5-[2- (4—methoxy—phenoxymethyl) -thiazol-4-y1}-2-methyl-1H-
pyrrole-3-carboxylic acid (3—methoxy-propyl) -amide

f.!\
\

s
é\r

The title compound was obtained using methoxypropylamiﬁe as R'R*NH, 4-
* methoxybenzylamine as R*-(CH,)m-NH; and 2- (4-methoxyphenoxy) ethanethioamide as

15 RIC(S)NH;, MS(ES+) 536 (M+H)™,



Exanpl e 293 5- [2-, (2-Chloro-phenyl)-thiazol-4-yl]

- 2-nethyl - | -thi ophen-2-yl methyl - 1H pyrrol e-3-
wahRAkYddss acid (3-nethoxy-propyl)-anide 5 Theclriki263/014721
conmpound was obtai ned usi ng net hoxypropyl am ne as

R R2NH, 3- (am nonet hyl)thi opha as R3-(CH2) m NHZ and
2-chl or o- phenyl thioam de as ?(%(S) NH2, MS(ES+) 486

(MtH) +. Exanpl e 294 10

5-[2- (4- Met hoxy- phenyl ) -t hi aro%y‘?] 2-methyl-1-thiop
hen 2-ylmet hyl - 1H— pyrrol e-3- carboxylic acid

T BT BT Lo O ot e

(am nomet hyl ) t hi oswbﬁéy wcrds(ﬂ(r@mpm-wyﬁwmde
4- et hoxyphenyl thioanm de as 15 RAC(S) NH2, MS(ES+)
482 (M+H)+. WD 2004/ 060888 PCT/ EP2003/ 014721 - 179

Exanpl e 295 5- g
[2-.(2-Ethyl -pyridin-4- ylg
yr

] -2-nethyl -
I-thlophen 2-ylmethyl -1 H r ol - carboxylic acid
(3- met hoxy- propyl )-am de title conpound was
obt ai ned usi ng net hoxypr opyl ne as R R2NH, 3-

5 Thetitle compound was obtained using methoxypropylamine as R'R’NH, 4-
‘methoxybenzylamine as R>-(CH3)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 289 (M+H)™.

Example 290

10 4-[1-(4-Methoxy-benzyl)-4-(3-methoxy-propylcarbamoyl)-5-methyl-1H-pyrrol-2-yl] -
' thiazole-2-carboxylic acid ethyl ester

The title compound was obtained using methoxypropylamine as R'R*NH, 4-
methoxybenzylamine as R ~(CH2)m-NH; and ethylthmoxamate as R4C(S)NH2 .» MS(ES+)
15 472 (M+H)+



(am nonet hyl ) t hi ophene as R3-(CH2) m NH2 and

2-ethyl -4-pyridine carbothiam de as RAC(S) NH2,
wb@ﬁtﬁﬁtdsséfﬂ (MtH) +. Exanple 296 10 1- PCT/EP2003/014721

[ 2- (3, 4- D met hoxy- phenyl ) -ethyl]-5-[2-(4-methoxy-pheno

xymnet hyl ) -thi azol -4-yl]-2- 177 -

met hyl -1 H pyrrol e- 3- car boxyl [ ¢ ‘acid

( 3- met hoxy- propyl ) -am de T compound was

obt ai ned usi ng met hoxypr op%“g#?éﬁiéﬁas R R2NH,

hormveratryl am ne as R3-(CH2) m NH2 and

%@mé??ﬁ%m%@gﬁ /063:%'0 ?%%ﬁ}/g’g tﬁgﬁ)ﬁ H-pyrrole-

- 180 Exanpl e 297-carboxylic acid (3 Xy-propyl)-ami
4-11-,[, 2- (3, 4- Di net hoxy- phenyl ) - et hyl } - 4- ( 3- net hoxy- p
ropyl car banoyl ) - 5- net hyl - |
pyrrol -2-yl]-thiazol e-2-c
~0 5 The title compoun
met hoxypr opyl am ne as R”\ \
R3- (CH2) m NH2 and' et hyl t'hi
M5(ES+) 516 (MH) +. Exanpl

xylicge@acid ethyl ester P
hed usi ng _
onover atryl am ne as

5 The title compound was obtained using methoxypropylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH,)m-NH; and 6-methyi-pyridine-3-carbothioamide as
RIC(S)NH;, MS(ES+) 491 (M+H)™. -

Example 292

10 1-(4-Methoxy-benzyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
| acid (3~methoxy—propyl)-_amide

The title compound was obtained using methoxypropylamine as R'R®NH, 4-
methoxybenzylamine as R>-(CH3)m-NH; and pyrazine-2-carbothioamide as R*C(S)NHS,,
15 MS(ES+) 478 (M-+H)™. ' '



10
1- Cycl ohexyl met hyl - 5- [ 2- (4- met hoxy- phenyl ) - t hi azol - 4-y
wd 2009040dhy| - | H-pyrrol e-3- carboxylic acid  pcT/EP2003/014721
nmor pholin-4-ylamide | | The title conmpound was
obt ai ned usi ng 1-am no- nor phol % as R R2NH,
)

am nonet hyl cycl ohexane as m NH2 and
4- met hoxyphenyl t hi oam de C(S)NH2, Ms5( 1 SP) '
495. 3 (M+H) +. WD 2004/ 0608 003/014721 - 181

Exan'pl e 299 et hyI 5- [2-(4-m et hoxy- phenyl

e
t| tle conmpound vvaearbxbwh¢ m@l(-’umﬂﬁ@)x]l"mﬁ?ﬂbaml@mrl di ne

as RIR2NH, ami nonet hyl cycl ohexane as R3-(CH2),n NH2
and 4-nmet hoxyphenyl thioam de as RAC(S)NH2, MS(| SP)

493. 4 (MrH)+. Exanple 300 .
B Y@
B Y A |
© &

5 The title compound was obtained using methoxypropylamine as R'R’NH, 3-
(aminomethyl)thiophene as R%-(CH,)n-NH; and 2-chloro-phenyl thioamide as
R'C(S)NH,, MS(ES+) 486 (M+H)".

Example 294

10 5-{2-(4- Methoxy phenyl)-thlazol -4-yl}-2- methyl 1-thiophen-2-ylmethyl-1H-pyrrole-3-
' carboxylic acid (3- methoxy—propyl) -amide

The title compound was obtained using methoxypropylamine as R'R®NH, 3-
(aminomethyl)thiophene as R®-(CH,)iy-NH, and 4—methoxyphenyl thicamide as
15 RiC(S)NHy, MS(ES+) 482 (M+H)".



10 1- (4-Chloro-phenyl) -5-
2- (4=net hoxy phenyl)-thiazol -4-y1 J -2-nethyl -

r - carboxylic acid butylamde I N /Pc’r/EPgos/mnzl
\vﬁ%&%mm@{e conmpound was obtai ned usi ng butylam ne as

R1IR2NH, 4-chl oroaniline as R3-_(CH2)m NH2 and

4- met hoxyphenyl thi oam de as B4 S)NH2, Ms5(1SP) 480. 3
(MtH) +. 15 WD 2004/ 060888 PCT/ EE;gQOS/ 014721 -182
Exanpl e 301 1-Cycl ohexyl ne

[ 2- (4- et hoxy- phenyl) t hi azol - 4-yl]

(% ffid %Iﬁ’ghgﬁl‘ l{]-gl% f?‘x;)iol %aﬂz@%%fﬁigl 9‘121‘11ﬁ%h n'glc%er%lgl 1H-pyrrole-3-

obt ai ned usi ng 3caar FeXy-rasthpiharopgl) RORN
am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
4- met hoxyphenyl thioam de as R4C(S) NH2, I\/IS(I SP) 546.3

(MtH) +. Exanpl e 302 10 1- Q/ Iohexyl net hyl -
[ 2- (4- et hoxy- phenyl ) - th y4-y -2- mathyl-
H pyrrol e-3- carboxyl i c - phenyl ) - am de

5 The title compound was obtained using methoxypropylamine as R'R’NH, 3-
(aminomethyl)thiophene as R>-(CHz)m-NH, and 2-ethyl-4-pyridine carbothiamide as
RYC(S)NH,, MS(ES+) 481 (M+H)".

Example 296

10 1-[2-(3,4-Dimethoxy-phenyl)-ethyl]-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl] -2~
- methyl-1H-pyrrole-3-carboxylic acid (3-meth0xy-propyl)—amide

oo

The title compound was obtained using methoxypropylamine as R'R*NH,
homoveratrylamine as R’-(CH,)n-NH, and 2-(4- methoxyphenoxy)ethanethloamzde as
15 RC(S)NHz, MS(ES+) 580 (M+H)™,



O The title conmpound was obtai ned using
2-nitroaniline as RIRZNH, am nonet hyl cycl ohexane as
= NH2 and 4- met hoxyphenyl thioam de a .

W  MB(1SP) 531.3 (MH) +. WO 2004/ e L T

PCT/ EP2003/ 014721 - 183 Exan'pl e 303

1- Cycl ohexyl net hyl - 180

2- (4- met hoxy- phenyl) th| azal - )f ; - 2- net hyl -

H pyrrol e-3- carboxylic acisampe

(4 trifl uororrethyl phenyl)-am de 5 The title conpound

Hgﬁ%ﬁ@ ﬁ]@ﬁg;ggﬂgﬁ)agtﬁnﬁ%?@é’% %Ellzplrl A a?ﬁamoy%zgl ~methyl-1H-

4 mat hoxy pheny |pytol-@atiji-théazake-2-RdGoH)iNHEZid dlsd e8E) 554. 3
(MtH) +. Exanple 304 to N -{

1- Cycl ohexyl net hyl - 5-[ 2- ( 4-
l]1-2-methyl-1H pyrrol e-3-
car bonyl ] - hydr azi necar boxjy| 4
title conpound was obt ai hed
R R2NH, am nonet hyl cycl ohe)
4- met hoxyphenyl t hi oam de
497. 4 (M+H) +.

hoxy- phenyl ) - t hi azol - 4-y

lacjdgethyl ester. The

i hg—erhyl carbazate as
ne as R3-(CH2) m NH2 and
15 R C(S)NH2, MS(1SP)

5 The title compound was obtained using methoxypropylamine as R'R’*NH,
homoveratrylamine as R’-(CH;,)n-NH, and ethylthiooxamate as R*C(S)NHj, MS(ES+)

516 (M-+H)".

Example 298

10 1-Cyclohexylmethyl-5-(2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- 1H-pyrrole-3-
carboxylic acid morpholin-4-ylamide

O

]
/O

The title compound was obtained using 1- arﬁino-morphoiine as R'R*NH,
aminomethylcyclohexane as R*-(CH,)-NH; and 4- methoxyphenyl thioamide as
15 R‘*C(S)NHz, MS(ISP) 495.3 (M+H)".



WD 2004/ 060888 PCT/ EP2003/ 014721 -184 Exanple 305

1- Cycl ohexyl net hyl - 5-[ 2- (4- net hoxy- phenyl ) -t hi azol - 4-y
wblndsdteiday! - 1H-pyrrol e-3- carboxylic acid  pcrEP2003/014721

pyridin-2-ylmethyl)-anmide 5 The title conpound was

obt ai ned usi ng 2-(am nonet hyl ridine as R R2NH,

am nonet hyl cycl ohexane as RSI} )m NH2 and

4- met hoxyphenyl thi oani de as 4C(S) NH2, MS(1SP) 501.3

(M+H) +. Exanpl e 306 10 B>

1- Cycl ohexyl met hyl - 5-[ 2- (4- met hoxy- phenyl ) -t hi azol - 4-y

1] -2-methyl - b pys ¥ plesBs, C 12 So1aCifla- -1H-pyrrole-3-
R RRa L  pE e  b  2E2 methy Lpy

obt ai ned usi ng 4- clspbewlitfcid piperidin - Homide

am nonet hyl cycl ohexane as R3-(CH2) m NH2 and

4- met hoxyphenyl thi oam.de as RAC( S) NH2, M5(1 SP)

520.3 (M+H) +. WD 2004/ 660888 / EP2003/ 014721 - 185
Exanpl e 307 1- Cycl ohexyl met hyty 5-

[ 2- (4- met hoxy- phenyl ) -t hi azo ¥

-2-methyl -1 H pyrrol e- 3-

5 The title compound was obtained using 1-amino-piperidine as R'R’NH,
aminomethylcyclohexane as R>-(CHz)m-NH; and 4-methoxyphenyl thioamide as
RAC(S)NH,, MS(ISP) 493.4 (M+H)™.

Example 300

10 1-(4-Chloro-phenyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-
carboxylic acid butylamide

" The title compound was obtained using butylamine as R'R?NH, 4-chloroaniline as R’
(CHz)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 480.3 (M+H)".

15



carboxylic acid (3,4-dichloro-phenyl)-amde 5 The

title conpound was obtai ned using 3,4-dichloroaniline

o 20042ddss ani nonet hyl cycl ohexane as R3-(C|—|2)pnm003,014721
and 4-nmet hoxyphenyl thioam de as R4AC(S)NH2, MS(I SP)

554.3 (M+H) +. Exanple 308 1o

rwe- | - Cycl ohexyl met hyl - 5-[ 2- (4- %t hoxy- phenyl ) -t hi azol
-4-yl']-2-methyl -1 Hpyrrol e xylic acid

sec-butyl am de The title coﬁr%%ﬁ%g@vas obt ai ned usi ng
sec-butyl am ne as R R2ZNH, am nonet hyl cycl ohexane-as

ract SR P E@h%ﬂi%a‘ij@g‘@“%mﬂﬁ? D8 Rg P pymrole:
PCT/ EP2003/ 014721rbox>115@c@<(é igneglyaxy phenyl)-amide

1- Cycl ohexyl net 4yl - 5- [ 2- ( 4- rret hoxy- phenyl ) -thi azol - 4-y

'] -2-methyl-1Hpyrrol -3- yI}

mor phol i n-4-yl - met hanone{ 75 The title compound was

obt ai ned usi ng nor phol i né_as, R R2NH
ani nonet hyl cycl ohexane as R3S (CH2
4- met hoxyphenyl thi oam de a

(M-H) +.

5 The title compound was obtained using 3,4-dimethoxy aniline as R'R®*NH,
aminomethylcyclohexane as R*-(CH,);,-NH; and 4-methoxyphenyl thioamide as
R'C(S)NH,, MS(ISP) 546.3 (M+H)".

Example 302

10 1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid (2-nitro-phenyl)-amide

PI\"“I\V\@"\
-&%{q

The title compound was obtained using 2-nitroaniline as R'R*NH,
aminomethylcyclohexane as R’-(CH,)m-NH; and 4-methoxyphenyl thloamzde as
15 R'C(S)NHy, MS(ISP) 531.3 (M+H)".



Exanpl e 310 10 5- Met hyl -i soxazol e- 3-carboxylic acid
N -{ 1-cycl ohexyl nethyl -5-[2-(4-mnmethoxy-phenyl) -

yl]
W(S gﬂo‘i‘%p?«ﬁsf | H pyrrol e-3-car bonyl }- hydr azi de. PEﬁIEP%%Oém“nl

title conpound was obt ai ned using

5- net hyl i soxazol e- 3-car bohydré%f? de as R R2NH,

am nonet hyl cycl ohexane as R NH2 and

4- et hoxyphenyl thi oam de &=35=R4C(S) NH2, NM5( 1 SP)
534.3 (I\/H—I)+ WO 2004/ 060888 PCT/ EP2003/ 014721 - 187

. Exa
(i Ey R bR A (e -mhspT ey FopRg i pymole-3
yI ]-2- et hyl - Idakbayyhmc;dsééytr}ﬂuoromethyl phenyl)-amide
pi peridin-I-yl-methanone. o0' 5 The title conpound was
obt ai ned using piperidine as R R2NH,
am nonet hyl cycl ohexane: as .R3- (CH2) m NH2 and
4- et hoxypheny! t hi oani d s RAC(S)NH2, M5(1SP) 478.3
(MrH) +. Exanple 312 10 o,
5-[2- (4- Met hoxy- phenyl ) -t hi \-34@] -2-nmet hyl -1 - phene
thyl -1 H pyrrol e-3-carboxy|©) ' '

5 The title compound was obtained using 4-trifluoromethylaniline as R'R*NH,
aminbmethylcyclohexane as R?-(CH,)n-NH; and 4-methoxyphenyl thicamide as
RIC(S)NH,, MS(ISP) 554.3 (M+H)™.

Example 304

10 N'-{1-Cyclohexylmethyl-5- [2-(4-methoxy-phenyl)-thiazol-4-yl}-2-methyl-1H-pyrrole-3-
| carbonyl}-hydrazinecarboxylic acid ethyl ester.

Y

a

o !T\ \S’OA\
ﬁl&,

The title compound was obtained using ethyl carbazate as R'R’NH,
aminomethylcyclohexane as R*-(CHp)-NH; and 4-methoxyphenyl thioamide as
15 R*C(S)NH, MS(ISP) 497.4 (M+H)".



acid butylam de The title conpound was obtai ned using
butyl am ne as R RZNH, phenet hyl am ne as R3- (CH2) m NH2
WQ%‘“@' ﬁghoxyphenyl t hi oam de as RAC(S) NH2, MRt} ERbo3/014721

MH) + 15 WO 2004/ 060888 PCT/ EP2003/ 014721

-188 Exanple 313 1-(2,C, .

ycl ohexyl -et hyl)-5-[2- (4- et h01>§§i phenyl ) -thi azol - 4-yl ]

-2-nmet hyl -1 H pyrrol e-3- carboxylic_ acid butylam de 5

The title conpound was obt@i‘—%él—é@-ﬁng but yl am ne as

R R2NH, 2-cycl ohexyl - et hyl am ne as R3-(CH2) m NH2 and

4NHEF§{)?O %%%gbg%in %g?%s Cﬁeﬁ%’fﬁ%ﬁ‘%&/ﬁu ?@@ﬂl%@l Byrrole-3-

[ 2- (4- met hoxy- phearpbyplic hiid £pyridinyp-ylmethyl)- amlde

-2-met hyl -1 H pyrrol e-3- carboxylic acid butylam de The
title conpound was obtai ned using butyl am ne as

R R2NH, 3, 5-di met hyl benzyl ami ne 15 as R3-(CH2) m NH2
and 4- nmet hoxyphenyl thi as R4C( S) NH2, M5(1 SP)
488. 3 ) S

5 - The title compound was obtained using 2-(aminomethyl)pyridine as R'R’NH,
aminomethylcyclohexane as R*(CHz)m-NH; and 4-methoxyphenyl thioamide as
‘R*C(S)NH,, MS(ISP) 501.3 (M+H)".

Example 306

10 1- Cydohexylmethyl -5-[2-(4-methoxy- phenyl) -thiazol-4-yl]-2-methyl-1H-pyrrole-3-
~ carboxylic acid (4-chloro-phenyl)-amide

The title compound was obtained using 4-chloro-aniline as R'R*NH,
aminomethylcyclohexane as R*-(CHa)-NH; and 4-methoxyphenyl thioamide as
15 R'C(S)NH,, MS(ISP) 520.3 (M+H)™.



(MrHt. WO 2004/ 060888 PCT/ EP2003/ 014721 -189 Exanple
315 1-Cy, clohexyl nethyl -

ggt hoxy- phenyl ) - t hi azol 4-yl] PCT/EP2003/014721
Wd%m“(/&toh | -1H pyrrol e-3- carboxylic acid phenyl am de 5

The t|t| e conmpound was obt ai ngd using aniline as
R R2NH, am nonet hyl cycl ohexan&® R3- (CH2) m NH2 and
4- met hoxyphenyl t hi oam de Bs R4q0§) NH2, MS(1SP) 486. 4.
(MH—I) +. Exanple 316

[ 2- (4- Met hoxy- phenyl ) -t hi azol -4-yl] -2-nethyl -

iR e st

’ butyl ani ne as Rcibbiglicacidiasydiduioyd- almrﬁlé 3@%1 €R3- (CH2) m
NH2 and 4- met hoxyphenyl thioam de as R4C(S) NH2,
MS(1 SP) 502.3 (M+H)+. WD 2004/ 060888 PCT/ EP2003/ 014721
-190 Exanple 317 1-(1-E I-pyrrol i di n-2-yl net hyl)-5-

[ 2- (4- et hoxy- phenyl ) -t zpl -4-yl ] -2 met hyl - | H
pyrrol e-3-carboxylic acid bﬁly)%

5 The title compound was obtained using 3,4- dichloroaniline as R'R*NH,
aminomethylcyclohexane as R?-(CH3)m-NH; and 4- methoxyphenyl thioamide as
R*C(S)NH;, MS(ISP) 554.3 (M+H)",

Example 308

1o rac-l- Cyclohexylmethyl-5-[2-(4- methoxy—phenyl) -thiazo}-4-y1}-2-methyl-1H-pyrrole-3-
carboxylic acid sec- butylarmde

2
o [ \ \W\
ﬁiﬁ

The title compound was obtained using sec-butylamine as R'R*NH,
aminomethylcyclohiexane as R3.(CH;)m-NH; and 4-methoxyphenyl thioamide as
15 RIC(S)NH,, MS(ISP) 466.4 (M+H)".



"?1 5 The tide conpound was obtai ned using butyl am ne
as R R2ZNH, 2-(am nonethyl)-I1- ethyl pyrrolidine as
= ( NH2 and 4- et hoxyphenyl thi oam de .

“ﬁ&’% TTNE(1I'SP) 481, 3 (ML) +. Exanpl e 318G REP2N0S014T2I
1: Cycl ohexyl net hyl - 5-[ 2- (4-1 net hoxy- phenyl ) -thi azol -
yl]-2-nmet hyl - 1H pyrrol e- 3- ca'r}@éXyI ic acid am de The
title conpound was obt ai ned, usi

am nonet hyl cycl ohexane as %@i@@ﬂ%}% NHZ and

4- et hoxyphenyl thi oam de as C(S)NH2, M5(ISP) 410.3

(Exl\ﬁ}n—%;%ol%%g&gh%egﬂ[{?g (§:§0k y-p /er%%g%l 09-]4w)lli-%gmethyﬂ?ﬁ pyrrol-3-yl}-

5--[ 2- (4- Met hoxy- pheny|merpholae éiyl-dagjitnoge.net hyl -1 - (2- no
rphol i n-4-yl -ethyl)-1H pyrrol e- 3-carboxylic acid
butylam de 5 The title conpound was obtai ned using
butyl am ne as R R2NH, 4-(2-.am noet hyl) norpholine as
R3- (CH2) m NH2 and 4-neth he' nyl __t hi oam de as

R4C( S) NH2, MS(I SP) 483. 3 AT

5 The title compound was obtained using morpholine as R'R*NH, aminomethylcyclohexane
as R*~(CH;)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 480.3
-(M+H_)+.

Example 310

10 5-Methyl-isoxazole-3-carboxylic acid N'-{1-cyclohexylmethyl-5-{2-(4-methoxy-phenyl)-
thiazol-4-yl}-2-methyl- 1H—pyrrole-3—c.arbonyl} -hydrazide.

3%@*

The title compound was obtained using 5-methylisoxazole-3-carbohydrazide as R'R’NH,
aminomethylcyclohexane as R®-(CH3)m-NH; and 4- methoxyphenyl thloamlde as
15 R'C(S)NH;, MS(ISP) 534.3 (M+H)*,



Exanpl e 320 10

1- Cycl ohexyl net hyl - 5-[ 2- (4- net hoxy- phenyl ) -t hi azol - 4-y
-2-pet hyl - | Hpyrrol e-3- carboxylic acid 3901

W(prﬂéﬁtﬂ yl -t hi azol -2-yl)-am de The title Conpggﬁfgpaggmum

obt ai ned usi ng 2-am no-4-nethylthiazole as R R2NH,

ani nonet hyl cycl ohexane as R3: {&H2) m NH2 and

4- met hoxyphenyl thioanide as is RAC(S)NH2, MS(1 SP)

507.3 (M+H) +. WD 2004/ 06088Rmpted #p2003/ 014721 - 192

Exanpl e 321 1-(3- Met hoxy-benzyl) - 5-

[ 2- (4: et hoxy- phenyl ) -t hi azo] - 4-yl , T8 2 L.
- iiahgrimettph Srigy eaeolf Bhery D bidek 4rvlca ety dE-grrol-3
The title conpound wagipetitiai-hgbmetiangndut yl am ne as

R R2NH, 3- net hoxybenzyl am ne as R3-(CH2) m NH2 and

4- met hoxyphenyl thi oam de as RAC(S)NH2, M5(1SP) 490. 3

(MtH) +. Exanpl e 322

1- (3, 5-Di chl or o- benzyl )@. b- (4- hoxy- phenyl ) -t hi azo
| -4-yl'] -2-nethyl-1H pyrrol €33,2Q Jcarboxylic acid
butyl am de The ti-tle corrpwﬁ s obtai ned usi ng

butyl ami ne as R R2NH, 3,5 chl oroaniline as R3-
- (CH2) m NH2 and 4- net hoxyphenyl thioam de as R4C(S) NH2,
M5(1SP) 528.2 (MtH)t.

5 The title compound was obtained using piperidine as R'R®NH, aminomethylcyclohexane
as R*-(CH;)m-NH; and 4-methoxyphenyl thicamide as R*C(S)NH;, MS(ISP) 478.3
(M+H)™.

Example 312

10 5- [2-(4—M_ethoxy-phenyl)-thia‘zol—4-y1]—2-methyl-l~phenethy1—IH-pyrrole-3—carboxylic
acid butylamide

The title compound was obtained using butylamine as R RZNI—I, phenethylainine as R*-
(CHz)m-NH; and 4-methoxyphenyl thicamide as R*C(S)NH,, MS(ISP) 474.3 (M+H)™.

15



WD 2004/ 060888 PCT/ EP2003/ 014721 -193 Exanple 323
1-1 ndan- 2-y1-5-[ 2- (4- met hoxy- phenyl ) -t hi azol - 4-yl ]

225 ke 1H-pyrrol e-3-carboxylic acid butylgmgeossois721
Wé?zllﬁglb{l?ét%e conmpound was obtai ned usi ng butylam ne as

RI R2ZNH, 2-am noi ndane as R3- ( ) M\H2 and

4- met hoxyphenyl thi oam de as S)NH2, M5S(I| SP) 486. 4
(MtH) +. Exanpl e 324 _ :

1- Oycl ohexyl net hyl - 5- [ 2- (4 5482R5A2 pheny! ) - t hi azol - 4-y
] -2-nmethyl-1H pyrrol e-3- 10 carboxylic acid

i din 2 viam de 2. The ti _ o
Lo i re R e ol R HRNE MR Ayl
ani nonet hyl cycl ohexanecaasoxic ¢@tbymiankde and

4- met hoxyphenyl thioam de as RA4C(S)NH2, MS(|SP) 488.3
(M:H) +. 15 WD 2004/ 060888 PCT/ EP2003/ 014721 -194

The title compound was obtained using butylamine as R'R*NH, 2-cyclohexyl-ethylamine
as R*~(CHy)m-NH; and 4-methoxyphenyl thicamide as R*C(S)NHz, MS(ISP) 4804

(M+H)™.

10 | . Example 314

1~(3,5-Dimethy1—benzyl)—5-[2-(4-methoxy—phenyl)-th'iazol-4—y1]-2-methyl—1H-pyrrole—3—
~ carboxylic acid butylamide

The title compound was obtained using butylamine as R'R*NH, 3,5-dimethylbenzylamine
15 as R-(CHy)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NH, MS(ISP) 488.3

(M+I—I)+._



Exanpl e 325 1-(3, 4- D hydr oxy- benzyl ) -5-
[ 2- (4- met hoxy- phenyl ) - t hi azol - 4-yl ]

woﬁoﬁﬁsbd%)f' | B pyrrol e- 3-carboxylic acid butyr@meeosfi472i
he title conpound was obtai ned using butyl am ne as
R R2NH, 3, 4- di hydr oxybenzyl allggne as R3-(CH2) m NH2 and
4- met hoxyphenyl thi oam de as AC(S) NH2, MS(1SP) 492.3

(MtH) +. Exanpl e 326 10

B- [ 2- (4- Met hoxy- phenyl ) - t FHEBRE3R v 1. 2- net hyl -1 - ( 3- pi
peri di n-1-yl -pr opyl) 1H pyrrol e- 3-carboxylic acid
’ tH39-1H-pyrrole-3-
e 20T iy rﬁ%ﬂgﬂ“ﬁ ﬁﬁﬁgﬁ%%li%?ﬁ?mﬁﬁem o

R3- (CH2) m NH2 and 4- easboa e #PEEN de as

RAC(S) NH2, MS(|SP) 495.4 15 (I\/H—|)+ WD 2004/ 060888

PCT/ EP2003/ 014721 - 195 Exarr‘pl e 327 ne-1:

Cycl ohexyl net hyl -

[ 2- (4- met hoxy- phenyl ) -t 0 yI]

-2-nmet hyl - 1H pyrrol e- 3- ﬂ]%l aci d

(5- hydr oxy- 2, 2, 6- trlmsthyl- Y% hexyl nmet hyl ) -am de 5
The title conpound was ob I ned using

- am nonet hyl cycl ohexane as R3- (CH2) m NH2 and
5 Thetitle compound was obtained using aniline as R'R’NH, aminomethylcyclohexane as

R (CHz)m-NHZ and 4-methoxyphenyl thicamide as R*C(S)NH;, MS(ISP) 486.4 (M+H)™.

Example 316

5.[2-(4-Methoxy-phenyl)-thiazol-4-y1]-2-methyl-1- (4-phenyl- butyl) -1H-pyrrole-3-
carboxylic acid butylamide

§

The title compound was obtained using butylamine as R!R*NH, 4-phenylbutylamine as
R*-(CHy)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NHz, MS(ISP) 502.3 (M+H)+._

10



4- met hoxyphenyl thioam de as RAC(S)NH2, MS(I SP) 564.4
(M+H) +. Exanpl e 328 5-

wo tfidRkRoxy- phenyl) -t hi azol - 4-yl ] - 2- met hyl - | p¢Brbiobibi14721

uor onmet hoxy- benzyl )-1H 10 pyrrol e-3-carboxylic acid
butylam de Fk , The title conmpound was obtai ned using
butyl ani ne as R R2NH, 3- -190-
(trifluorometho)cy)benzyl angj ne a -(CH2) m NH2 and
4- met hoxyphenyl t hi oam de
(MtH) +. 15 WO 2004/ 060888 PCT/ EP2003/ 014721 -196

[T

A ) NH2, MS(ISP) 544. 4

329

Exa - 2 ) (7. _ _thjazol-4-y1}-2-methyl-1H-
S Rb R RE R mey h 2 o phe e A T
or-onet hoxy- benzyl ) -pyttole§cabbedis addbbsamide aci d

butyl am de 5 The titl e conpound was obtai ned using

butyl am ne as R RZNH, 4:

(trifluorometho)cy)benzylam.ne as R3-(CH2) m NH2 and
4- et hoxyphenyl thi oani de a ! \R4C( NH2, MS(1SP) 544.3
TR _

(M+rH) +. Exanpl e 330

o4

N

5 The title compound was obtained using butylamine as R'R*NH, 2-(aminomethyi}-1-

_10

13

ethylpyrrolidine as R3-(CH,)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NH;,
MS(ISP) 481.3 (M+H)™.

Exam le 318

-

1-Cyclohexylmethyl-5- [2-(4-methoxy-phenyl) ~thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid amide

The title compound was obtained using aminomethylcyclohexane as R¥-(CHy)m-NH; and
4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 410.3 (M+H)".



10

5-[2- (4- Met hoxy- phenyl ) -thiazol -4-yl]-2-nethyl-1-(3-ne
wd ¥l odobésophen- 2-yl met hyl ) - 1H- pyrrol e- 3- car bpgwkPmos/14721

acid butylamde rla The title conpound was obt ai ned

usi ng butylam ne as R RZNH, (f9 met hyl -

t hi enyl ) met hyl am ne as R3-(Cl - 112)le -12 and

4- met hoxyphenyl t hi oam de %E_E%%_%DNHZ 15 M5( | SP)

480. 3 (M+H) +. WD 2004/ 060 2003/ 014721 - 197

Exanpl e 331 5-

& %% gﬁ %B@ﬁfhéﬂ?g ri}ﬁaiol-tzlh rlgé%eﬂ’l}f}(hl(z%@hbﬁﬁ—ﬂly{(eﬁ'ryﬁ])' tH-pyrrole-

‘ r oxy | C g | am de
The title conpound was2Btox ﬁé"‘ Ut yl ami ne as
R R22NH, 4-nitrobenzyl am ne as R3 (CH2) n, -NH2 and
4- met hoxyphenyl thi oam de as RAC( S) NH2 I\/IS(ISP) 505. 4
(MrH) +. Exanpl e 332 1-Eenzhydryl - [

2- (4- met hoxy- phenyl ) -thi azé - I 2- met hyl - |

H pyrrol e-3-carboxylic 10 agidbutyl ani de The title
conpound was obtai ned usi ng {butyl am ne as R R2NH,
benzhydryl am ne as R3-

5 The title compound was obtained using butylamine as R TRINH, 4-(2-
ammoethyl)morpholme as R*-(CH:)w-NH, and 4- methoxyphenyl thioamide as
RC(S)NH,, MS(ISP) 483.3 (M+H)".

Example 320

10 1- Cyclohexylmethyl -5-[2-(4- methoxy-phenyl) -thiazol-4-yl}-2-methyl-1H-pyrrole-3-
carboxylic ac1d (4- methylwthlazol 2-yl) -amide

The title compound was obtained using 2-amino-4-methylthiazole as R'R’NH,
aminomethylcyclohexane as R’-(CH;)m-NH; and 4-methoxyphenyl thioamide as
15 RC(S)NH,, MS(ISP) 507.3 (M+H)".



(CH2) m NH2 and 4- met hoxyphenyl thioam de as RAC(S) NH2,
MB(I SP) 536.4 (M+H)+. WD 2004/ 060888 PCT/ EP2003/ 014721

le 33
WEHEIBE. (574 et hoxy- phenyl ) - thi azol - 4- y1 §CYERREMT

| -1 H-pyrrol e-3-carboxylic acid, butylamde 5 The title
conpound was obt ai ned usi ng bU%%Zi am ne as. R R2NH,

benzyl am ne as R3- (CH2)m aTd 4- met hoxyphenyl
t hi oam de as RAC(S) NH2, NB(%M 3 (MH) +. Exanpl e
334 5- [ 2-(4-Metho), phenyl) -th| azol -4-y1]

ol gﬁ@&keﬂa@“&% A GRS R Y R e yerole -

obt ai ned usi ng but yl antarbomgiic Rﬁx&hhﬁlamlde

2-(2-am noet hyl ) pyridine as R3-(CH2) m NH2 and

4- met hoxyphenyl thioam de as RAC(S)NH2, M5(1SP) 475.3
(M+H) +. 15 WD 2004/ 060888—\_\CT/ EP2003/ 014721 -199

Exanpl e 335
i

-0

5 The title compound was obtained using butylamine as R'R?NH, 3-methoxybenzylamine as
R>-(CHj)w-NH; and 4-methoxyphenyl thioamide as R'C(S)NH,, MS(ISP) 490.3 (M+H)".

Example 322

1-(3,5~ chhloro—benzyl) -5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
10 carboxylic acid butylamide

.
1ot

The title compound was obtained using butylamine as RIR*NH, 3,5-dichloroaniline as R>-
(CHa)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NHz, MS(ISP) 528.2 (M+H)+.



{
1- Gycl ohexyl net hyl - 5-[ 2- (4- net hoxy- phenyl ) -t hi azol - 4-y

wobbhooRemms hyl - | H pyrrol -3-yl}- pyrrolidin- PCT/EP2003/014721

10

15

| -yl -met hanone 01 5 The title conpound was obtai ned
usi ng pyrrolidine as R RZNH,_ g _nonet hyl cycl ohexane
as R3-(CH2) m NH2 and 4- net hoxyphenyl thi oam de as
RAC(S) NH2, MS(ISP) 464.3 tanaExanpl e 336 10
1- Cycl ohexyl net hyl - ﬁéﬁﬁ%:ﬁ@
[2 (3, 4- dinethoxy phenyl ) -t hi azol - 4-yl ]
rEPaglbi/-k_p He(ﬂll %he A5 R1IAC BLiHeBUIL VM 3P fiffe- TR boxylic
otin talned usi ng butyl am ne as
R R2NH anlnonethylcycloﬁé%ﬁﬂﬁﬂ €R3- (CH2) m NH2 and
3, 47di met hoxypheny!l thioam de as R4C(S) NH2, MS(| SP)
496.4 is (MtH) +. WO 2004/ 060888 PCT/ EP2003/ 014721
-200 Exanple 337 1-Cy, ',
cl ohexyl net hyl - 5-[ 2- ( 2- net hg -ohiwwl)¥thiazol-4-yll-2
-nmet hyl -1 H pyrrol e-3- carboxylg aci d butyl anmide 5 The
title conpound was obtai ned {Usi ng butyl am ne as
R R2NH, ami nonet hyl cycl ohexang

The title compound was obtained using butylamine as R'R*NH, 2-aminoindane as R’-
(CH,)w-NH, and 4-methoxyphenyl thioamide as R"‘C(S)NH;, MS(ISP) 486.4 (M+H)".

Example 324

| 1~CYc10hexylmethyl—5~[2~(4-methoxy—phenyl)-thiazol-4-y1] -2-methyl-1H-pyrrole-3-
carboxylic acid pyrimidin-2-ylamide

The title compound was obtained using 2-aminopyrimidine as R'RNH, |
aminomethylcyclohexane as R’-(CH;)n-NH; and 4-metho;cypheny1 thioamide as
RYC(S)NH,, MS(ISP) 488.3 (M+H)". -



as R3-(CH2) m NH2 and 3, 4-di net hoxyphenyl thi oam de as
RAC(S) NH2, MS(1SP) 466.3 (M+H)+. Exanple 338 to

wo Sghafagxy! met hyl - 2-met hyl - 5-[ 2- (4-tri f | uor opetr/ipheopbi721
enyl)-thiazol -4-yl)-IHpyrrole- 3-carboxylic acid
butyl am de The title conpound 1? obt ai ned usi ng
butyl am ne as R R2NH, am nonet“ﬁg cycl ohexane as
R3- (CH2) m NH2 and 4-trifl uogoneth iﬂohenyl t hi oam de as
RAC(S) NH2, MS(ISP) 504.2 i X . WD 2004/ 060888
PCT/ EP2003/ 014721 -201 Exanple 339

1- Cyc) ehexyl net h - - - t i o - .
I ]1%?%"%1?@?}91"5#@%'%@%eﬁ{g)arp%%ﬁ?c l,agli 3 bu‘?é&l g}ﬁ&g{ pyrrole
5 The title conpound viasarbeydic neid buglamidput yl am ne as

R R2NH, ami nonet hyl cycl ohexane as R3-(CH2) m NH2 and

3- net hoxyphenyl thioam de as RAC(S)NH2, M5(I1 SP) 466. 3

(MtH) +. Exanpl e 340 10 ? :

5- (2-Benzol[ 1, 3] di oxol - 5-yl& t/hi azol - 4-yl ) -1-cycl ohexyl m
et hyl - 2- net hyl - 1H pyrrol e- 3- ) CT\
\ 5

L

5 The title compound was obtained using butylamine as R'R’NH, 3 4~
dihydroxybenzylamine as R>-(CH,)m-NH; and 4-methoxyphenyl thioamide as
RIC(S)NH,, MS(ISP) 492.3 (M+H)".

Example 326

10 5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-2-methyl-1-(3-piperidin- 1-yl-propyl}-1H-pyrrole-
o 3-carboxylic acid butylamide

The title compound was obtained using butylamine as R'R*NH, 3—piperidino~propylamine
as R*-(CH,)»-NH; and 4-methoxyphenyl thioamide as R4C(S)NH2_, MS(ISP) 495.4
15 (M+H)". -



carboxylic acid butylam de The title conpound was
obt ai ned usi ng butyl am ne as R R2NH,

woMioieemEy! cycl ohexane as R3-(CH2) m NH2 andpCT/EP2003/014721
1, 3- benzodi oxol e- 5- car bot hi am de as R4AC(S) NH2, M5(1 SP)
480.3 15 (MrH) +. WO 2004/ 06_01%%8_ PCT/ EP2003/ 014721
-202 Exanple 341 :
1- Cycl ohexyl et hyl - 5-[ 2- (AEXQI fr »phenyl) -t hi azol - 4-y|
] - 2- met hyl -1 H pyrrol e- 3- c acid butylamde 5
The title conpound was obtai ned using butyl am ne as

R R2I ] Nyl -h@ﬁﬁ}ﬁ@- ez -MhbdiBylang-pyrrole-3-
EQ%R?MC%’%E}@%F&&W L2 (e %ﬁ'&?’%il\{m §§a Sp). ﬁE“-- P
( M+H) +. carbrgiislagid $ahydroxy-2,2,6-trimet yl-cyclohexylmethyl)-amide
1- Cycl ohexyl net hyl - 5-[ 2- (2-f 1 uor o' phenyl ) -thi azol -4-y1
] -2-nmethyl-1Hpyrrole-3- 10 carboxylic acid
butyl am de The title cogound was obt ai ned usi ng
rop

butyl am ne as R R2ZNH, a t hyl cycl ohexane as
R3-(CH2) m NH2 and 2-flu h L ioanm de as
RAC(S) NH2, MS(1SP) 454.3 ( -/ WD 2004/ 060888

PCT/ EP2003/ 014721 - 203 -

5 The title compound was obtained using aminomethylcyclohexane as R*-(CH2)m-NH: and
4-methoxyphenyl thioamide as R*C(S)NH;, MS(ISP) 564.4 (M+H)".

Example 328 .

5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-2-methyl-1- (3-trifluoromethoxy-benzyl)-1H-
10 pyrrole-3-carboxylic acid butylamide

T
7

13

The title compound was obtained using butylamine as R'R’NH, 3-
(trifluoromethoxy)benzylamine as R3-(CH,)m-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH;, MS(ISP) 544.4 (M+H)™. | | '

- 15




Exanpl e 343

1- Cycl ohexyl net hyl - 2-nmet hyl -5-[ 2-(4-tri fl uoronet hoxy-p

W& BMlbedskd azol - 4-yl] -1H pyrrol e- 3- carboxyl i @cagirgons/nis721
butylam de 5 The title conpound was obtai ned using
butyl am ne as R R2NH, aninonegggépyclohexane as
R3-(CH2) m NHZ and 4-(trifluoro hoxy) phenyl thi oam de

as RAC(S)NH2, M5(1SP) 520.4., b Exanple 344 to

| - Cycl ohexyl net hyl - 5-[ 2- (3,5-dI oxy- phenyl ) -t hi azo
-4-y1]-2-nmethyl -1 H pyrrol e-3- carboxylic acid

butsy -2 lede- 34 N hRthoxy-benzyl)-1H-
DUty Ay T eI AL 2Rk A B Bk Rhory-benzyl)- 11
R3- (CH2) m NH2 and PWBET ¢-ﬁ’e¢@;§%j Hyputylg i de as

RAC(S) NH2, MS(ISP) 496.4 15 (M+H) +. WD 2004/ 060888

PCT/ EP2003/ 014721 - 204 - . Exanple 345
1-Cyclohexylnethyl-2-nEthyI§6-(2-n}tonI-thiazol-4-y|)

-1H pyrrol e-3-carboxylic ac butylam de 5 The title
conmpound was obt ai ned using’ b yﬁg@ﬁne as R RZNH

am nonet hyl cycl ohexane
V3o 1

5 The title compound was obtained uéing butylamine as R'R’NH, 4-
(trifluoromethoxy)benzylamine as R*-(CH,);-NH; and 4-methoxyphenyl thioamide as
RYC(S)NH,, MS(ISP) 544.3 (M+H)™,

Example 330

10 5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-2-methyl-1-(3-methyl-thiophen-2-ylmethyl)- L H-
pyrrole-3-carboxylic acid butylamide

—'\—‘\H 0,
%

The title compound was obtained using butylamine as R'R*NH, (3-methyl-2-
thienyl)methylamine as R>-(CHy),-NH, and 4-methoxyphenyl thioamide as R*C(S)NH,,
15 MS(ISP) 480.3 (M+H)™. '



as R3-(CH2) m NH2 and 3-net hyl phenyl thioam de as
RAC(S) NH2, MS(1SP) 450.3 (M+H)+. Exanple 346
wa 26@bassexy| met hyl - 2- net hyl - 5- (2' - et hyl - [ 2, BCT/EP2003/014721
] bithiazolyl-4-yl)-1H pyrrole-3- 10 carboxylic acid
butyl am de The title conpound;gsas obtained using
butyl am ne as R RZNH, am nomet hyl cycl ohexane as

R3- (CH2) m NH2 and
2-nmet hyl -1, 3-t hi azol e- 4- caETxb_argl‘Qk“_ﬁ?)osém de as R4C(S) NH2,
M5( | SP) 457 3 (MtH) + 15 WO 2004/ 060888
P / eBAL11(4-nitro-benzyl)-1H-pyrrole-3-
&ch%g%exyfhg}féggn@ %%gmm Iﬁl af ( 2 t hi azojlf) JfYT
2- et hyl - 1H pyrrol e- 3€3T %?W@ 1“3'@ g‘é‘%/é but yl ami de 01
5 The title conpound was obtai ned using butyl am ne as -
R R2NH, ami nonet hyl cyci ohexane as R3-(CH2) m NH2 and
4- et hyl phenyl thioam de-as'RAC(S)NH2, MS(1SP) 464.3
(I\/H—I)t Exanpl e 348348 5- .
2- (4-Cnl or o- phenyl ) -t hi azol T?j@tacycl ohexyl net hyl -
-met hyl -1 H pyrrole- 3-

5 The title compound was obtained using butylamine as R'R*NH, 4-nitrobenzylamine as R>-
(CHy)m-NH3; and 4-methoxyphenyl thioamide as R%C(S)NH,, MS(ISP) 505.4 (M+H)".

Example 332

1-Benzhydryl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl- 1H-pyrrole-3-carboxylic
10 , ‘ acid butylamide

o

Is'as

The title compound was obtained using butylamine as R'R’*NH, benzhydrylamine as R>-
(CH32)m-NH, and 4-methoxyphenyl thicamide as RYC(S)NH,, MS(ISP) 536.4 (M+H)".



10 carboxylic acid butylam de The title conpound was
obt ai ned using butyl am ne as R R2NH,

waonARedshy ! cycl ohexane as R3- (CH2) m NH2 and pCT/EP2003/014721
4- chl orophenyl thioam de as RAC(S)NH2, MS(1SP) 470.3
(‘M+H) +. WD 2004/ 060888 PCT/ EE’%%)?/ 014721 -206 Exanple
349 .

5-[2-, (4-tert-But Y1l- PhenYl)-t hia -4-Y1] - 1-cYcl ohe' Yx
| met hyl - 2- et hyl - 1H PYrrol %@@i%égooxyl ic acid
butylam de 5 The title conpound was obtai ned using

b | akne as \ | 5 CAL -3-carboxylic acid
RsoPeby it &%%-%ﬁ%ﬁg?%?&%ﬁﬂdy Py B 3-carbory
RAC(S)NH2, MB(ISP) 492.4 (bwkpmideExanpl e 350 to
1- Cycl ohexyl net hyl - 5-[ 2- (2, 3-di hydr o- benzof ur an-5-yl ) -
t hi azol -4-yl]-2-nmethyl -IH pyrrol e-3-carboxylic acid
butyl am de The title co‘m@gnd was obt ai ned usi ng

m

butyl am ne as R R2ZNH, am n t hyl cycl ohexane as
R3- (CH2) m NH2 and () 7/@’

2, 3- di hydr obenzol[ b] f ur an- 5-4 r b6t hi oani de as
RAC(S) NH2, 15 MS(1SP,) 4783 (MrH) +. WO 2004/ 060888
PCT/ EP2003/ 014721

5 The title compound was obtained using butylamine as R'R’NH, benzylamine as R’-
(CHy)-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 560.3 (M+H)".

Example 334

5-[2-(4-Methoxy-phenyl)-thiazol-4-yl}-2-methyl-1- (2-pyridin-2-yl-ethyl)-1H-pyrrole-3-
10 ' carboxylic acid butylamide

™

TU\

* The title compound was obtained using butylamine as R'R®NH, 2-(2-aminoethyl)pyridine
as R*~(CHy)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NHa, MS(ISP) 475.3
(M+H)". o

15



-207 Exanpl e 351

1- Cy" cl ohexyl met hyl - 2- met hyl - 5- (2- p-tol yl -t hi azol - 4-yl
wo 2dbkfopgsy ol e- 3- carboxylic acid butyl am de S5pThertiosbmarz1

conmpound was obtai ned using butylam ne as R R2NH,

am nonet hyl cycl ohexane as R3rggCH2) m NH2 and

4- met hyl phenyl thi oam de as S)NH2, M5(1 SP) 450. 3
(MrH) +. Exanpl e 352 1-Cyglg ygsget hyl - :
[ 2- (6- et hoxy- pyridin-3-ylI)-thiazol -4-yl ]

- 2-net hyl - 1H-pyrrol e-3- 10 carboxylic acid butylam de
NeyklohbS1i4 oL (YRS RRYAIRaR) WShY-4 }Sllrﬁ&h el}aﬁayrrol 3-y1}-

L REEO )§,m gﬂﬁeﬂyl(cycl 0 aneﬁ) Sh ?l ﬂz

6- met hoxy- ni cot am de }%Yé“gégé(é) vhaesthagep SP) 467 3

(M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721  -2C8

Exanpl e 353

1- Cy" cl ohexyl met hyl - 5-[ 2 ( 2, 4- di chl or o- phenyl ) -t hi azol
-4-yl] -2-methyl-1H pyr -3 car xylic acid
®

butyl am de "~ o Oj y

5 The title compound was obtained using pyrrolidine as R'R*NH, aminomethylcyclohexane
as R*-(CH;),-NH; and 4-methoxyphenyl thioamide as R*C(S)NH;, MS(ISP) 464.3 -
(M+H)".

Examp_le 336

10 1- Cyclohexylmethyi -5- [2 (3 4—d1methoxy—phenyl) -thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide

o

The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*~(CHy)m-NH; and 3,4-dimethoxyphenyl thicamide as R*C(S)NH;, MS(ISP) 496.4
15 (M+H). '



5 The title conpound was obtai ned using butyl am ne as
R R2NH, am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
w&zﬂmﬂi&@dﬁkor ophenyl thioanide as RAC(S)NH2, NEi(dTﬁEiézoosmlml

04.2 (M+H) +. Exanple 354 10 1 Cycl ohexyl et hyI [

2- (4- met hoxy- phenyl ) -thi-azol ;4:yl] -2-nethyl -

H- pyrrol e-3- carboxylic acid E)%Q]tyl am de 13 The title

conmpound was obtai ned usi ng B E ééyam ne as R RZNH,

am nonet hyl cycl ohexane as NH2 and

4- met hoxyphenyl thioanm de as 15 RAC(S)NH2, M5(1 SP)

48&@@%@%@@%{%&@ gfo?ﬁgpﬁx Fﬁ;{/tﬁpgﬁ%{d%%@t%yl Iﬂ%role 3-

[ 2- (4- met hoxy- phenyl ) <2 p&%@lam}wﬂaml e

-2-nmet hyl -1H pyrrol e-3- carboxylic acid propylamde 5
The title conpound was. obt ai ned usi ng propyl am ne as

R R2NH, am nonet hyl cyel-ghexane as R3-(CH2) m NH2 and
4- et hoxyphenyl t hi oam de R‘ C(SLNH2, M5(ISP) 452.3

( MtH) +. O) \\s >

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*>-(CH3)m~-NH; and 3,4-dimethoxyphenyl thioamide as R C(S)NH,, MS(ISP) 466.3
(M+H)™.

Example 338

10- 1-Cyclohexylmethyl-2-methyl-5-[2-(4-trifluoromethyl-phenyl) -thiazol-4-yl]-1H-pyrrole-
| 3-carboxylic acid butylamide

o

The title compound was obtained using butylamine as R 'R*NH, ammomethylcyclohexane
as R*-(CH3)m-NH; and 4—tr1ﬂuoromethylphenyl thioamide as R4C(S)NH2, MS(ISP) 504.2

15 (M+H)'.



10

15

Exanpl e 356 10 1-Cycl ohexyl net hyl -
[ 2- (4-i net hoxy- phenyl)-thiazol -4-yl]

wo 200060886 - 1H- pyrrol e-3- carboxylic acid PCT/EP2003/014721

cycl ohexyl am de The title conpound was obtai ned using
cycl ohexyl am ne as RLIR2NH,  agjponet hyl cycl ohexane as
R3- (CH2) m NH2 and 4- nmet hoxyphenyl -t hi oam de as 15
RAC(S) NH2, M5(1SP) 492.3 (] 2004/ 060888

PCT/ EP2003/ 014721 -210 Exﬁ’?%%f%ﬁ?

1- Cycl ohexyl net hyl - 5-[ 2- (4- met hoxy- phenyl ) -t hi azol - 4-y

1]14- C%ci@ﬁ&ﬁﬁﬁledhlﬁ ﬂXﬁféQJn?eTgﬁxycﬁ}feﬁﬁ%Yﬁlh&I-@Cﬁ}iz methyl-1H- é)yrrole -3-

cycl dpentyl ani‘de i 0 was obt ai ne
usi ng cycl opentyl am néargg)qp@c ﬁ-'l m?aml €

am nonet hyl cycl ohexane as R3-( CH2) n\H2- and
4- met hoxyphenyl thioamde as RC(S)NH2, M5(1SP) 478.3

(MtH)t. Exanpl e 358 10° ——\_3

1- Cycl ohexyl net hyl -5-[2-(4 thoxy henyl ) -t hi azol - 4-y
Il -2-methyl-1H pyrrole-3-. %ry-‘:ﬁ\camd

cycl opropyl am de

The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*-(CHj)m-NH; and 3-methoxyphenyl thicamide as R*C(S)NH,, MS(ISP) 466.3

(M+H)",

Ex_ample 340

5-(2-Benzo[1,3]dioxol-5-yl-thiazol-4-y1)-1-cyclohexylmethyl-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide

 The title compound was obtained using butylamine as R'R’NH, aminomethylcyclohexane
as R*-(CH,)m-NH; and 1,3-benzodioxole-5-carbothiamide as R4C(S)NH2, MS(ISP) 480.3
(M+H). :



The title conpound was obtai ned using cycl opropyl am ne
as R R2ZNH, am nonet hyl cycl ohexane as R3-(CH2) m NH2
vemchodroemehoxyphenyl thioanmi de as 15 RAC(S) 14H2T/EP2003/014721
M5(1 SP) 450.3 (MrH)t. WD 2004/ 060888 PCT/ EP2003/ 014721
-211 Exanpl e 359 202 -
1- Cycl ohexyl net hyl - 5-[ 2- (4- mst%]oxy- phenyl ) -thi azol -4-y
[]1-2-nmethyl-1H pyrrol e- 3- ﬁ%ﬁ%c acid .
cycl obutylam de qO 5 The title ound was obt ai ned
using cycl obutylam ne as R RZNH,
am noewhbid ]Yl‘fétl‘?}l‘-%x 0Q-Bsor e a2 - -methyl-1H-pyrrole-3-
- nen?%x%ﬁgnyl' PR Aot %%Nr% ﬂmw%u SP) 4643
(MeH) +. Exanpl e 360, 1oca(f5?’%(ﬁ§7ﬂd amige
rac-| - Cycl ohexyl met hyl - 5-[ 2- (4- et hoxy- phenyl ) -t hi azol
-4-yl 1-2-nmethyl -1 H pyrvol e-3-carboxylic acid
(2- hydroxy-cycl opentyl )<aide p -~ The title conpound
- was obtained using trans-2-atf ent anol as
R R2NH, am nonet hyl cycl ohex -(CH2) m NH2 and
4- met hoxyphenyl thi oam de a

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R>-(CH,).-NH; and 4-fluorophenyl thicamide as RYC(S)NH,, MS(ISP) 454.3 (M+H)".

Example 342

1-Cyclohexylmethyl-5-[2-(2-fluoro-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-
10 o carboxylic acid butylamide

 The title compound was obtained using butylamine as R'R®*NH, aminomethylcyclohexane
as R®-(CH,)m-NH; and 2-fluorophenyl thioamide as R*C(S)NHa, MS(ISP) 454.3 (M+H)™.




15 R'C(S)NH2, MS(1SP) 494.3 (M+H) +. WD 2004/ 060888
PCT/ EP2003/ 014721 -212 Exanple 361 1 (4- Chl or o- benVt
wdlooz@cds%sﬂ met hoxY- PhenY1) - t hi azol - PCT/EP2003/014721
| -2-met hYl- 1H PYrrol e-3- carboxyl i c acid butyl am de
5 The title conpound was obtai ned using butyl am ne as
R R2NH, 4-chl oroaniline as R3303('CH2) m NH2 and

4- met hoxyphenyl thioanm de as R4C(S) NH2, MS(1 SP) 494.2
(M+H) +.  Exanpl e 362 1- (3&-@2&%@0-benzy|)-5-
[2 (4- et ho) cy- phenyl ) -thi azol -4-yl)-2-nmethyl -1 Hpyrro

I S A L A B e SRR B

3, 4-di chl or oani | i ngriade- R&arb(o@ﬂk)and\lwﬁylamdie

4- met hoxyphenyl thioam de as RAC(S)NH2; MS(ISP) 527.2
(M+H) WO 2004/ 060888 PCT/ EP2003/ 014721 -213 Exanpl e
363" 1-(4-Chloro-3-trifluoronethyl-benzyl)-5-

[ 2- (4-net ho), - phenyl ) -thi | -4-yl]-2-nmethyl -

1H pyrrol e- 3-carboxylic aci i, de

5 The title compound was obtained using butylamine as RIRZNH, aminomethylcyclohexane
as R*-(CH2)m-NH; and 4-(trifluoromethoxy)phenyl thicamide as RYC(S)NH,, MS(ISP)

520.3 (M+H)".

Example 344

10 1-Cyc10hexy1methyl-5~[2-(S,S-dimethoxy—phenyl)-thiazol—4—y1]—Z-methyl—lH—pyrrole-S-
carboxylic acid butylamide

o

| The title compound was obtained using butylamine as R'R?NH, aminomethylcyclohexane
as R*-(CHz)m-NH; and 3,5-dimethoxyphenyl thioamide as R*C(S)NH;, MS(ISP) 496.4

15 (M+H).




~a 5 The title conpound was obtai ned using butyl am ne
as R R2ZNH, 3-trifluoronethyl,4- chloro aniline as

Wi 2400080933 NH2 and 4- met hoxyphenyl thi oam de agct/EP2003/014721
RAC(S)NH2, MS(1SP) 562.2 (MrH)t. Exanple 364 to

1- (3, 4- D net hyl - benzyl ) -5-[ 2- (24- met hoxy- phenyl ) -t hi azo
| -4-yl]-2-methyl -1 H pyrrol e- 3- Oéar-boxyl ic acid

butyl am de The title conpound was obtai ned using
butyl am ne as RLR2NH, 3, 4-&%&@3}%enzyl amne as
RS (CH2) m NH2 and 4- et hoxyphenyl t hi oam de as

C;ngglg%g}rgqtﬁyﬂ;ﬂleé%ﬁi% ﬁélp"\tﬁ%zggl- - )ZHQ%/YQI%%8§ %arboxyhc acid

[2 (4- Met hoxy- phenyl ) - t hi aZnityldmyde] - 2- net hyl -
| - (2-met hyl -benzyl)-1 H pyrrole-3- carboxylic acid
butylam de 5 The title.conpound was obtai ned usi ng

butyl am ne as R RzNH 2-net hyl benzyl am ne-as R3-(C
H2) m NHz and 4- net hoxyphe t hi oam_de as R4AC(S) NH2,
M5(1 SP) 474.3 (I\/H_-I)t Exanp L} 3

5 The title compound was obtained using butylamine as R'R®NH, aminomethylcyclohexane
as R*-(CHy)-NH; and 3-methylphenyl thioamide as RAC(S)NH,, MS(ISP) 450.3 (M-z—H) :

Eﬁam le 346

1- Cyclohexylmethyl -2-methyl-5-(2'-methyl-[2,4']bithiazolyl-4-yl)- 1IH-pyrrole-3-
10 : carboxylic acid butylamide

The title compound was obtained using butylamine as R'R°NH, aminomethylcyclohexane
as R*-(CH3)m-NH; and 2-methy1 1,3-thiazole-4-carbothioamide as R4C(S)NH2, MS(ISP)

457.3 (M+H)".

15



1- (3, 4- D net hoxy- benzyl) - 5-
[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ]

YN 1H pyrrol e- 10 3-carboxylic acid bytaiesfis721
wq.%oémtﬁ%({%e conmpound was obtai ned usi ng butylam ne as

R RZNH, 3, 4-di net hoxybenzyl - am ne as R3-(CH2) m NHz
and 4- net hoxyphenyl thi oani de?®s RAC(S) NH2, MS(| SP)
520.4 (MrH)+. 15 WD 2004/060888 PCT/ EP2003/ 014721
-215 Exanpl e 367 1-(3,4  Lxample347

; D met hyl - benzyl ) - 5-[ 2- (4- net hoxy- phenyl ) -t hi azol - 4-yl

]-2-meth [ t '

b Theverbreteoimt Galbpranasr el Ry sty AT e
RIR2NH, 2, 4- di nmet hoxydrbnzyicanidbatysni®8- (CH2) m NH2 and
A4- et hoxyphenyl t hi oam de as - RAC(S)NH2, MS(1SP) 520. 3
(M+H) +. 10 Exanpl e 368. 1- (3, 5- D net hoxy- benzyl ) - 5-

[ 2- ( 4- met hoxy- phenyl) - thl azol -4-yl] -2-methyl-|

H pyrrol e- _
h{TU\

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*-(CHa)m-NH; and 4-ethylphenyl thioamide as RAC(S)NH,, MS(ISP) 464.3 (M+H)".

Example 348

5-[2-(4~Chloro-phenyi) ~thiazol-4-yl]-1-cyclohexylmethyl-2-methyl-1H-pyrrole-3-
10 carboxylic acid butylamide

——\_‘\
W ,’“\ \‘YO,u
;ﬁh!

The title compound was obtained using butylamine as R'R®NH, afmnomethylcydohexane
as R® (cﬂz)m-rm2 and 4-chlorophenyl thioamide as R*C(S)NH,, MS(ISP) 470.3 (M+H)+.



3-carboxylic acid butylam de The title conpound was

obt ai ned using butyl am ne as RLR2NH,

@0% haxybenzyl am ne 15 as R3-(CHZ)m NH2 a
e enyl  t hi oani de as RAC(S)NL., NE(| s%)%Té%[.’Oﬁ"”ml

(I\/H—|) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -216 Exanpl e

369 1- CXcl ohexyl net hyl - -206

[ 2- (4- hydr oxy- phenyl) - thla ol -4-vyl
- 2-met hyl - 1H pyrrol e- 3- cawéaci d butyl amide 5
The title conpound was obtai ned using butylam ne as

o oS SRR B e Rl R e 1 gt

(I\/I+H) +. Exanpl e 370 1Ocarboxylic acid butylamide

1- (4-1sopropyl - benzyl)-5-[2- (4=net hoxy- phenyl ) -t hi azol
-4-yl]-2-nmethyl -1 H pyrrol e-3- carboxylic acid

butyl am de The title conpound was obtai ned using

butyl am ne as RLR2NH, 4-1Sseppopyl benzyl am ne as

R3- (CH2) m NH2 and 4- net hoxyphygnyl am de as

RAC(S) NH2, MS(ISP) 502.3 is )

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R3-(CH;)m-NH; and 4-tertbutylphenyl thioamide as R*C(S)NH,, MS(ISP) 492.4
(M+H)".

Example 350

10 1-Cyclohexylmethyl—S—[2-(2,3-djhydro-benzoftnan—&yl) ~thiazol-4-yl]-2-methyl-1H-
| pyrrole-3-carboxylic acid butylamide

3%%@3

The title compound was obtained using butylamine as R'R®NH, aminomethylcyclohexane
as R*-(CHy)m-NH; and 2,3-dihydrobenzo[bjfuran-5-carbothioamide as R'C(S)NHa,
15 MS(ISB) 478.3 (M+H)". '



10

WD 2004/ 060888 PCT/ EP2003/ 014721 -217 Exanple 371
5-12-, (4- Met hoxy-phenyl ) -thiazol -4-yl]-2-nmethyl-1-pyri

Wg'l@*%ﬂéfgfft hY1l- 1HPYrrol e- 3- carboxylic acid k}%trﬁp%ﬂgg%m

tl e conpound was obtai ned using butylamn
as R R2NH, 2-(am nonet hyl ) pyridine as R3-(CH2)m NH2
and 4-met hoxypheny!l thi oam de2@%- RAC(S) NH2, MS(| SP)

461.3 (MrH)t. Exanple 372 10 1-Cycl ohexy[ met hyl - 5-

[ 2- (4- et hoxy- phenyl ) - t hi e §AI

-2-met hyl -1 H pyrrol e-3- carboxylic acid
(4-trifluoronethoxy-phen)rl)-amde F E X/ The .. .
t i1t@}ed@t?ﬁﬁmfﬂwlﬁa@ethﬂr%ﬁir@dzﬂvéithﬁzﬂt“ﬂdhla‘ﬂﬁf ?}ﬁ'gf%gawhc acid
aniline as R R2NH, am nombhtwgrﬁwel ohexane as

R3-(CH2) m NH2 and 4- et hoxyphenyl thioam de as is

RAC(5) NH2 MB(| SP) 569.6 (MrH)+
BN

a

The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*~(CHz)m-NH, and 4-methylphenyl thicamide as RC(S)NH,, MS(ISP) 450.3 (M+H)™.

Example 352

1—CydohexylmethyI-S-[2-(6—methoxy—pyric_:1in-3-yl)—thiazol-4-y1]—2—‘methyl—1H-ngrole—3-

carboxylic acid butylamide

BN

K ) /!'\
. Y

The title compound was obtained using butylamine as R'R®NH, aminomethylcyclohexane
as R>-(CHz)m-NH; and 6-methoxy-nicotamide as R*C(S)NH, MS(ISP) 467.3 (M+H)".



WO 2004/ 060888 PCT/ EP2003/ 014721 -218 Exanple 373 5,
2- (4- Met hoxy- phenyl ) -thi azol -4-yl I -2-net hyl -

5-trimethoxy-benzyl)-1H pyrrol e-3-car i {
WQ&%BJ/Mf‘VI am de 5 The title conpound was obt M*&”"“m

usi ng butylam ne as R RZNH, 3,4, 5-tri net hoxy-

benzyl ami ne as R3- ( CH2) m NH2 B -4- et hoxyphenyl

t hi oam de as RAC(S) NH2. I\/IS(E SP) 549.2 (M+H) +. Exanple
374 10 Example 353 :
5-[2- (4- Met hoxy- phenyl ) -thi azol -4-yl]-2- rrethyl-l-(2 p-
tol yl - et hyl) rrol e- car.bo I|c

T e A W HeIP R NP B ) | STy T Pyirole-d-
R R2NH, 2-(p-tolyl) et hyklaskyli€adsd butfBrl(iddiZ) m NH2 and

4- met hoxyphenyl thi'oam de as RAC(S)NH2. MS(I SP) 487.6
(MtH) +. 15 WD 2004/ 060888 PCT/ EP2003/ 014721 -219
Exanpl e 375

1- Cycl ohexyl net hyl - 5- (2 '}exlg;:q-thl azol - 4-yl) - 2- net

hyl - I H pyrrol e-3-car boxylic

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R°-(CHy)n-NH; and 2,4-dichlorophenyl thioamide as RYC(S)NH,, MS(ISP) 504.2

(M+H)".

Example 354

10 1- Cyclohexylmethyl -5-[2-(4-methoxy- phenyl) -thiazol-4-y1}-2-methyl-1H-pyrrole-3-
carboxylic acid pentylamide

\—\",H | N
East

The title compound was obtained using pentylamine as R'R®NH,
aminomethylcyclohexane as R® -(CHj)m-NH; and 4-methoxyphenyl th1oam1de as
15 RA*C(S)NHj, MS(ISP) 481.3 (M+H)



butylamde 5 5 The title conpound was obtai ned using
butyl am ne as R R2NH, am nonet hyl cycl ohexane as

gn NH2 and cycl ohexane car bot hi oam de .

W(gﬁrg%/%dﬁl%—lz M5(1 SP) 441.68 (M-H)+. Exanpl e 3%)2%/@2003/0“721

1- Cycl ohexyl - 5-[ 2- (4- met hoxy- ghenyl) thiazol -4-yll-2-m
et hyl - I H pyrrol e-3-carboxylf acid
cycl opropyl methyl -amide N~ S The title conpound was
obt ai ned usi ng cyclopropylgﬁﬂqgkéﬂﬁ ne as R R2NH,
cycl ahexyl am ne as R3- (CHQ )m NH2 and 4- met hoxyphenyl

00 O O LS BRI Fheh 1 By er bl eyt pyrrole 5

rac-|-cS-Hydroxy-1, 3 csphqulmceetdrd/proqaylahmtexyl mat hyl ) - 5-(
2- (4- met hoxy- phenyl) t hi azol -
yl)-2-methyl -1 H pyrrol e- 3- carboxyl iC aC| d butylam de /

VYN 1~
AN
Wo\
o

5 The title compound was obtained using propylamine as R'R*NH,
aminomethylcyclohexane as R*-(CHyz)m-NH; and 4-methoxyphenyl thioamide as
R*C(S)NHz, MS(ISP) 452.3 (M+H)™.

Example 356

10 1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylamide

Q
0 \YO,O\
%

The title compound was obtained using cyclohexylamine as R'R*NH,
aminomethylcyclohexane as R*-(CH)m-NH; and 4-methoxyphenyl thioamide as
15 RC(S)NHj, MS(ISP) 492.3 (M+H)".



H5 The title conpound was obtai ned usi ng butyl am ne
as R R2NH, 3-ami nonet hyl -3, 5,5- trimethyl-cycl ohexanol

wWas200P0édek®) m NH2 and 4- net hoxyphenyl thi oam dgc-d&p2003/014721
RC(S)NH2 MS(1SP) 524.4 (MrH)+. WO 2004/ 060888

PCT/ EP2003/ 014721 -221 Gal eni c | Exanples "~Exanple A
51. Filmcoated tablets contdiRi ng the foll ow ng

i ngredi ents can be manufacture conventi onal
manner: | ngredients Per tamﬁlzglnel Conpound of
forrrula(l) 10.0 ng 200.0 ny Mcrocrystalllne

gglllo O%Eir’é{?egg E'g' [@3 %ggx)}'ng ethﬁ%irégglz IZGIQernPrg?[&II—'Pyrrole-}

gtycolate 12.5 ng 1Z%atholic acid cyclopenty amide

5 'The title compound was obtained using cyclopentylamine as RIR*NH,
aminomethylcyclohexane as R*-(CHy)m-NH, and 4-methoxyphenyl thioamide as

RYC(S)NH,, MS(ISP) 478.3 (M+H)".

Example 358

10 l-Cyclohe}qumethyI-S-[2-(4—'methoxy—phenyl)-thiazol—4-y1}-2—methy1~1H—pyrrole-3-
' carboxylic acid cyclopropylamide

<Ka
Oi’%@“

The title compound was obtained using cyclopropylamine as R'R*NH,
aminomethylcyclohexane as R*-(CHz)m-NH; and 4-methoxyphenyl thioamide as

15 RC(S)NH,, MS(ISP) 450.3 (M+H)'".



Magnesi um stearate 1.5 ng 4.5 ng (Kernel Weight)
120.0 ng 350.0 ng Film Coat: Hydroxypropyl nethyl

cellulose 3.5 ng 7.0 ny, Polyethylene glyco

WOy Talc 1.3 ng 2.6 ng Iron oxyde (yh??@%ﬁo%p%m
ng 1.6 ng Titan dioxide 0.8 ng 1.6 ng 5 The active
‘ingredient is sieved and m xeédlw th mcrocrystalline
cellulose and the mxture is granulated with a

sol ution of polyvinyl pyrr &ikimples5Pn water. The
granulate is mxed with sodiumstarch glycol ate and

magesi um st earat e and conpresse Qo vyiel kernel.s. of . o
S proImDmeh s BBy bt I ENel-LIr Mg B Bhprole-2
with an aq. sol uti ogarbotylic stidRedeb@nanfidd he above
mentioned filmcoat. W 2004/ 060888 PCT/ EP2003/ 014721

-222- Exanpl e B Capsul es containing the follow ng
i ngredi ents can be manu&\cg ured in a

é}g

5 The title compound was obtained using cyclobutylamine as R'R’NH,
aminbmethylcyclohexane as R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as
RC(S)NH;, MS(ISP) 464.3 (M+H)".

Example 360

10 (trans) rac-1-Cyclohexylmethyl-5- [2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-
~ pyrrole-3-carboxylic acid (2~hydroxy—_cyclopentyl)-arnide

[ \ 7@\
' \

The title compound was obtained using trans-2-aminocyclopentanol as R'R*NH,
aminomethylcyclohexane as R*-(CHy)m-NH; and 4-methoxypheny1 thioamide as
15 RYC(S)NH,, MS(ISP) 494.3 (M+H)™. - o




conventional manner: Ingredients Per capsule Conpound
of formula (1) 25.0 ng Lactose 150.0 ng Maize starch

20.0 Talc 5.0 ng 5 The conponents are m%
WH'II)QM% 2@@%14721

%id filled into capsul es of size 2.
I njection solutions can have the follow ng
conposi tion: Conpound of formdla-(1) 3.0 ny,
Pol yet hyl ene gl ycol 400 150.0 ng Acetic acid gq.s. ad
pH 5.0 Water for injectiobBxampledfbns ad 1.0 m 10 The
active ingredient is dissolved in a mxture of

RSy R Sty = —

acetic acid. The vol urIErbloﬁyhcaﬁidlﬁttﬁdmidI 1.0 M by

addi tion of the residual anmount of water. The sol ution
is filtered, filled into vials using an appropriate
overage and sterilized. WO 2004/ 060888 .

PCT/-EP2003/ 014721 BN

The title compound was obtained using butylamine as R'R®NH, 4-chloroaniline as R*
(CH3)p-NH; and 4- methoxyphenyl thioamide as RIC(S)NH,, MS(ISP) 494.2 (M+H)".

Example 362

1-(3,4-Dichloro-benzyl)-5- [2-(4-methoxy-phenyl)-thiazol-4-yl)-2-methyl-1H-pyzrole-3-
carboxylic acid butylamide

The title compound was obtained using butylamine as R IRNH, 3,4-dichloroaniline as R*-
(CHz)m-NH;; and 4- methoxyphenyl thioamide as R*C(S)NH., MS(ISP) 527.2 (M+H)*.



-223- Clains 1: Conpounds of formula () RORs RZ s
NRa RNR3R7 (I) wherein 5 R is hydrogen, or

| oner al kyl; RZ is hydrogen, |ower alkyl, |
WOAHEMIFI® | ower al koxy-1ower al kyl, | ower Vel 2003014721

al koxycar bonylamno, -(Cl2)mR -a or -NHC(O -R2a; or
‘R and RZ together with the-@dl¥rogen atomto which
they are attached forma 5- or 6-nmenbered, saturated
het erocyclic ring optionalxampledéhi ning one or two
further 10 heteroaton(s) independently selected.from

ni trogen, -oxygen and sulfur said eter lic L g - )
' bet- Kigla:pﬁ—@ orgmet chenzig)-3-[dr{4rpett gﬁb?ﬁ?’%’ zof—cl-yﬂ-z methyl

i.ndependent | y, bM—IJW’%QX%carIbGXﬁIc acid butylamlde

Ty

5 Thetitle compound was obtained using butylamine as R'R2NH, 3-trifluoromethyl,4-
chioro aniline as R*{(CHy)-NH; and 4- methoxyphenyl thioamide as R*C(S)NH,,

MS(ISP) 562.2 (M+H)™.

Example 364

10 1-(3 4-D1methy1—benzy1) -5-[2-(4- methoxy-phenyl)-thlazol-4 -yl]-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide

-
oo
ol

The title compound was obtained using butylamine as RIR*NH, 3,4-dimethylbenzylamine
as R>-(CH2)m-NH; and 4- methoxyphenyl thloamxde as R4C(S)NH2, MS(ISP) 488.3

15 (M+H)



al kyl, | ower al koxy, am no, |ower alkylam no,
fluorinated | ower al kyl or fluorinated | ower allcoxy;

WEP)&%{;JA&?GQ%BC' oal kyl, optionally nmono-, di-, tri Pcﬂﬁpzeesmuu

stituted, independently, by 15 hydro
l.ower al kyl, Iomer al koxy, fluorinated | ower aIkyI or
fluorinated | ower al koxy; cydldal kenyl, optionally
nono-, di- or tri-substituted, |ndependently, by
hydroxy, |ower al kyl, Iomé$ﬂ§2k5ﬁ§, fluorinated | ower
aIkyI or fluorinated | ower al koxy; a 5-or 6-nmenbered

oo kDB AT b TSPy aor B S0 P Ferote >

ni trogen, oxygen and. cuwibdxylicacddbdtyhetide ocyclic ring
being 20 optionally nono-, di- or tri-substituted,

i ndependently, by hydroxy, |ower alkyl, |lower alkoxy,
am no, |ower al kylam no; fluorinated |ower alkyl or
fluorinated | ower al koxy;>a_B- or 6-nmenbered
nmonoval ent heteroaromatic ri ™ing one to three
het er oat ons i ndependently se ed from nitrogen,
oxygen and sul fur, said heter matic ring being
optionally nmono-, di- or tri-substituted,

I ndependently, by hydroxy, |ower alkyl, |ower 25

al koxy, hal ogen, am no, |ower al kyl am no; or phenyl,

%ﬁ%%@%g&g%? Iot‘éég%ﬂ uSiB Buty 16Hhinde RA0HED @Q%&%ylbenzylamme as
4 or trl substf %te +
RicEbherent 3nd bynetyasyphany! thinpapida pa I SF?I‘SKEM% 15RO 4943 (M+H)™.
halogen | ower allcylam no, hal ogenated | ower al kyl,
hal ogenat ed | ower al koxy or nitro;

Example 366.

1-(3,4-Dimethoxy-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol -4-yl] -2-methyl-1H-pyrrole-
3-carboxylic acid butylamide

The title compound was obtained using butylamine as R 'R’NH, 3 4—d1methoxybenzy1—

- amine as R*-(CH;)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 520.4

(MHH)"



R3 is |l ower alkyl, |ower alkenyl, |ower alkoxy-|ower

al kyl, di-phenyl-lower alkyl, or -(CH2).-Ra; R3a is

cycl oal kyl, which mayoptiorially be fused toparRPRIYd14721
““?%Wé?“@’ycycloalkyl which may optionally bePﬁ%no-,

di- or tri-substituted, independently, by hydroxy,

| ower al kyl, lower allcoxy; ¥ uorinated | ower al kyl
or fluorinated | ower al koxy; %ycloalkenyl, whi ch may
optionally be nono-, di- &% 2¥ubsti t ut ed,

i ndependently, by hydroxy, |ower alkyl, [ower alkoxy,

_fluorinated | ower -al kyl or fluorinhat 2 _ - -3
G T N L T R S e T L
ring containing one tarbiokylRechidieyleatdsns
.independently selected fromnitrogen, .oxygen and
sul fur, said heterocyclic ring being optionally
nono-, di- or tri-substituted, independently, by
hydroxy, |ower alkyl, |owge{ alkoxy, am no, |ower
al kyl anino, fluorinated | owép alKyf™or fluorinated
| oner al koxy; a b- or 6-neEnb d nonoval ent

" heteroaromatic ring containifg”aone to three

- heteroatons 15 independently selected from nitrogen,

_oxygen and sul fur, said heteroaromatic ring being
optionally nono-, di- or tri-substituted,

i ndependent |y, by hydroxy, lower allcyl, |ower
> al koxy, hal ogen, am no or |ower alkylam no; or phenyl,

whi ch may optionally be nopo- di- or-
iy tithdosupiaund sves obtatnes esae hpiaming asn@ & DXy % over
@M taﬁgl@m%&é@ewﬂ(cmimen,anﬂ@memowmyﬂa}ﬂm@de as
ial ‘ogenat e I%mer 3g¢¥b* hal ogenat ed | ower al koxy or
RIGEBHa MBS H) o230 8 kyl , | ower. al koxycar bonyi ;
cycl oal kyl, which may optionally be nono-,

10 . Exarﬁple 368

1-(3,5-Dimethoxy-benzyl)-5- [2-(4-methoxy-phenyl)-thiazol-4-y] -2-methyl-1H-pyrrole-
3-carboxylic acid butylamide

Ny
. kEFr\

The title compound was obtained using butylamine as R!R*NH, 3,5-methoxybenzylamine
s as R*-(CHy)m-NH; and 4-methoxyphenyl thicamide as R*C(S)NHz, MS(ISP) 520.3

(M+H)". | '



di- or tri-substituted, independently, by hydroxy,
| oner al kyl, |ower al koxy, fluorinated |ower alkyl or
fluorinated | ower al koxy; a 5-or 6-menbered fgeHaMad@RI4T

WO UOLPPEomatic  ring containing one to three

het er oat ons i ndependently sel ected from nitrogen,

oxygen and sul fur, said hete46ar omat i ¢ ring being

optionally nmono-, di- or tri-syubstituted, . 25 ,
i ndependent |y, by hydroxy}ﬁﬂ@ﬂgﬁﬁglkyl, | ower al koxy,
hal ogen, am no, |ower al kyl am no; phenoxy-I| ower

B et AR IR RSP i

hydroxy, |ower alkyl, cdrbuwedicatikbuyylarhideogen, | ower

al kyl am no, hal ogenated | ower al kyl, hal ogenated | ower
al koxy or nitro; or phenyl, which may optionally*be
nmono-, di- or tri-substituted, independently, by,

hydroxy, |ower alkyl, 30 ‘ower: al koxy, hal ogen, | ower
al | cyl am no, hal ogenat ed I&@E@\Q%ugﬁf hal ogenat ed

| ower al koxy or -nitro; orti%b jacent substituents
of the said phenyl residue gether are -0- (CH2)p O

.or -(CH2)2-0- ; WD 2004/ 060888 PCT/ EP2003/ 014721 -225

R and R are each independently selected from
hydr ogen, |ower al kyl, halogen or fluorinated nethyl;

%‘m itiae Qgrgﬁgtgnecp Wasl 0%%56(?’15%% b&’c‘}laﬁﬁﬁ@&q@ R2NH, s@irbrahdcyclohexane
as R3-(CH;)m-NH; and 4-hydroxyphenyl thioamide as R*C(S)NH,, MS(ISP) 452.3

(MHH)".

10

15

Example 370

1—(4—Isopropy1—benzy1)—5—[2—(4J:ﬁeth0xy-phenyl)—thiazol-4-yl]-2-methyl—1H—pyrr01e-3~
carboxylic acid butylamide

The title compound was obtained using butylamine as R'R?NH, 4-isopropylbenzylamine
as RP-(CHy)m-NH, and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ISP) 502.3

(M+H)*.



5nis 0, 1, 2,3 0or 4, pis 1l 2 or 3; and
phar maceutically acceptable salts thereof. 2.
s according to claiml1l, wherein Rl i

w @@g@% 3. Conpounds according to any of c 51%%20013/03#721
2, wherein R2 is lower allcyl or a to residue -(CH2)m
Rea or -NHC(O)-R2a. 4. Conpodtds. according to claim 2,
wherein Rea is a cycloalﬁél rEsidues with three to |
si x carbon atons, which % ally be nono- or
tetra-substituted, independently, by |ower alkyl
~and/ or_ hydroxy. - Co u a r,di : b 31y 3

AN L R g A T S

to claim?2, wherein Rebokdicatidbusildsidet ut ed 5- menber ed
~nmonoval ent saturated heterocyclic ring containing one

or two heteroatons independently selected from

ni trogen and oxygen. 7. Canmpounds according to claim

6, wherein Rea is piperidinyl, norpholino or _

t et rahydrofuranyl. 20 npounds according to claim

2, wherein Rea is a 5- of nber, «Jonoval ent

het erocyclic ring contain two het er oat ons
~independently selected fro ’rogen and sul fur, said

het eroaromatic ring bein optitopal |y substituted by
| ower :

5 The title compound was obtained using butylamine as R'R*NH, 2-(aminomethyl)pyridine
" 25 R-(CHy)m-NH; and 4-methoxyphenyl thioamide as R'C(S)NH,, MS(ISP) 461.3
(M+H)".

Example 372

10 1-Cyclohexylmethyl-5- [2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- 1H-pyrrole-3-
carboxylic acid (4-trifluoromethoxy-phenyl) -amide

The title compound was obtained using.4—(triﬂuor0methoxy)aniline as R'R*’NH,
™ aminomethylcyclohexane as R?-.(CHg)m-NHz and 4-methoxyphenyl thioamide as
15 RAC(S)NH,. MS(ISP) 569.6 (M+H)". |



al kyl . 9. Compounds according to claim8, wherein Rea
is pyridinyl, pyrimdinyl, 25 thiazolyl or
SO |, optionally subst i t ut ed by | ower a{,dcngpmmunl
WQ%@@%%%SS PCT/ EP2003/ 014721 -226 10. Conpounds
according to any of clainms 1 to 9, wherein R2Za is a
phenyl residue which is opt r &HA1 'y nono- or
di -substituted, independently, by |ower alkoxy,
hal ogen, ' hal ogenat ed Iomgﬁﬂgﬂ@éﬁé hal ogenat ed | ower
al koxy or nitro. 11. Conpounds according to any of
.clai [ c;ﬂm?%g D-1H-
ac éoﬁgﬁfinl&[eﬁv@xapgpl}ﬁ?{[ﬁﬂﬁ?? 4@%9@&&%1 ! %4’% gfyy‘g} er %)
the nitrogen at orpyrmleicatbdxiiiyacad butylamidhed form a
5- or 6-nenbered, saturated heterocyclic ring

optionally cont ai ning an oxygen atomin the ring.*13.
Compounds according to-clai.m 12, wherein R and R2

together with the niT?oggn atomto which they are

attached are unsubstitute rrollo yl, piperidinyl
‘or 1o norpholino. 14. Co \u gthTng to any of
claims 1 to 13, wherein R3 {esi due - (CH2) n- R3a

. 15. .Conpounds according to cI 12, wherein R3a is

cycl oal kyl fused to a phenyl i

-

5 The title compound was obtained using butylamine as R 'R®NH, 3,4,5- tr1methoxy-
benzylamine as R} (CHz)m-NHZ and 4-methoxyphenyl thivamide asR fC(S)NH,. MS(1SP)

549.2 (M+H)™.

Example 374

10 | 5-{2- (4—Meth0xy—phenyl) -thiazol-4-yl]-2-methyl- 1- (2-p-tolyl-ethyl)-1H-pyrrole-3-
carboxylic acid butylamide

The title compound was obtained using butylamine as R 'R*NH, 2-(p-tolyl)ethylamine as
+
- R (CH;)m -NH; and 4- methoxyphenyl thioamide as R*C(S)NH,. MS(ISP) 487.6 (M+H)".

15



ring. 15 16. Conpounds according to claim 14, wherein
W is an unsubstituted cycloal kyl residue with five

or sijx rbon atoms. 17. Conpounds accor di ngpt@pebd@si721
‘Nqag“&ﬁ%ﬁ in RBa is a 5- or 6-nemberd heterocyclic

ring containing one or two heteroatons independently
'sel ected from nitrogen and "o gen, said heterocyclic
ring being optionally nonQ-, di-_or tri-substituted,
20 i ndependently, by | oweEk 2 18. Conpounds
according to claim 14, wherein R3a is a 5- or

' ﬁ@%ﬁ%ﬁ%@%ﬁ%%}%%ﬁhhﬁp&%qﬂﬁﬁ% gl' r@?i%le -3- carboxyhc acid

sai d heteroaromatic ring maMWgnm@ﬁlonally

nono- substituted by | ower al kyl. 19. Conpounds
according to claim 14, wherein R3a is phenyl
optionally nmono- or 25 di substituted, independently,

by hydroxy, |ower alk | ower al koxy, hal ogen,
hal ogenated | ower alk Iogenate | ower al koxy or
nitro. ,20. Conpounds accor of clains 14 to

19, wherein nis 1 or 2. 2 un according to
any of clains 1 to 20, mh in R4 is unsubstituted
cycl ohexyl . WD 2004/06088 CT/ EP2003/ 011721 - 227

The title compound was obtained using butylamine as R'R?NH, aminomethylcyclohexane
as R3-(CHy)m-NH; and cyclohexane carbothioamide as R*C(S)NH;. MS(ISP) 441.68

(M+H)".

Example 376

10 1-Cyclohexyl-5-{2- (4-methoxy-phenyl)-thiazol-4-y1]:2-methyl- 1H-pyrrole-3-carboxylic:

acid cyclopropylmethyl-amide
TASEN O
: N
"N Nﬁ/O/
NN

The title compound was obtained using cyclopropylmethylamine as R'R'NH,
cyclohexylamine as R*-(CHy)m-NH; and 4-methoxypheny1 thioamide as R C(S)NHz

15 MS(ISP) 450.3 (M+H)+



22. Conmpounds according to any of clains 1 to 20,
wherein R4 is a 5- or 67 nenbered heteroaromatic ring
laiNg one or two heteroatons i ndependentplgpacosini472i
W(gg({‘]&@éog%ﬂn fromnitrogen and sul fur, said
het eroaromatic ring being optlonally nono- subst it ut ed
by lower alkyl. 5 23. Conpo Al accordi ng, to any of

clains 1 to 20, wherein R4 is P P nono-
di - substi t ut ed, independeg¥¥9235y—hydr0|y, | ower
al kyl , Iomei al koxy, hal ogen, hal ogenated [ ower
.aIkyI o) ted | r
st R E iyt b e B - Gmationymbprgtsthiszol-4-
two adj acentyl]-Sutettyi-tlikptrsolef3- arWhthdbsty&hrmdm
together are -O-(CH2) -0- or -(CH2)2-0-. 10 25.

Conpounds according to any of clains 1 to 24, selected
fromthe group conS|st|ng of :

1- Cydohexyl nmet hyl - 5- | t hoxy- phenyl) t hi azol - 4-yl
] -2-methyl -1 H pyrrole- ar boxylic jaci d butyl am de,
1- (4- Met hoxy- benzyl )-5- ?7tij’\

[ 2- (4- met hoxy- phenyl ) -t hi azgl - T -2-methyl -1 H 15

pyrrol e-3 -carboxylic utyl am de,
rac-| - Cycl ohexyl met hyl - 5

[ 2- (4, met hoxy- phenyl) -t hi“azol -4-yl] -2-methyl-111-
pyrrol e-3-c arboxylic acid sec-butyl am de, rac-
| - Cycl ohexyl met hyl - 5-[ 2- (4- met hoxy- phenoxynet hyl )-thi a
zol -4-yl] -2-nethyl -

5 The title compound was obtained using butylamine as R'R’NH, 3-aminomethyl-3,5,5-

trimethyl-cyclohexanol as R*-(CH,),-NH; and 4-methoxyphenyl thloamlde as
R'C(S)NH,. MS(ISP) 524.4 (M+H)",
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1H pyrr ol e-3-car boxyl ic acid sec-butylamde, 20 1
- Cycl ohexyl net hyl -
[ 2- (4- met hoxy- phenyl) t hi azol - 4-yl ]
WOOHUORP) - 1H pyrrol e- 3-c arboxylic acid
dsobutyl -am de,
1- Furan- 2-yl met hyl - 5-[ 2- (4 redZioxy- phenyl ) - t hi azol - 4-y
I'] -2-methyl-1H pyrrole-3- ¢ arboxylic acid
i sobutyl - ani de, 1-(4- I\/eﬁhbmcab@ampﬂf.‘)s 5-
[ 2- (4- met hoxy- phenyl ) -t hiazol -4-yl] -2-methyl-M 25
E% P'JI £r3 -carboxyl i c acid isobutyl -am de,
%? ohexyl et hyl - [
2- (4- met hox phenyl) th| azol -4-yl] -2-nethyl -
. H pyiilnotested3ableta couripingtha éollbwiny irediedts cant be manufactured ina

- t hyl - 5-[ 2- (4- met hoxy- phenyl ) -t hi azol - 4-y
C?T&%ﬂﬁglgﬁé%ﬁ pyrrole- 3-c arboxylic acid
cycl ohexyl net hyl - am de, 30
%gr@iﬁhghexyl met hyl - 2- met hyl - 5- ( 2- pyr azi rPe?ta‘iSlett hi azol -

H pyrrol e-3-carboxy |ic acid

Iééq{%lohexyl nmet hyl - am de, WD 2004/ 060888
£P2003/ 014721 - 228

Cbnﬁpbd‘vhid‘ftfmymbemyl) 5-[ 2- (4- met hoxy- phenyl.) mizhi 22@0 m

| H pyrrole-3 -carboxylic i d
b’é’%&‘%“&#@@’? '%iﬁkwe am de, Bomg  435mg
Lectpge fiptlrvet hoxy- phenoxymat hyl ) -t hi azol - 4-6Qmg  70.0 mg

PCT/EP2003/014721

Potidonie ®8bhOXYy- propyl) - 2- met hyl 125mg  15.0mg
Sodium starch glycolate 125mg  17.0mg
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 , 1.3mg 2.6 mg
Iron oxyde (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 magesium stearate and compressed to yield
kernels of 120 or 350 mg respectively. The kernels are lacquered with an aq. solution /
suspension of the above mentioned film coat. ' ‘



1H py rrol e-3-carboxylic acid cycl ohexyl net hyl -am de,

5
-[1-]2-(3, 4- Di met hoxy- phenyl ) - et hyl | - 4- ( 3- _
b3, 5 CLTeL oy Pheny!) - ety -4 (3- Mo

pyrrol-2-y|]-thiazo|e-2-carbox%%ic acid ethyl ester,

1- Cycl ohexyl met hyl - 5- [ 2- ( 4- netffoxy- phenyl ) - t hi azol - 4-y
|)-2-nmethyl -1 H pyrrol e- 3-carboxylic acid '
Bkgpepledi n- | -yl ami de,

N - (1- Cycl ohexyl net hyl - 5-[ 2- (4- met hoxy- phenyl ) -t hi azo
- 4- yChpsateireddtyihidgtthe fMowing ingredients can be manufactured in a
pyrr el e-3-carbonyl }- hydrazi necarboxylic acid et hyl
EVERLIOREAEARD c| ohexyl et hyl - 5-
[ 2- (4- met hoxy- phenyl ) -thiazol -4-yl] -2-nmethyl-IH
rrol e-3-carboxylic acid sec-butylamde, { Per capsule
gﬁ%%ﬁ?@%exyLnethyl-5-[2-(4-nethoxy-pheny|)-thiazoffﬁg§——
- 2-1met hyl - | rrol - 3-yl}-piperidin-l-yl-metha
ehabold Pkl Rl ) -5 "oy
[ &t¢s¢- met hoxy- phenyl ) -t hi azol - 4-yl ) - 2- met hyl - | H py?G-Gmg
gfag}-s&%}poxyl ic acid phenyl am de, 20.0 mg

- 1- Cycl ohexyl et hyl - 5-

T#lc( 4- et hoxy- phenyl ) - t hi azol - 4-yI ] - 2- met hyl - 1H pyr+®ms

e- 3-carboxylic acid pyrimdin-2-ylam de,

TBE compreh BRexEveB LAY kniRed and filled into capsules of size 2.

[ 2- (-4- met hoxy- phenyl ) -t hi azol -4-yl]-2-nethyl-1H 20

pyrrol e-3-carboxylic acid (5-hydroxy-2, 2;

ﬁmﬁgﬁmeihyl-cyclohe)cylnethyl)-anide,

5-[2-(4- Met hoxy- phenyl ) -t hi azol -4-yl]

-2-methyl -1-(3-trifluor t hoxy-benzyl
Injection soh(1tions can have t?le Q owu):/g compg51t)10n:

C;)mpound of formula (I) . 3.0mg
Polyethylene glycol 400 : 150.0 mg
Acetic acid : a.s.ad pH 5.0
 Water for injection solutions ' ad 1.0 ml

The active 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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i H pyrrol e-3-carboxylic acid butylam de, 1-B enzyl -
[ 2-(4-nmet hoxy-phenyl) -thiazol-4-yl]

wWa-2nee9$88 1H- pyrrol e- 3-carboxyli ¢ acid but y|RFER8003/014721

25 {

1- Cycl ohexyl net hyl - 5-[ 2- (4- met hoxy- phenyl) t hi azol -4-y
|')-2-nethyl -1 Hpyrrol- 3-yl

-pyrrolidin-1-yl-nethanone, 1{Qgkohexyl net hyl -

[ 2- (3, 4-di met hoxy- phenyl ) -t hi azol -4-yl]-2-net hyI -1 H
pyi rol e-3-car boxylic. aci d butyl am de,

1- koh
[Zq(/glgret oﬁkﬁybffﬁ 1ﬁaa)lzol 4-yl]-2-methyl -1 H pyrrol

e- 30 3- carboxyllc aC|§§butyl m de, WD 2004/ 060888
PCT/ EP2003/ 014721 - N\ 5-42-Benzo [ 1, 3]

di oxaol -5-yl -t hi azol - 4- ylzN - exylnethyl - 2-met hyl -
| H pyrrol e- 3-carboxylig
1- Cycl ohexyl met hyl -5-[ 2- (45 f
] -2-methyl-1 H pyrrole- R car@oxy
5 3
1-Cyclohexylnethyl-5-[2-(2-f|u%rqa7henyl)-thiazdb 4-yl
]-2-methyl -1H pyrrol e-3 carboxylic acid butyla

1- Cycl ohexyl net hyl - 2- net hyl -

2wleretny i f | uor orret hoxy- phenyl) t hi azol -4-yl]-1H

4t hi azol - 4-yl
cid but yl am de,

' R is hydrogen, or lower alkyl;

R is hydrogen, lower alkyl, lower alkenyl, lower alkoxy-lower alkyl, lower
atkoxycarbonylamino, ~(CH,)-R* or -NHC(Q)-R*,

or R' and R? together with the nitrogen atom to which they are attached form a 5- or
6-membered, saturated heterocyclic ring opﬁonally containing one or two further )
heteroatom(s} independently selected from nitrogen, oxygen and sulfur, said heterocyclic
ring being optionally mono-, di- or tri-substituted, independently, by hydroxy, lower
alkyl, lower alkoxy, amino, lower alkylamino, fluorinated lower alkyl or fluorinated lower

alkoxy;

R* is cycloalkyl, optionally mono-, di-, tri- or tetra-substituted, independently, by
hydroxy, lower alkyl, lower alkoxy, fluorinated lower alkyl or fluorinated lower alkoxy;
cycloalkenyl, optionally mono-, di- or tri-substituted, independently, by hydroxy, lower
alkyl, lower alkoxy, fluorinated lower alkyl or fluorinated lower alkoxy;a 5-or 6-membered
mornovalent saturated hétezocyclic ring containing one to three heteroatoms
independently selected from nitrogen, oxygen and sulfur, said heterocydlic ring being
optionally mono-, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower

alkoxy, amino, Jower alkylamino, fluorinated lower alkyl or fluorinated lower alkoxy; a 5-

" oor 6 membered monovalent heteroarornatm ring containing one to three heteroatoms

1ndependﬂntly selected from nltrogen, oxygen and sulfur, said heteroaromatic ring being

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

- alkoxy, halogen, amino, lower alkylamino; or phenyl, which may optionally be mono-, di-
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pyrrol e- 3- car boxyl i c acid butyl am de,

cl ohex nethyl
Pé%/ 4’%‘505? t hoxy- phenyl) thi azol - 4-yl] - 2- metFy/EF3003/014721
1o pyrrol e-3-carboxylic acid butyl am de,
1- Cycl ohexyl net hyl - 2- met hyl - 5-€2¢ m t ol yl - t hi azol - 4-yl)
- I Hpyrrol e-3-carboxylic acid butyl am de,

1oqrtbvd?félktyttdrem@FHC@nﬁﬁtWdezlbwen*ﬁék%;}PWTIEIJﬂO\'Ya halogen, lower
I r | d
thl&ll'aggnﬁg Rélo; %énaxéd)&%ﬁ A1 r[a@nggﬁéfd BAPRIN & b
[ 2- (4a,,§t hyI phenyl ) -thi azoI
- 2 nmeRhist o‘mﬂw},{ Eéa@ﬁﬂﬂdﬂbf@&@&@@-lawr@%t%rdwmiielowsr: alkyl, or
i} l or o- phenyl) -thiazol -4-yl ]
- 1 cyct ohéxyl net hyl - 2- met hyl - 1H pyrrol e 3- carboxylic

“acid bytyl am de,

5 [ 2- zf.x; @]cloaguj]g yhich mywp):wphlﬂ}d:ze(fpsed_ty pphemyl ring; or cycloalkyl which

aCI g%@gt&ﬁlg%%gﬁﬂnoz "HELNY- sdeElRLYerdr HJd@pen%lQn@y B9 rh?@f%y' I6wer alkyl,

1lo@ee Pl ﬁumnmd logref alkylor dugringtad lowse Akety cafoBkepyl, which may

t Q]’g@tﬁtﬁ n?’g & Wohio2 dTeh MiLsubddtu e b Rndetd), BPRYddoSy, 35 alkyl, lower

@Ilslort;e ﬂybmmtt@/lowzﬁ atierl loy flusrip@eglowet gikoxyhr Sz 6-mheyibereH

1 no? %é%atlﬁgt%cﬁﬁ(%férégychgﬁhg O r?grﬂn%%o {188 heteroatoms

[ ﬁrdéﬁemhnﬂh)ose}ecmi rfnod:l nitBgyh, oxygrnand|sulfury bdid heterocydlic ring being

) 2_t1ona'ﬁ¥ brionbr, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower
alkoxy, amino, lower alkylamino, fluorinated lower alkyl or fluorinated lower alkoxy; a 5-
or 6-membered monovalent hleteroaromatic ring containing one to three heteroatoms
iridependently selected from nitrogen, oxygen and sulfur, said heteroaromatic ring being
optionally mono-, di- or tri-substituted, independently, by hydroxy, lower alkyl, lower
alkoxy, halogen, amino or lower alkylaminoé or phenyl, which may optionally be mono-,
di- or tri-substituted, independently, by hydroxy, lower alkyl, lower alkoxy, halogen, lower
alkylamino, halogenated lower alkyl, halogenated lower alkoxy or nitro; |

R* is lower alkyl, lower alkoxycarbony}; cycloalkyl, which may optionally be mono-,
* di- or tri-substituted, independently, by hiydroxy, lower alkyl, lower alkoxy, fluorinated

lower alkyl or fluorinated lower alkoxy; a 5-or 6-membered mono-valent heteroaromatic
ring containing one to three hetéroatoms independently selected from nitrogen, oxygen
and sulfur, said heteroaromatic ring being optionally mono-, di- or tri-substituted, .
independently, by hydroxy, lower alkyl, lower alkoxy, halogen, amino, lower alkylamino;
phenoxy-lower alkyl, wherein the phenyl moiety may optionally be mono-, di- or tri-
substituted, independently, by hydroxy, lower alkyl, lower alkbxy, halogen, lower
alkylamino, halogenated lower alkyl, halogenated lower alkoxy or nitro; or phenyl, which
may optionally be mono-, di- or tri-substituted, independently, by, hydroxy, lower alkyl,
lower alkoxy, halogen, lower alkylamino, halogenated lower alkyl, halogenated lower
alkoxy or nitro; or two adjacent substituents of the said phenyl residue together are -O-
(CHg)p-O- or ~(CHg)y-0-;
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pyrrol e-3-carboxylic acid butyl am de,

- Gy C | met hyl - 5- (
‘f’%%ﬂgggﬁ?g?chl or o- phenyl ) - t hi azol - 4-y1] - 2- met Ryl oo 20001472

| H pyrrol e- 3-carboxylic acid butylanide
1- Cycl ohexyl met hyI 2- met hyI

[2-(4-n phen t hi y 1H-prro|

car boB(yfm FEF BpC % ‘%ﬂpﬁfﬁﬁ? é\ﬁ %%@gmé)g Ig)ggn, lowar aﬁ(yl halogen or
AGE:ER2QORE0IH 721 - 230 |

1 Cycl ohexyl met hyl - 5-[ 2- (4- net hoxy- phenyl ) - t hi azol - 4-y

ﬁ'pent ﬁlﬂeﬁ& lo_gtlentliower al?(lyleor halocgaelrl,boxyl ¢ acid

1- Cycl ohexyl met hyl - 5-[ 2- (4- net hoxy- phenyl ) -t hi azol - 4-y

O ] - Z-mgmw,gl,kb;pyrrol e- 3-carboxylic acid propyl am de,

1 WCl\%@tm Sns hyl -5-[2-(4-net hoxy-phenyl ) -thiazol -4-y
pyrrole- 3- carboxyllc acid

cycl ohexyl am de 1- Cycl ohexyl net hyl -

[ 2- (4 e} box¥:- phenyl ) -t hi azol -4-yl ] - 2 met hyl -1 H pyrrol

e- 3-carboxylic acid cycl opentyl am de,

1- Cycl ohexyl net hyl - 5-[ 2- (4- met hoxy- phenyl ) -t hi azol - 4-y

] - 2ndethhythackbtioyly podeptableGalds tharebbxyl i ¢ aci d

cycl opropyl am de, 1-Cycl ohexyl net hyl -

5-
E 2_ (4 "Q?J}?ﬁﬁ&g? gﬂ:%ﬂ@_iﬁé b 8zl I,%ﬁ/elréin R is hydrogen.

3. Compounds according to any of claims 1 or 2, wherein R? is lower alkyl or a
residue -(CH,)-R* or -NHC(O)-R®. '

4. Compounds according to claim 2, wherein R* is a cycloalkyl residues with three
to six carbon atoms, which may optionally be mono- or tetra-substituted, independently,

by lower alkyl and/or hydroxy. -
5. Compounds according to claim 2, wherein R* is cyclohexenyl.

6. Compounds according to claim 2, wherein R* is an unsubstituted 5-membered
monovalent saturated heterocyclic ring containing one or two heteroatoms independently

selected from nitrogen and oxygen.

7. Compounds according to claim 6, wherein R* is piperidinyl, morpholino or

tetrahydrofuranyl.

8. Compounds according to claim 2, wherein R* is a 5- or 6-membered
monovalent heterocyclic rih-g containing one or two heteroatoms independently selected
from n:{trogen and sulfur, said heteroaromatic ring bein optionally substituted by lower
alkyl.

9. Compounds according to claim 8, wherein R* is pyridinyl, pyrimidinyl,
thiazolyl or isoxazolyl, optionally substituted by lower alkyl.



3-carboxylic acid cycl obutyl am de, (trans)
rac- 1- Cycl ohexyl net hyl - 5-[ 2- ( 4- net hoxy- phenyl ) -t hi azol

- 4-yl1-2-methyl - 1H pyrrol e- 3- ic aci
“@zﬂﬁy&nm- cy)él opent 5?/) ' gm'edg, cia;boxyl ¢ aci dpeyymp2003/014721

1- (4- Chl or o- benzyl ) -5-[ 2- (4- oXY - i

. y- phenyl ) -t hi azol - 4-
yl]-2-methyl -1H-pyrrole- 3- cg}? oxyl i c aci d) but yl am de

1- (3, 4-Di chl oro- ben Ig)5 . . pa e

[ 2- (¥ n@f’ﬁ@ﬁymﬁﬁéﬁ%}ﬁ;{" AOY A7 claag)f,ﬂ]tq %’-Vﬁ%etrﬁan- 188 phenyl residue
\%}'1 h@d %‘%rﬁaﬁﬁ @yl bediambatithtetlyibdegeddently, by Yower alkoxy, halogen,

1-(3, 4-0Oi,net -henzyl).- b- .
pabogepa IHW?‘S/&W%%@%%@%S Y et hyl -1 H 20

pyrrol e-3-carboxylic acid butyl an de
1- ( 31 #- Dongtonadyadoendimg tp-agy of ¢ aims 1 to 10, wherein mis 0 or 1.
[ 2-(4- et hoxy-phenyl ) - thi azol - 4-yl] -2-methyl -1 H- -
gy g, {Z-g Efé’%&%ﬁ%@?ﬁ%%c!_ngl_ir?gcﬂo@aﬁﬁtly%ﬁéﬁeﬂﬁ{i and R’ together with the nitrogen
[efort o Whithdksy-asnattghgd foRma s Q-_rwrilbered, saturated heterocyclic ring

- - y - . . . . .
fﬁ@ﬁ’@fﬁ?ﬂ%ﬁ,‘ﬁgéﬁ g%@rlf?%o?ainbwﬁhg.c aci d butyl am de, 25

[ 2- (4-net hoxy- ghenyl ).-t hi [ = 4- . A .
pyrr d?’e-@-ﬁ‘]&%’é’@ifﬁ%&d&% o:]c?ag%tl)%ﬁvg%{n rélél’l@ a'ﬁﬁtWXBgétﬁbr with the
Stifrdgendrt dliteh otyehitheynark pttachedars ungubpfifuted pyrrolidinyl, piperidinyl or

-2-nethyl - | - pyri di n-2-yl met hyl - 1H pyrrol e-
B‘HBTE’F‘BE%?/I ic acid butyl ami 'de?/ pyrrole

1- Gyl ohexyl et hyl - 5 ( 2- cycl ghexyl - t hi.azol - 4-
hyl - T4 ;Q,cymm@cl:agccordh(lg to gny 0? Elal)%ﬁl 1 %oh]!?)?%v?xlere?n ¥ s agedle
-(CHa)wR™.
15. Compounds according to claim 14, wherein R* is cycloalkyl fused to a phenyl
ring.
16. Compounds according to claim 14, wherein R* is an unsubstituted cycloalkyl

residue with five or six carbon atoms.

17. Compounds according to claim 14, wherein R* is a 5- or 6-memberd
heterocyclic ring containing one or two heteroatoms independently selected from nitrogen
and oxygen, said heterocyclic ring being optionally mono-, di- or tri-substituted,

independently, by lower alkyl.

18. Compounds according to claim 14, wherein R* is a 5- or 6-membered '
heteroaromatic ring containing one heteroatom selected from nitrogen, oxygen and sulfur,

said heteroaromatic ring being optionally mono-substituted by lower alkyl.

19. Compounds according to claim 14, wherein R* is phenyl optionally mono- or
25 di-substituted, independently, by hydroxy, lower alkyl, lower alkoxy, halogen, halogenated
~ lower alkyl, halogenated lower alkoxy or nitro.

,20. Compounds‘accordin'g to any of claims 14 to 19, wherein nis 1 or 2.

21. - Compounds according to any of claims 1 to 20, wherein R* is unsubstituted

cyclohexyl.
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30 carboxylic acid butylam de, -231- and
phar maceutically acceptable salts thereof. 26. A -

rocess for the manufacture of conpounds of @3/014
Wo?zf?“%@%éefi ned in any of clainms 1 to 25, m?gﬁﬁl’do o721

process conprises reaction of %n enam ne of fornula A
0O N (CH2).R R N-kARG 12 R “&4herein RL, R2, R3, RS
and m are as define

claiml; . .with cnda
al f ator'oPBReM é‘c‘iﬁ’lr(%l“g F%Tyagfé.lanés 1 kP %5; whegein Reisg s- og6-
Rembhed ¢irerddomBRbe AnglcdRTaiame as od 6Fo hetdroataanindependently selected
*from nitrogen and sulfur, said heteroaromatic ring being optionally mono-substituted by

lower ;Ikyl.

23. Compounds according to any of claims 1 to 20,.wherein R* is phenyl mono- or
di-substituted, independently, by hydroky, lower alkyl, lower alkoxy, halogen, halogenated

lower alkyl, halogenated lower alkoxy or nitro.

24. Compounds according to any of claims 1 to 20, wherein two adjacent
substituents of a phenyl residue R* together are -O-(CH;) -O- or —(CH;)Z—O—.

25. Compounds according to any of claims 1 to 24, selected from the group
consisting of: ’
1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-
3-c arboxylic acid butylamide,
‘ 1—(4—Methoxy'—benzy1)—5—[2—(4-methoxy—phefxyl)-thiazoi-4~y1]—Z—methyl-IH-
pyrrole-3 -carboxylic acid butylamide, -
rac-1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-c arboxylic acid sec-butylamide,
rac-1-Cyclohexylmethyl-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-
1H-pyrr ole-3-carboxylic acid sec-butylamide,
1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-
3-c arboxylic acid isobutyl-amide,
1—Puran-2-ylmethyl-5~[2-(4.—methoxy-pheny1)—thiazol-4—yl]'—2-methy1-1H-pyrr01e-3-
¢ arboxylic acid isobutyl-amide, '
1-(4-Methoxy-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-
pyrroler-3 -carboxylic acid isobutyl-amide,
| I—Cyclohexylmethyl-S- [2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-
3-¢ arboxylic acid allylamide,
- -.‘l-CydohexyImethyl-S-[2—'(4—methoxy-phenyl)-thiazol—4-y1]-2~methyl-1H~pyrrole—
3-c arboxylic acid cyclohexylmethyl-amide, |
1-Cyclohexylmethyl-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxy
lic acid cyclohexylmethyl-amide,
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27. Pharmaceutical conpositions conprising a conpound
according to any of clains 1 to 25 and a

ng&w@%tl cally acceptable carrier and/or aqj&yﬁﬁgmmﬂn

ounds according to any of clainms 1 to 25 for
use as therapeutic active substances. 15 29.
Conpounds accordi ng to any of-%Pfains 1 to 25 for use

) dr b Gt Reres- (o S e et ek dsg bp de e -
yyt—ﬂaie gl Ayvlioni@tyddieiBtrsantepr . 20 - 232 30.

The use of -conpounds according to any of clains 1 to
25 fae zt@emtwp@&hmnﬁthylwzamntﬁ(i-ﬁfetn -propyl)-2-methyl-

treatmat an/or pro hy f ﬁdls ases which are
SEBE Rl h’YlCt% TEAY 1 receptors.
4-[1-[2-(3,4-Dimethoxy-phienyl)-ethyl] —4-(3-meth0xy_-propylcarbaﬁloyl)v5—met_hy1-
1H- pyrrol-2-yl]-thiazole-2-carboxylic acid ethyl ester, = -
I—Cyclohéxylm ethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl}-2-methyl-1H-pyrrole-
3-carboxylic acid piperidin-1-ylamide, '
N'-{1-Cyclohexylmethyl-5-]2-(4-methoxy-phenyl)-thiazol-4-yl}-2-methyl-1H-
pyrrole -3-carbonyl}-hydrazinecarboxylic acid ethyl ester,
rac-1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl}- thlazol -4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid sec-butylamide,
{1-Cyclohexylmethyl-5-]2-(4-methoxy-phenyl)-thiazol-4-yl}- —methyl 1H-pyrrol-
3-yl}-piperidin-1-yl-methanone,
I- Cyclohexylmethyl -5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-
3-carboxylic acid phenylamide,
1-Cyclohexylmethyl-5-{2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-
3-carboxylic acid pyrimidin-2-ylamide,
| rac-1-Cyclohexylmethyl-5- [2-(4—methoxy—phenyl)-thiazol-4-y]]-2-meth}f1- 1H-
pyrrole-3-carboxylic acid (5-hydroxy-2,2;6-trimethyl-cyclohexylmethyl)-amide,
5-{2-(4-Methoxy-phenyl)-thiazol-4-yl}-2-methyl-1- (3—tnfluoromethoxy—benzyl)-
1H-pyrrole-3-carboxylic acid butylamide,
1-Benzyl-5-{2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl- 1H-pyrrole-3-carboxylic
acid butylamide,
{1-Cyclohexylmethyl-5-]2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrol-
-yl} -pyrrolidin-1-yl-methanone,
1-Cyclohexylmethyl-5-[2-(3,4-dimethoxy-phenyl)-thiazol-4-yl]-2-methyl- 1H-
pyirole-3-carboxylic acid butylarmde,
1-Cyclohexylmethyl-5-[2-(3-methoxy-phenyl)-thiazol-4-yl}-2~-methyl-1H-pyrrole-
3-carboxylic acid butylamide, :
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5-(2-Benzo[1,3]dioxol-5-yl-thiazol-4-y1)-1 -cyclohexylmethyl-2-methyl-1H-pyrrole-
3-carboxylic acid butylamide,

1-Cyclohexylmethyl—S-[2—(4-ﬂuoro—phenyl)-thiazol-4—yl] -2-methyl-1H-pyrrole-3-
carboxylic acid butylamide,

1-Cyclohexylmethyl-5- [2-(2-fluoro-phenyl)-thiazol-4-y1] -2-methyl-1H-pyrrole-3-
carboxylic acid butylamide,

1~Cyc10hexylmethyl-2—methy1-5-[2-(4-triﬂuoromethoxy—phenyl)-thiazol—4—y1]-1H~
pyrrole-3-carboxylic acid butylamide, '

1-Cyclohexylmethyl-5-[2-(3,5-dimethoxy-phenyl) -thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid butylamide,

1 —Cyclohexylmethy1—2—methy1-5~(2-rn—t01y1—thiazol-4—yl)- 1H-pyrrole-3-carboxylic
acid butylamide,

1-Cyclohexylmethyl—Z—methyl—S-(2' -methyl-{2,4']bithiazolyl-4-y})-1H-pyrrole-3-
carboxylic acid butylamide,

1-Cyclohexylmethyl-5- [2-(4-ethyl-phenyl)-thiazol-4-yl]-2-methyl- 1H-pyrrole-3-
carboxylic acid butylamide,

5-[2-(4-Chloro-phenyl)-thiazol-4-yl}- 1-cyclohexylmethyl-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide,

5.[2-(4-tert-Butyl-phenyl)-thiazol-4-yl]-1 -cyclohexylmethyl-2-methyl-1H-pyrrole-
3-carboxylic acid butylamide,

1-Cyclohexy1methyl—5~[2-(2,3-dihydro-benzoﬁlran-5~y1) -thiazol-4-y}]-2-methyl-
1H-pyrrole-3-carboxylic acid butylamide,

1-Cyclohexylmethyl—z-methy1~5—(2~p-toly1-thiazol-4—y1)— 1H-pyrrole-3-carboxylic
acid butylamide,

1-Cyclohexylmethyl-5- [2-(6-methoxy-pyridin-3-yl)-thiazol-4-l] -2-methyl-1H-
pyrrole-3-carboxylic acid butylamide,

1—Cyclohexy1methy1—5-[2-(2,4-dichloro-phenyl)-thiazol-4—yl] -2-methyl-1H-pyrrole-

3-carboxylic acid butylamide,

1-Cyclohexylmethyl-2-methyl-5- [2-(4-nitro-phenyl)-thiazol-4-y1]-1H-pyrrole-3-

carboxylic acid butylamide,
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1-Cyclohexylmethyl-5-{2-(4-methoxy-phenyl) -thiazol-4-yl]-2-methyl-1H-pyrrole-
3-carboxylic acid pentylamide,

1-Cyclohexylmethyl-5~[2-(4-methoxy-phenyl)-thiazol-4-y1] -2-methyl-1H-pyrrole-
3-carboxylic acid propylamide,

1—Cyc10hexylmethyl-5-[2-(4—methoxy—phenyl)«thiazol-ll—yl]-2—methy1— 1H-pyrrole-
3-carboxylic acid cyclohexylamide,

1-Cyclohexylmethyl-5-[2- (4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-
3-carboxylic acid cyclopentylamide,

1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl) ~thiazol-4-y1]-2-methyl-1H-pyrrole-
3-carboxytic acid cyclopropylamide,

1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl) -thiazol-4-y1]-2-methyl-1H-pyrrole-
3-carboxylic acid cyclobutylamide,

(trans) mc—l—Cyclohexyimethyl—S-{2-(4-methoxy-pheny1)—thiazoi—4—yl]-Z-methyl-
1H-pyrrole-3-carboxylic acid (2-hydroxy-cyclopentyl)-amide,

1-(4—Chloro—benzyl)-5—[2~(4—methoxy—pheny1)—thiazol-ti—yl]—Z—methyl-IH-pyrrole
3-carboxylic acid butylamide,

1-(3,4-Dichloro-benzyl)-5- [2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid butylamide,
1-(3,4-Dimethyl-benzyl)-5-{2- (4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid butylamide,
1-(3,4-Dimethoxy-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- 1H-
pyrrole-3-carboxylic acid butylamide,
| 1-Cyclohexylmethyl-5- [2-(4-hydroxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid butylamide,
' 1-(4-Isopropy1-benzy1)-5—[2-(4-methoxy—phenyl)~thiazol-4-y1]-Z-methyl-lH-
pyrrole-3-carboxylic acid butylamide,
5-{2-(4-Methoxy-phenyl)-thiazol-4-yl] -2-methyl-1-pyridin-2-ylmethyl- 1H-pyrrole-
3-carboxylic acid but_ylamide,
1—Cyclohexylmethy1~5-(2-c'yclohexyl-thiazol—fl-yl)-2-methyl-1H-pyfrole-3-
carboxylic acid butylamide,
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and pharmaceutically acceptable salts thereof.

26. A process for the manufacture of compounds of formula (I) as defined in any of

claimms 1 to 25, which process comprises reaction of an enamine of formula A:

N/(CHZ),“RS

5 wherein RY, R%, R®, R’ and m are as defined claim 1;

with an alfa-bromoketone of formula B:

R?

N
R4_</S l Br

Rﬁ

wherein R%, R® and R’ are as defined claim 1.

16
27. Pharmaceutical compositions comprising a compound according to any of
claims 1 to 25 and a pharmaceutically acceptable carrier and/or adjuvant.
28. Compounds according to any of claims 1 to 25 for use as therapeutic active
“substances.
15 29. Compounds according to any of claims 1 to 25 for use as therapeutic active

substances for the treatment and/or prophylaxis of diseases which are associated with

modulation of the CB1 receptor.

20
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-30. The useof co_mpounds according to any of claims 1 to 25 for the preparation of
medicaments for the treatment and/or prophylaxis of diseases which are associated with

the modulation of CB1 receptors.

%



