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WD 2004/ 060888 PCT/ EP2003/ 014721 PYRRCLYL- THI AZOLES
AND THEIR USE AS CB 1 RECEPTOR | NVERSE AGONI STS The

wonres@®asss nvention 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): RL O
\NR6 R2/ RS NRa NRs S R7 (I) wherein R is

B ol o kO 5 ST AU Lcoror

al koxycar bonyl am no, -(CH2)m R 2a or -NHC(O ) - Ra;

The present invention is concerned with novel pyrrolyl-thiazole derivatives, their
rganufacture, 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):

wherein
R' is hydrogen, or lower alkyl;

R’ is hydrogen, lower alkyl, lower alkenyl, lower alkoxy-lower alkyl, lower
alkoxycarbonylamino, -(CHy)p-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, arrﬁno, 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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or R and R2 together with the nitrogen atomto which
they are attached forma 5- or 6-nenbered, saturated

whedoaasyel i c ring optionally containi ng one oPCT/®B2003/014721

further heteroaton(s) independently selected from
ni trogen, oxygen and sulfur, sai.d heterocyclic 15.
ring being optionally nono-, di- or tri-substituted,

cwﬁmbenﬂeoptiqnallbmdmyodrdw&yr, tri- aubetitutal, kidep erl\cﬁz\ﬁﬂz I H?ﬁi‘déqy lower

PR e ARG Bugtnd Rhies ol PG beepfiontsa Sor 6-membered

mphovnhait Isg/tut’ﬁiéﬂ)hetex@lcydxctrfnlg-coﬁfalmﬁg bAe SBsdel Hetgrsﬁoms

d | I koxy
e Rt isdors e, e PISVRROraPEBRing being
m&ﬁﬂﬂhﬁﬁiﬁgﬁﬁ- RCH- EBZ@@%C@ irfiégdndently, yydyded e RWer alkyl, lower

TR RRn L ey dley e eraliy b vesise Howenglkons a5

& Mmmﬂ&t%bﬂmﬂenahk&f?a%mﬁﬂwﬁﬁ &ﬁitﬁdllqr{gt%’iﬁrto @hr{é@ﬁé‘tero@toms

ﬁdﬁ}éﬂngsﬁyaﬁefﬁcwg f{ﬂrrll‘lg g&\é%eﬁg (tgg(g?a{tbqrgf wgiglbﬁglde}{e?e%ogrolmgtlc ring being

opiakyaenabl \disel tﬁ%u‘bdtxﬁt@ﬂﬂrﬂiebé&ﬁﬁﬂ ARy aIdSher alkyl, lower
|fU£ sai d het rocyﬁ(iy c .ring pg H@ tlonally

slkore: halagen, gming Jovesa Bl leprines? B p‘@hlab mwpﬂeyally be mono-, di-

@?b k depé v, AalkAX
SRy H:ltél%é:\{\ﬁ Sgrﬂlﬂr(]eg‘tdﬁ Wﬁro@all%ﬁve M%ﬁ ngggl?(ﬁié; 2%]9&@{ lower

genagedgowggally PaE laves P! Bitro;

heteroaronatlc ring contalnlng one to three

het eR'datowes alk?hﬁﬁ&@ﬁﬂi%ﬂﬁl BwerilREtedwet lerlnﬂf—% R Nower alkyl, or
czyc¥lg) ﬁ'nd sul fur, said heteroaromatic ring being
- 2/n" 3

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 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 alkdxy, 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 hydroxy, 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
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optionally nmono-, di- or tri-substituted,
i ndependent |y, by hydroxy, |ower alkyl, I|ower 1o

w@bdoanyosshal ogen, ami no, |ower al kyl am no; or PEERP10p3/014721

whi ch may optionally be nono-,"'di- or tri-substituted,
i ndependently, by hydroxy, |owdr alkyl, |ower alkoxy,

hal ogen, |ower al kylam no, hal ogenated | ower al kgl :
e bg@wédaqtmnonmm@m bsmngriptionaljRBone-, doveertrisiukstituted,

e Yok ool Sl 0B e g s v,

‘Phasioapllayer allgd echerain ghqirhenyl meiehymapeptiynellp bk knpnowdicor tri-

. v . . _ . _ r . _ .
biteRld, SNApLAaR I droxyftowe I Lo LI, Whfiflen Tower
ilkylominta helogenatesdowar ], mlogehated lovatratkoxpwe nited; korkenyl, which

| | ’ . c N i |' . . 3
AP0k -0 IR o Ea B by B, st
lniwey blkokye Wweloge, kaxer, allfylanwind s tad eginbtedbrwer alldyls halogenated lower

' d ry. al " - - ered nqvalent

L ) B0 2B 5 S TRELA S TRRUE e
&l gp-6nt oms(Gigdeendent |y sel ected from nitrogen,
oxygen and sulfur, said heterocyclic ring being

opt i enal | s o di- i SUBSL | |
i nd e%e%A e%t 4}3 ggc%lyl nﬁ%})o? Pg%}wsle%%g? %Ié) Piwa?gg%lwleorweé f‘ﬂ%lx )}/1 ?logen o
Buonnmted metryl;al kyl ami no, fluorinated | ower al kyl or
fluorinated | ower al koxy; a 5-or 6-nenbered nonoval ent

het ep0ah (W ' haLhg one to three

het e?ogthggngogjfﬁ’éé%ge}% me @éﬂs} %ﬁéct ed from 25 nitrogen,
oxygen and sul fur, said heteroaromatic ring being
opti onaPl ¥ 2msde-, di- or tri- substituted,

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

hal ogemn, 1afn'3r}p[%r | ower al kyl am no; or phenyl, which
may optiohally be mono-, di- or tri-substituted,

pis1,2or3;

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
CBjy, CBa, 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. Bioli. 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 (S. 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.

'A9—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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i ndependent |y, by hydroxy, |ower alkyl, |ower alkoxy,
hal ogen, | ower al kyl am no, hal ogenated | ower al kyl,
whadoenensst ed | ower al koxy or nitro; 30 R4 is | POEEP2003/014721

al kyl, lower al koxycarbonyl; cycloal kyl, which my
optionally be nono-, di- or t#F-substituted,
i ndependently, by hydroxy | oner al kyl, |ower al koxy,

ds thepapendt Agents” 01886, . RyZO ORI Pras). iAATEE it onen- sellecttmeycBI/Z
a 5-or 6-nenbered nnnova ent heteroaronmtic

sa
reespter asphigt akis evpileable dn thed{ 2 andronab mab@mswé@%f the alleviation

R b 0L S ARE ey o) W AROAI QORGP eight Lo
expergerived by ADPS paiieaity tinrmh@ppe@qestlgmlattm Euths (UK Mebelinone (LY-

[ dent b .dr o

AP B SR Tharadr eSS K s G Bl B € Pk,
miakmbceu\ﬁfrs%{ 8i (11t (189D 5BHB45 M INS L WillTEMs AR R ERhhsy DB&ss 60 (6) (2000)
nmono-, di- or tr| substituted, independently, by

RParig4d). | ower alkyl, |ower al koxy, hal ogen, Iomer 5

al kyl am no, halogenated | ower al kyl, hal ogenated | ower

al k Oz%ﬁlarﬂﬁrrﬁ’det Gaﬁhch@lbnﬂ@&fdﬁblamMH) Glhs deﬁ@ﬁe@ B¢ theRalbgenbes ligand

g ot the s resrgT .Gt Biabveea Rt pienehemak (B tage) 635-

6%4%@@&9% nalie@enAt BRukLQWEE. ke, L Aatieesnat, et dama!D.
ox or nitro; or two ad acent substltuents ‘of the

@@ pw’ﬁh Mdelb@gmdéeEWéﬁ}éth MEC)élpglanQ SciergqR58- ($2929 A 946-9).
af;ﬂ%t ed ndv 2 &QCBQOW l%éfr@r ﬁﬁoﬂﬂﬂ%&ﬁ Lyﬁﬁaphc nerve

rom hydrogen; | ower hal ggen or
temmal negatively adenylate cyclase and voltage sensmve 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; R is hydrogen, |ower alkyl or

hal ogen; mis 0,1,2 or 3; nis 0, 1, 2, 3 or 4; 15
wee@l/o@ss8; and pharnaceutical ly accept abl e saPCBEP2003/014721

thereof. Two different subtypes of cannabi noid

receptors (CBl1 and CB2) have bken isolated and both

bel ong to G protein coupled receptor superfamly. An

byt enally sdivetsl CRlextcépopmtoimaigindBad intBtefandifasmglastof the neural

; td 6 t eshi bi
c*%rcgﬂgﬂ t &lgfe?%(}l%)?frl‘fls (\/{0?)1?1}'13' g: gl 8Paﬁ6} ag dMaéé? ]:4 S. Bitkai, Z
Jarau,lﬁlﬁt:zze,rﬁ HhixfiuGBR. IOD?&miltleB,T SugiGas Gi Khoos, N\ilture 410 (6830) 822-
&g@wad .B. Calandra, M Rinaldi-Carnmona, G Le Fur,
‘Caput, P. Ferrara, J. Biol. Chem 270 (8) (1995)
-:3726-31). The CBl receptor is mainly located in the
br ai R-1417é 6.4 25CB hecl©B2e netegptisty/ invessepgenionis matledgping currently

i stiQut.e h . i MRL, .0 i.zed :
ﬁ]ﬁs% {H keilenﬁcaaar §o ?hé)tr tgxgg{ %f é)%?%‘tr}iﬁﬁéa c);/%l%lée(l%xzcgsfaﬁf?ﬁr-coo’ntrolled
dtudy, afTthe dases oK/B ]A&tnmdﬂﬁ)aag daiabRi1¢17365ighifBas)ly 6Hu6dd body Weight
Therefore 0 ffects
I N TN -
Mdref@cadnybknmdamngbmml FrohQestii) taoB 16 peterpial new galgs.” Abstracts of

Eronr i AGs RERRERIssle fcofet e Dol Sirber Bl heafiooon).

saV| ta (marijuanan), which is used.in nedicine since
agesOther cdvepdnatds a\rhnﬂ'Ehhv)e bieen p@nsﬁbﬂs B 1dscepfdr antagonists

rzeg)poe%{we%p %%grsg acl;gc{nli:'spsz aor%?é/mqgféaﬁg :}mdols (AAI; M. Pacheco, S. R. Childers, R.
Arnold, F. Casiano, S. J. Ward, J. Pharmacol. Exp. Ther. 257 (1) (1991) 170-183), like 6-
bromo- (WIN54661; F. M. Casiano, R. Arnold, D. Haycock, J. Kuster, S. J. 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
benzo[b]furan (LY320135, C. C. Félder, K. E. Joyce, E. M. Briley, M. Glass, K. P. Mackie,
K. J. Fahey, G.]. Cullinan, D. C. Hunden, D. W. Johnson, M. O. Chaney, G. A. Koppel, M.
Brownstein, J. Pharmacol. Exp. Ther. 284 (1) (1998) 291-7) disclosed in W09602248,
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, ]. Med. Chem. 45(9)
(2002) 1748-1756) are known to antagonize the CB, receptor respectively act as an inverse
agonist on the hCB, receptbr. WO0015609 (FR2783246-A1), WO0164634 (FR2805817-
Al), Wb0228346, WO0164632 (FR2805818-A1), WO0164633 (FR2805810-A1) disclosed
substituted 1-bis(aryl)methyl-azetidines derivatives as antagonists of CB;. In WO0170700
4,5-dihydro-1H-pyrazole derivatives are described as CB, antagonists. In several patents
bridged and non-bridgedl,S-dibhenyl-:’a-pyrazolecarboxarnide derivatives are disclosed as
CB;, antagonists/inverse agonists (W00132663, W0O0046209, WO9719063, EP658546,
EP656354, US5624941, EP576357, US3940418).
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-4 as therapeutic Agents", 1986, pp. 1-20, CRC Press).
A9-THC is a non-sel ective CB1/2 receptor agonist and

W0 s00aveiskabl e in the USA as dronabinol (nari noPCT/EP2005014721

the alleviation ‘of cancer chenotherapy-induced enesis
(CIE) and the reversal of bodyo6wei ght | oss
experienced by AIDS patients through appetite
stimulation. In the UK Nabolinone (LY 5 109514,
Cesanet(r)), a synthetic anal ogue of A9-THC, is used

for . . . i .

( 199’%‘%@3’ %‘%@,f H ifition ﬁpf@é‘%‘gﬁ = t“'gcd”ﬁ\?‘g%é&‘]‘%{%Bglsreceptor
afag@list XOPAYively BOBrse3gdr)ists.Sual dawg@gsts / inverse antagonists are useful
félﬁré)gc‘ﬁgeﬂ glgé}xl})? E’hla%% 11(1i me t}l%%‘rpérg[ea??y dr ézggve?iglgé I?) dlseases which are
ésﬁomte@mtﬂwﬁbemo@u}aﬂmnkfé@mGh:emO,rs6 (8) (1999) 635 10

664; WA. Devane, L. Hanus, A. Breuer, R G Pertwee,

L.A Stevenson; G Giffin, D. G bson, A Mandel baum

A. Etinger, R Mechoulam Science 258 (1992) 1946-9).
Anandam de and 2-arachi donog glycerol (2-AG nodul ate

at t Helepy etbymveigstindicatedyibe fallominedelimiipnsiavesey fertetpyillastete and

Séfiﬁle"’lﬁ@m%gﬁﬁg ahi 13033 s vtahx& t@ﬁn?ﬁ?& h@ﬁ@%ﬁe%ﬁk&nvgltlon herein.

activates y rec & yi ng channel

Marzo, D. Mel ck_, T. Biso L. De Petrocellis, 15

Tr enbsthissprefieasioni tbm,e@mz ovqer_z)s ysabBenespd gRp cohsistitgyof one to
I se and/or- action,

%ﬁ %ﬁiééé;rg}?gg)gégég e re tégrg%tro(?)ﬁeurotransmtter (A C

Porter, C. C Felder, Pharmacol. Ther., 90 (1) (2001)
45- 6Bhe termahalogenlerebess i9dluprigeadhiasinenbrasaine and sasting greferably to

Lhb RO Rl figeept or - medi at ed

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, refers to 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, 1-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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mechani sm CBl receptor selective antagoni sts bl ock
the increase in feeding associated 20 with

w@elhvki6esss at i on of anandamide (CM WIIians, HCIZEP2003/014721

Ki r kham Psychopharmacol ogy 143 (3) (1999) 315-317;

C. C. Felder, EE M Briley, J-7Aelrod, J. T. Si npson

K. ki e, A, Devanpe, .Praoc. Natl Acad Sci

A. g@ﬁf fegin %@qﬂk%%gw EpheTs tuilhs EEP IR P EO)- wherem R’ is
fwphikgki on and weight | oss (G Col onbo, R Agabio, G
Diaz, C Lobina, R Reali, G L. Gessa, Life Sci. 63

(8) 998) . 113-PL117) Lepti n is the pring
Si gngg‘ F’oﬁ% ex \ﬁﬁfoéﬁcatrh%“ iBoh a¢iainie theaseer R OyC (O)NH-, wherein
Rutsr]d)mrcarn@. state _and nodul ates food intake and
energy bal ance. Followi ng tenporary food restriction,
recep out n their

Wi | dbe/ Fam tha 0@?‘??3% lgweﬁ%)g eﬁ%a %B(ligzqswt group wherein at least one

Sﬁllélﬂldﬁ)%eﬁﬁditﬁéﬁ)r/\fe@ altyl gﬁ*b@;K R rb add| Bifat eRtorRQreferably fluoro
g@kout m ce Further ect e Ie tin

a19- AgN9ng the REsdsrEadchy eflrreg WBB% Ha tefipqromethyl,

Eiﬂuo@&het‘hﬁl’ gbstdndthyl 30d LRWEd HetBil, @ﬁﬂ@ﬁﬁﬁ‘(tﬂ%ﬁieg%’l ?@ing Bspecially
rats cute

obes db angd ob/ ob m ce cker
Eegerlregd t}{h rlgﬁteﬁéqmeépﬁ?y t@?eaﬁr@ adgealikyl ggoup wherein at least
bﬁ@l HE@S hwﬁagehmfdﬁe R akﬁrga&!ip quxded%lym%w |Amédl thBBreferred

pat ha se findihgs indicate

Heraealas iepen o karggrphp% %tm@wmaﬂyhsﬂs wleewl gsbBggomethyl, with
B dzbRR31 Bdifd Esbecialhy éf@férxtean' cally activate CB1

receptors 'to naintain food intake and formpart of the

neur(_% ggp < R ogen{%r 1%uw!gu€jl atdgd Qy e?s@Hanger @(ow\ggrgqowhqrem at least
Eﬁﬁ gf:che %%hh ' gMﬁfgﬁez 18?56 ?k% rmlﬁ Rrepllced W HalSRn, feferably 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 hydrogens 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.
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825). 5. SR-141716A, a CBl sel ective antagonist /

i nverse agoni st is undergoing currently phase 11
w@bdiomemBs trials for the treatment of obesity.PCTER2003/014721

doubl e blind pl acebo-controlled study, at the doses

of 5, 10 and 20 ng daily, SR 181716 significantly

reduced body wei ght when conpared to placebo (F.

Bar t Fhe trm Iféf:)rvéna&kyl” ferbivss mpnovatamd n@bowch&leaslméof threg to six,

PR VIR Bt SR TAN St LA GEREAAEL B0kl s
%(dspmmw,amdbbmbtyd@enmhm@g;@lohlergyl Uni t ed St at es,
August 26-30, 2001). O her conpounds whi ch have been

pro pﬂ?‘eetgrrﬂs’ aikeﬁ e ?%Rr’co Q%&F}Qfﬂ' ﬁf &r?ﬁ?&%&fcﬂ%ﬂhree to six,

i nver se agoni Sts a am noal
mafenadpthre topﬁve@moa@t@ms, Whlchmanbﬂcachq-‘nnmglrcams)at 1&st gn double

Mg’{?d Ig%)tﬂjl?!? fr gQJ egelﬁégﬁed-r%g 4%12 %uél%gs cwg@én (}/’do&entenyl and

qqacl@bre@bnybwmhaydohwnﬂl bemsneﬁerre@ J. Ward, NIDA 15
Res. Monogr. 105 (1991) 295-6) or 6- |odopravadol i ne

( ANB'?IQ teﬁn “Egacrﬂbas&ﬁlcaﬁr aM&pta@é %%ﬁ” eBchngg’ th@ 'c[zp;xpands of

H. anni s,
ﬁormula I)mﬁ’ammgamcp_p]f rggpic ac1ég_SL(chglg hydr;pgblonc 1dig; hy}drobromm acid,
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SO B R L aBkes T iced Bbe Rl prefetitd”

3-al kyl - (5, 5-di phenyl )i m dazol i di nedi ones (M
Kanyonyo, S. J. CGovaerts, E.

In one embodiment, the present invention relates to a 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)-R*.

Preferable lower alkyl residues R? are branched or straight chain élkyl 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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Her mans, J. H Poupaert, D. M Lanbert, Bioorg. Med.
Chem Lett. 9 (15) (1999) 2233 - 2236.) as well as

wWR2@kilyissH- ar yl i m dazol i di nedi ones (F. Oons, JPCT/EP2003/014721

Wuters, 0. OGscaro. T. 25 Happaerts, G Bouchard,

P.-A Carrupt, B. Testa, D. M-9-anbert, J. Med. Chem

45- (9 (2002) 1748-1756) are known to antagoni ze the
eptcielbcprsfesredr Resfradtile vasidpesRt ara bovear alkylerdefinedigomviest( CH,)m-R%

Do NETE RBER R0 i e B ob i b Beerst 0. Mo

- pRR8blE 8dsBluas R adOeE4ligBay 4ingd 58dR-okl-{CHi)seR Bsdttrein R™ is as

ag@r%gaib%ﬁl%%?g?;@)lﬂrlﬁﬁatb%@)'lazet i di nes derivatives

as antagoni's 70700 310-
4, 5-di hydro-| H pyrago_l e derivatives are described as
CB1 Enorgonbatiment, R“sevestalkyp aptinnaly honelgdd, mindr tetra-substituted,

R AGE S AR Bl s N R SO B by
Agoninated lopanTkane 65 loAi0HY 620emaleeaHo 0di3 or EPESIBEAGed,

4941, 40418
SRR DRte RO ) QB fer e it dthered ey gloor
finosnated/ emer dloxyo a fraVi-demdeleotoneyalent satotated fatdrbaglic ring .
BRI T I SRR RS LB B0 Sy grcn
sBfridaid heteroegtiic aing bhimgapyiongdhrmboae, di-loy tiisubfituted, independently,
b BRSPS R oG B SER TPt o @ fied Biver iyt or
Bnbessedidwer wiksry; aBeboromtrethbetddenbosvabint hereetaférnatid OMScontaining
are, s

B SBhssd®l Sk i PR R BBkl pRER e sutfo,sod
haesntomaiidengbding 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- or tri-substitirted, independently, by hydroxy, lower alkyl,
lower alkoxy, halogen, lower alkylarnino, 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
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 heterbcyclic 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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In this specification the term"lower" is used to nean

a group consisting of one to 10 eight, preferably of
wWoe@40a0880ur carbon aton(s). The term "hal ogenPCT/EPBNF014721

to fluorine, chlorine, brom ne and iodine, preferably

to chlorine and fluorine. Thegoterm "al kyl ", al one or

in conmbination with other groups, refers to a branched

t@ahydtdfataghl w@dﬁ@hﬁerfﬂiﬂ}ﬂ‘éﬁﬂ ﬁfﬁrplscﬂtrwf i plespbdigilygireferred. Preferable
hydr ocar hon r 15 carbo

hsfespPmBHG TIBALR ¢ Gres§’>aréeli’?e%1 Frﬁg ﬁngtc%lhtgln ORf 8 tﬂree, prefetably one or
tRb eﬁe@ér@ilbhs@ﬂ@eﬁeﬁdérﬁl? selaetod ﬁ’onﬁlhmmigen,ﬂﬂ'ﬁgdnemm sulfompreferably

Y one ‘0 onbj nat .
SHer e GrrgnOET i RO S REIStR A CRGIGFAIOBA mono- di-or
taldaptitaed ﬁl@kp&fdeﬁﬂﬁ bﬁj%y&tcﬂwlow&f Aoy, 1aivernalkoxy, halogen, amino or
pr ef ?bl y one t -car bon .atons_,, This fer
‘P‘M?rtqilﬁf %900 teF%”dPE’ﬁPg riggR - 4Ee @@lq&mlmﬂmﬂ

tﬁia@%dﬂllianﬁ'lﬂf)@i&l{l; optRARNP Eli’dstltd’ﬂed%bt délﬁneciii %MYPneferably,
I SObU ut

helegoginglie fndbibel G LPRUIHE BRI oS R By IOsFoR Tk kyeferably
rh&ﬁ ylIOMRPpriersBle h¥bRafdatie rnig% R& dey bynfﬁ'ﬁ?l bﬁﬁﬁhdmﬂy\ﬂ

;
em%? yaaqiﬁ |o?r5§;at tlsgga?&#)'?ul%ﬁ@abéq 5wy re@ﬁbﬁf& gr:e@pgogally

10X or &b RAXMtuRA OReEYab ﬁ@ﬁbo&oaiy bt :
ISO{:ut o)%r/ and ‘(;)1( Ofp@ a! sub&iufdyindependently, by lower

5 wit h
aleqxgciugh pgﬂﬁﬁﬁ@ﬁf@*ha&gm THweh ﬁ%‘\fﬁ%@mb e%égﬂdﬁg\lﬁi% alkyl.spigh &

i@ érdn‘i’é‘éﬁﬁ 1341596 2 0 PP rGORT SOEINSS PR oA mEMbLy, o AR, 81
loﬁ% in th@éga Ieneer chalnS Thj s }grrﬁils%}h?t ost

14 pheay! nsgidp 2 ateginsuhstitysed phenyl, 4 trlﬂuorometh;]l 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 préferably 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 hydroxj/, 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, piperidinyl and morpholino being -
especially preferred.

Ir; another embodiment, the present invention relates to a compound of formula (I)
as defined above, wherein R’ is lower alkyl, lower alkenyl, lower alkoxy-lower alkyl, di-
phenyl-lower alkyl, or ‘—(CHz)n-R%.

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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Ctrifl oronet

vinyl, 1-propenyl, allyl, 1-butenyl, 2-butenyl and
3-butenyl, with allyl being preferred. The term "Il ower

w@bdoylensgs no" refers to the group R -NH, wherBCTER003/614721

| ower al kyl. WD 2004/ 060888 PCT/ EP2003/ 014721 -7 The
term "l ower al koxycarbonyl" reflers to the group

R-OC(O-, wherein R is |ower alkyl. The term

éspeaiadly p&'bfefmgl.da‘efembj/d lawemnakoxydbersalky rediéueg RO upe methoxymethyl,

SR e By RS g
1gue Wqﬁhﬁﬁedm@hommy rieg eS@ﬁcmlhepmgzmedg%m&rdﬂe dinphenyl-lower

d 0 (R3] 3a .
:f 191!6 k¢ % %% NIst b%?ér@ﬁg%mﬁ%s@ﬁqu?{é?egr eWheremR is as

éé’ eadldllbkﬁérore?bl%ﬂ??erfdﬁbbps are trifluoromethyl,

di f1 uor omet hyl. uQr.onet h chl t hyl,

trifl WWG%R%@ %fglﬁé%eﬂaﬁ%ﬁfd toarrgw@{ff 3 O qaﬁwhwhwh may
optidRlly BahRehol Qﬂeér t@ﬂ-iﬂl‘bktltufe@f ﬁfd%?éﬁlieﬁtlk ydedagylower alkyl lower
qroup mhereln ‘at ]i 10 .on rogens _of .the

ikour flapypateqlopigpalky g Pgeéfa ngema cyglpplkgnybfyghich may

SptedRIlYy B n{dn@o rdln&tt@idsdbgt\i‘ﬁfed@ld@ébergfeﬁtl?SoyﬁHyﬁroxy lower alkyl, lower
| uor onet hﬁb and_f | uor omet hyl h

dkpxh B%wte%vvebéhk dygunptsfl |qgesalogyyacrtor memléerr?ﬁi
&ﬁb@&&ﬁ%&ﬁ%&n&em@w@ ¥¥g cbﬁtfaﬁnﬁg Bﬁe ﬁ) thawa{etedbtOrhy

group wherein at |east one of rogens of the )
m@mnd@n Wpsgectaddgm ndtrogep) Gyeen *b"yd wﬁl@gee heigreeyshiapng being
9%1&1%11& Mo'—rkﬂ 6F trEURAIRGY, ifdEpaH NG, B fyeﬁi)wer alkyl, lower

I 'ogenat ed | ower _al kox gr oups are ?I uori na
alkoxy, amino, lower alkylamino, fluorinated lower alkyl or ﬂuormated 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-, 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.

Preferable cycloalkyl residues R are cycloalkyl residues with five or six carbon
atoms, which may optionally be mono-, di- or tri-substituted, independently, by hydroxy,
lower alkyl, 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 cyclohexyl 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
heterocyclic rings R* are 5- or 6-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-sﬁ:stituted, independently, by hydroxy, lower alkyl, lower alkoxy, 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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| ower al koxy groups such as trifluoronethoxy,
di fl uor onet hoxy and fl uoronet hoxy, with

wao piolbersso et hoxy being especially preferred. ACEEPBOIN14721
“"fluorinated | ower al koxy" refers to a |ower alkoxy
group wherein at |east one of-12he hydrogens of the
| oner al koxy group is replaced by fluoro. Anong the
aboed. Prefechbly, hereidepdlie dinge Reraralikabytitgtadupsubstizua by lower alkyl,

fl
ik s BE] Sen BAev D PRt erffﬁhéﬁéﬁgﬁp e befgrocyclic
TRl R %Pmﬁﬁt}’l |Iﬂ(W?hOHﬂl(kyﬂd l—reﬂfyepﬁrrb?dlt Bméerrahih hyﬂeroaromatlc
rein
ey 1 o BhrsRER B BHCTRARA E?%ﬂ’éf%?rﬁzﬁ% W hdiiretbatom(s

1ﬁ@é e(ﬁda*atl se}@:&temfﬂim nitebigen, cﬁd}lgdrf drdsqulfat, Isﬁldt}ﬁfk;roaromanc ring being
ndent r

Y. by .lo al k) | owe
106‘@@hm°’i‘ﬂe et PG TRty Y By ias ot gl lower
[hzﬁb alﬁfrﬁ)utﬂ 1Mw£kyﬂhrﬁme E)fanﬁ ha oﬂh}éﬁ&@ﬁ@ﬂﬁﬁ@hngdﬂl@ are
is re P X
AR N
}%@érbgmladtﬁétrlbfgs Rﬁathelz unSﬂibstatlult(Hd drfmoﬁdlbﬁistlf(dtédfﬁy lower alkyl, preferably
enaen ower a 0).4
%esg%ost S el am P s J0 R G4 S le- Py and
ﬁi&ixﬁ)ﬂaﬂ’ﬁéf&a‘blé Fh@KBretidués R?bmw@haﬁ&uyqabb@qupldr@n substituted,
ra|cal of thr;}ﬁ 03| pr ef ﬁ%? three to fiyv g
RIAIEO OBREOT ISt moStRTEteFRNY @Qeﬂﬁwﬁ%t}te@db'y ependently, by
}gﬁgbgalfvﬁ la&lg}ll Sch 46 Yt 08 R bropyy, tbvd ullby, sayiE hOmefhoyy, halogen,
nd cycl ohex
such as Zhloro, hal%genated 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-phenyl,
3-trifluormethyl-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, n is 0, 1, 2 or 3, more preferably nis 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 alkoxycarbonyl; cycloalkyl, 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 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 mono-, di- or tri;éubstituted, 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, indepéndently, by,
hydroxy, lower alkyl, lower alkoxy, halogen, lower alkylamino, halogenated lower alkyl,



10

15

20

25

30

The term "cycl oal kenyl" refers to a nonoval ent
carbocyclic radical of three to six, 5 preferably

W@ booaeodsss f i ve car bon at ons, whi ch carbocycl i cP€T/RB2003/014721

contains at |east"on double bond. This termis

further exenplified by radicat$ such as cycl obut enyl,

cycl opentenyl and cyclohexenyl, wth cycl ohexenyl
balogepapadd bwerralkpxy T aitresrontwp hdje et eutistioentsyofabe sipd plng] residue

?%%h%raﬁ%_ﬁeﬁsksé t$ E&th g .conpounds of “formula (1)

I nor organi 4ci ds such as hydrochloric
acid, hydrobrom c acid, 1o nitric acid, sulphuric
aci dPreftrailphover elkatiesidues R 'rare branichied drosturight elwiinlalkyl residues with

Hﬁéf‘ds‘}xgﬁé@rab@%%*e' ﬁth’%‘éé b B C o agmeflﬂrg :tl I a@%@%

tartari acid onit ¢ acl
poptapyli arlasyl) phgml 4- lmyldlsmltahé n-péayl. Mmsqbreéemdrlmmer alkyl

Ire??&u R Qs xjtn%t‘ﬁ&rf‘@r Erg Q'l&@é?al? J,ﬁ,ija %? urp‘gﬂézé &r QAci ds

or ma.
mﬁdmxlylcarh@mbé@nm@dethqgtchmgl@hﬁm |pm01amyohrbaﬂ15tla;mmm anid

f.erred 5
BAEGE A0 Rc S EERER A RS SLALL G gl Bt
cyhgpdionh thsisfues B} are Ictedcéaﬂl}yl asidudevith élrea bosie carbbhe ainm, Rich as

F}Z%J%Qéﬁ gcgglo ,%2@%&?}'@%% d cl{:){]ca{e la&kuﬁ:hlﬁlg%’\)ﬁ{ﬁt%gkﬁy %e mono-, di-,
es-mrdeiadt—lsybst@ted,qzrcfemblyl\tbsmo—mreétm aldissitut®d, independently, by hydroxy,
A8 A RS Che RS s ety by
bfﬁ*felr nkkgl, sodnes metlngy idioRt dr sxyhybsogreferabl osyeloakidykaekidue R* is
gflf( st1§1£é(cﬁ a% ypsﬁ?ﬁefer%@g ’rf)a’lro&aggzrailgiéy h?\ﬁé?’ofi grmembered 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 alkoﬁcy, 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 optionally be mono-substituted by
lower alkoxy, such as methoxy. Most preferable phenoxy-lower alkyl residue R* is 3-
methoxy-phenoxy-methyl. Preferable phenyl 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 -O-(CH,),-O- or -(CHy),-O-,
w};er‘éin pisl,2o0r3, preferabiy 1 or 2, most preferably 1. Preferable substituents of
phenyl residues R* are nitro and lower alkoxy, or two adjacent substituents being

-O-CH,-O-. Most preferable substituted phenyl residues R* are 2-methyl-phenyl, 4-
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strai ght chain alkyl residues with one to eight,
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n- propyl, n-butyl, s-butyl, 25 isobutyl, n-pentyl and
2- et hyl hexyl . Most preferred +bMer al kyl residues R2
are n-propyl, n- but s- but I-sobutyl and

me enylP-ethat phiny I4ob\blllt)’]a13 R-ahégoephesylR2-chlogo-phenyl, 2,4-
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'ﬂemthweephml ér%dmmthmwypmmyw dm‘teﬂmx}'fghayﬂ 4-hydroxy-phenyl, 4-

F(ﬁ&b%%@(f gp iﬂlen %gmqéﬁ%‘%%‘?ﬁ&ﬁ&ﬁ’y at Jﬁ¥ e%yl beero 1,3]dioxolyl

‘bed 2g- cgh)phorlnhmfummf evithedmefrogyehealyl, ¢- Iﬁﬁo#pfnmyl and

oxycar

pmcbpﬂ)symmardmyﬂybnslduesaascﬂeﬁn&cbabmar bonyl am no, with
et hoxycar bonyl am no bei ng WO 2004/ 060888

PCT/ 014723 -9 i A . Pref
T B RMBL A Ry RSy PLSLBIL 38 L1 s

a( «@rmedmm Wbereiri\lkb(r@ RRZacachtiedependdrely stlscted frdef hydeogen, lower

referably 0. Mdst preferable
}3/19 en@duomﬁa%\%enrléthﬂkyl as defined above or

(CH2)mR2a wher ei n Rea |s as . it, defined bel ow and
m i sPgefeyable 10’vmr@ﬂ®’} wbidye R’ di RS a@ﬂmethybmii etbylt witRngdhyl being
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bl yorie gés?cguels R e h?d Sg%éx an? ¥o§ve9a 15? 0 as%%thﬁnal ly
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ﬁ;@ﬁ/@ CB(%QX Ibfl'r?ﬁ,:g% {aﬁ\kJ Ersefggedagxeeferiible re51dues R*are cycloalkyl residues

In another embodiment, the present invention relates to a compound of formula (I)

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.

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:
1-Cyclohexylmethyl; 5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-
3-c arboxylic 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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i ndependent |y, by hydroxy, |ower alkyl, |ower alkoxy,
fluorinated | ower alkyl or fluorinated | ower al koxy;
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ring to containing one to three heteroatons
i ndependent |y sel ected from nit*ogen, oxygen and
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fluorinated | ower alkyl or fluorinated |ower alkoxy;

‘a 5- pcyaoname@w-wmxzah@mxyhﬁxe%&gah@mt&-wrzi-ﬂﬁlthyl-1H-pynole-

ontai nj.ng..one to three heteroatons independently
“éPé%P@bcg?6HPEP9$6@%4ﬁ oxygen and sul fur, said 15
‘het ey Qarongatic rin i ng optiqnal ly pono-, di- qr
ri - LB Eiaey T e A yEheny) pipa i) 2 eyl L pyrrole-3-

ahibpkylid kol tidoantidehal ogen, amino, |ower al kyl anmi no;
or phenyl, whic may optionally be nono-, di- or

tri - BbdldthotyeBenzih)de e (gRtHoxky-ph¥n i ) eif2ol-4-J1P 98 hethyl- 1 H-
al k wer., al Koxy, hal ogen, [ower al kyl am ho,

[, | .
ﬂﬁpéﬁéﬁﬁﬁgﬁxﬂﬁﬁﬁFhé ;anHgf-ogenat ed | ower al koxy or

nitro. 20 Prefe I cl oal kyl, resi dues R 2a ar _
cycl ﬁ-gy@»pe Gartes T R aPhasy rtglaéglr‘basﬁ-Z-gteﬁwk-,lH-pyrrole—
suahbhaslieyad apylgpide, cycl obutyl, cycl opentyl and

cycl ohexyl, which nay optionally be nono-, di-, .tri-

or t piyaloheihbthyl-842-(Rmedties:§0bNenPDABiaz ML 4-y1]-2-methyl- 1H-pyrrole-
etra-s bstltuﬁ d, |W§Epen ently, by hydroxy, |ower

IClRypOXyig ad © @W{nef YiéMitfat ed | ower al kyl or

fluorinpated | ower. al koxy, preferab] y lower al kyl,

oL B0k OUEL L koot PreTeratl f B RIS LKL e 3 carbory

Ly&didafdotexylariidiiamidiga are cycl opropyl, cyclobutyl,
cycl opentyl, cycl ohexyl and 2-hydroxycycl opentyl.

Pr elf p@itwah@mcbm BY)-(4-@sthdu P phBh@ptI8ARI-4-y1]-2-methyl- 1H-
cycl.ohute ”
By

role- -car%)élq’llicca)cl:lc c?fc %ngeypn){éthyl-amide,
5-[2-(4-Methoxy-phenoxymethyl)-thiazol-4-yl]-1-(3-methoxy-propyl)-2-methyl-
1H-py rrole-3-carboxylic acid cyclohexylmethyl-amide,
4-[1-[2-(3,4-Dimethoxy-phenyl)-ethyl]-4- (3-methoxy-propylcarbamoyl)-5-methyl-
1H- pyrrol-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-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,
1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- 1H-pyrrole-
3-carboxylic acid phenylamide,
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" nitrog
ni t rg]ggﬁdﬁ}hedfy k- [2%

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

woe@heemis e heterocyclic rings RZa are 5- or GPCERPBN(014721

with 5-nmenbered being especially preferred, and
contain one to three, preferabl§-one or two,

het er oat ependently sel-ected fromnitro
oxy gtV @gww g? éﬁé?%tBP’W -Bherydr ddpzpbfrrll-Frimat éﬁl -pyrrole-

andrivkyledtid paididvebenaaiel i ¢ ring being optionally
mono-, di- or tri-substituted, independently, by

“hydr gy clyawxyaﬁétwl,s [Zl(/)@ﬁleﬁ{dﬁzlﬂjenﬁzjrtﬂi? 01140?&?& methyl-1H-

al kylam no, _fluqrinated uor

PHRE- SaraBoylic prigf anhydroyy- %@ﬁlﬁ@m-ﬂzd@h@f@@%@ham@,

unsubstitute fer ed _heterocyclic rings Rea
are Bst’p’éflrl\éﬁ 9¥Y-P§W§h§|142ﬁ é(Hd2mt12>dd4ﬁ3oadh@80methoxy-benzyl)-

PETHERALB Bk iRdacid BEylagtigghydr of uranyl, with

pi peri di nyl and nmor pholi no belng espeC|aIIy preferred.

Pr ef mbk -5-{Pe{4emetioirht 8yl J-tH18% - AR 28h &hk 119pyrrole-3-carboxyli
69'13%? ‘% and contai h one {o thr eeﬁﬁ pr efg1 pyrroe -carboxyluc .

&t er oatorrs i ndependent |y sel ect ed from
oxy nd sgllifur preferably selected form

-ERefiaE RS Rk zolrd-yidr 2bmetgl-1H-pyrrol-

JI pabll d,{nqoﬂqmthgﬁ(meor 5 tri-substituted,
i ndependent |y, by hydroxy, | ower al kyl , | ower al koxy,

hal 09eTycioRByhRe®y1-51 2N8H- cﬁinléMJo%Wh@n 1F¥1ﬁpy“ -;‘XIPE methyl-1H-

heteroarorratlc rlns a are pyfridin di ny
PHTas - CArDFTEC ﬁ@ékaw&rmdea optionally substituted as

defi ned bly het er oaromatic rings

are b~@&§§?¥>§lﬁ?§éﬂl 6&22%%&%%&1@%%)%%91 wl/l/e?rrr@rhywH pyrrole-

PIc Eﬂ%ldm&&lﬁﬁhde, Most preferable heteroaromatic

rings Rea are pyridinyl, pyrimdinyl, 4
5-(2-Benzo[1,3]dioxol-5-yl-thiazol-4-yl)-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,

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

1-Cyclohexylmethyl-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-yl] -2-methyl-1H-
pyrrole-3-carboxylic acid butylamide,

1;Cyclohexylmethyl-2-methyl-5-(2-m-tolyl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
acid butylamide,

1-Cyclohexylmethyl-2-methyl-5-(2'-methyl-[2,4'|bithiazolyl-4-yl)-1H- pyrrole -3-

| carboxylic acid butylamide,

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



o methylthiazolyl or 5-nethylisoxazolyl. Preferable
phenyl residues Rea are optionally nono-, di- or

WO e00406188% i t ut ed, preferably nono- or di-substPCUERIHN3/014721
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i ndependently, by |ower al koxy, such as mnethoxy,
hal ogen, such as chloro, hal ogéhated | ower al kyl, such
as trlfluoronethy hal ogenat ed |-ower al koxy, such as

tri f 1PcldrGnehiesxpheni)-Hiazob4-mbbicyclphesylonethyl < -prediyH H-pyrrole-3-

rcglsyogi%,&sacﬁ gﬁ-(laﬁgd@nsubst i tuted phenyl,
4-tritluoro hyl - phenyl, 4 15 chl oro- phenyl

3, 4- 8L pN 40k mhyp oX
2-ni t'ro- 4&2% n%ﬂledr}y gttfllla?!lﬂ%:yg?rf(et oxy%hleﬂ? -2-methyl-1H-pyrrole-
ﬁﬂ@ﬂéﬂﬁb?%ﬂ W@Hm-%l or 2 nore preferably mis 0 or

1, nost referably mis 0. In another enbodi nent,

and et 15h[2t@e3 ﬁihvétsgb?nzaﬁwm-ﬁdflwmmlﬂwé}ﬂ -methyl-
are ﬁtr&l@%h@ﬂb&@hmaéd%ut)ﬂ’imﬁe”e”ber ed, saturated

heterocycllc ri'ng optionally contalnlng 20 one or

two, 1prRidHeRp hﬁétlﬁﬂl@*mé f-gl-?ﬁ rt%&&@ilgelrl{l g}l]réole-&carboxylic

| ndependent Iy sel’ected rom i trogen

_ aeidiyiyla ’fdéfer ably oxygen said heterocyclic ring

bei ng opti onal |l y nono- or tri-substituted
i nde%e%iﬂhe évlﬁy[ar(éxlvethpwvrlémkfwl) -thiseelr4-gl] Kosgthyl-1H-

? 18R.3 'cé}%fcyhc%ﬁﬂm Rfe, fl uorinated | ower al kyl or
uori nat ed 1 ower oxy. Preferably, heter ocycl iC

rings. éﬁ[dlﬁgﬁﬁﬁét% Sqafvbazdltcﬂlg% BRn 2f5 o8- Ern‘?egﬁﬂ 1H-pyrrole-

atom t o_whi are attached”ar unsu
Wi erb ke tdd pritameid pyrrolidinyl, piperidinyl and

nor phol i no bein espeC|alléﬁpreferred I n anot her
en‘oo&r%}ﬂhexﬂﬁ’éa‘fﬁ -dg8ethyi- i &t -indtmo-pheeil ke thiazel-4-yl) - 1H-pyrrole-3-

CATRRH {Eqacﬁifb tﬁﬁﬂ’deﬁ (1) as defined above, wherein R3
IS Iovver al ky | oner al kenyl, | ower al koxy-I ower

al kyl, C}%lohexylmethyl 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-yl]-2-methyl-1H-pyrrole-
3-carboxylic acid propylamide,

1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl- 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-yl]-2-methyl- 1H-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-yl]-2-methyl-
lH-pyrrole-S-carboxyiic acid (2-hydroxy-cyclopentyl)-amide,

1-(4-Chloro-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-
3-carboxylic acid butylamide,
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i ndependent |y, %ydroxy, Iomer al k

phenyl -l ower al kyl, or -(CH2)n-R3a. 30 Preferable
| ower al kyl residues R3 are branched or straight chain

w@bdoglosrsesi dues with one to six, preferably fBPCI/EP2003/014721

carbon atons, such as ethyl, n-propyl, isopropyl,
n-butyl, s- butyl, isobutyl, nigentyl and n-hexyl.
Most preferred | ower aIkyI residues R3 are n-butyl

and -(batBichlopp-berayhind-¢2{ bwmesthenykehrepyl) rtbiszdub3l] RB3mathyl-1H-

ke B AL 1 50250 s

Pr ef { S

Pr el ¢! )g@‘ Iﬁlﬁhe]‘%m beﬁkﬁhg%ét(gviﬁ&h%kg 9@ ﬂhﬁ’é&ﬁm% -Sfethyl-1H-
eym@kyhﬁthvnmce@ﬂbwﬁénh@k and ethoxypropyl with

rmet hoxyet hyl and nethOXépropyl bei ng espeC|aIIy

pr ef &dd.édDinmutledserbevizd) G 2pldempthokpmbenyl aitkigiol dsyl] -2-methyl-1H-
f bly, R3 d
9%&?15%,”?’*"%5@51“% e """ 5 def i ned bel ow and

nis |

Cylc| (1);9 g’?’&fgé t ?’ﬁg (o }édrdﬁﬁgﬁylggﬁggﬂg@g&lﬁa@&\m§thyrrole -3- .
Wboﬂ@ptﬁild 1§mi§1@ m)no- - or tri-substituted,

| ower alkoxy,

fl uoh(ﬁdt@dom&b@ﬂz -RylR-(4 Tm¢thwpwgdthﬂ@@kﬁ-yﬂl-k®©yhyl~1H- '

|_Kf ptionally be nono-, di- or
|Blg?bst(??%{ thcceglmz1 epengent l'y, by hydroxy, |ower

aI Ky | 0 I 3
y uo?l A é?‘g@étpo%fpﬂém%lazu }&'3[ fﬁ%’ﬂ%#bfgﬁ{ddﬂ Zk‘)/ﬁ'neﬁ{yl 1H-pyrrole
Froathwayleracidbitylagtide het erocyclic ring containing one

to three heteroatons independently selected from

nitr b@nloh@W@eﬁhyhﬁdZWHﬁhmcyl -taizgl-Aet e oustbyl Blpiymgle-3-
pﬁbggyhc acid butylamide,

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-yl)-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,



optionally nmono-, di- or tri-substituted,
i ndependent | vy, by hydroxy, lower alkyl, lower alkoxy,

wa@edonoeosBower al kyl am no, fluorinated | ower al RgIT/EP2003/014721
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fluorinated | ower al koxy; a 5 15 or 6-nenbered

monoval ent heteroaromatic ring l@ontaining one to three
etero i ndependent sel ected fromnitrogen,

oxygénéﬁﬁi$e§mmﬁh}ﬁ %ﬁiea‘ﬂr t@rielPrhiazel-4yhgl Baiymgle-3-carboxylic

Qpidi litdhiydeono-, di- or tri-substituted,

i ndependent |y, by hydroxy, |ower alkyl, Iomer al koxy,

hal ogedycl iene@kyl!50[e(6- nﬁtﬂs&y Afk-3 -
Pp{gl' gepe(iy al ly be m)[rﬁg %&htfrhi ggb@?ﬁtmé%goy@%&hyl H
PR PCX}IC"%S WE&@F’ I ower al kyl, |ower al koxy,

hal o e(ﬁ 0 .al kyl am no hal ogenated | ower al kyl,

hal 03' %ﬂl vl %WSWI 81l 2r{trrigo-rheaylythinrad-4-yl)- 1H—pyrrole 3-

Qyﬁoﬂﬂid@éldls@hgﬁ@@ R3a are cycloal kyl residues wth
five or six carbon atons, which may optlonally be

ernO-er)dﬂloheQﬂnIeEhyi-$UqQSM ity - phg@%?p pRAIL| ngt gﬁetflgl 1H-pyrrole-

| ower alk

. grdro%}m ??‘gBFH‘WgP’éée’I ower al koxy, or which may

optiQn 0 a phenyl ring. Preferably

cycl géﬁ%ﬁweéﬁe&}’i? &3@‘ -BFBozB PhelbEiazoltied]- ZS'D@hYIag‘I -pyrrole-
Bnathsdlié gﬁi@@lymcgagmd or unsubstituted cycl ohexyl,

with unsubstituted cyclohexyl being pr eferred, or

f used-CalcheRflanitlyl Sl AuberbUR B | -
}Q Ryleftly e[&? ethdiFp @%/Z)a a?z'g)l/g )yc -2- meth%l %I—I pyrrole

Pr ef era ycI oaI k resi dues bute
SyRTRPE ‘f%cﬁ Fycdlons idgexenyl, with cycl ohexenyl

prefer cl enyl , being especiall

pr ef E'(?Yéli% ﬁi@ﬁgwgér@ -(Anpetbpuryhenyd)- 1@&41:;(@2@@11;5 1H-pyrrole-
Grcaﬁjdi?]‘r@ﬁﬁ&icf&[tq)rg i@ide, one to three, preferably one

or 30 two, heter oatorrB |ndependently sel ected from

t 1 h@ L L -1H! -
N N A
’zﬁlaF&q:f?ﬁﬁéml i

1-Cyclohexylmethyl-5-(2-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

in the art,

"The compounds of formula (I) may be prepared using the general methods
described.-below:



tri-substituted, independently, by hydroxy, |ower
al kyl, | ower al koxy, am no, |ower alkylam no,

wo bavatosesst ed | ower al kyl or fluorinated | ower BCRBR3003/014721
Exanpl es of heterocyclic rings R3a are piperidinyl,
mor phol i no and pyrrolidinyl, eBfionally substituted as
defined WD 2004/ 060888 PCT/EP2903/014721 -12 above.
Pr ef &roamrapndh ef ormaladi) whevernyB R3] amden arsastpseviousledefined, can be

‘?)frep%"&ﬁﬁ febidtfsh dPenhiQURE of ﬁ)hlﬁ&ﬂa’A WitHGHF ¢ %%oﬁ%gaxl%soaf formula B

mnth be|n al | referr
ding &oy nTFéli“ggg‘B?‘é’Pl {)@Qé i) %Pée’ﬁ »itleg Tgp¢tion can be
IpSBffphﬁéd mQanaifert 1ol$§ﬂ1)$hc}pabFDMFIuﬁ| kMreseBE@BﬁJ lgiRt&red base such as 2,6-

t 5- 6- menber ed d
Iglg% rg% {ymdt%e?ﬁ‘ée]gﬁl rgf:::bly one, Egt e?cr):t oﬁ?s) 5

i ndependent|y selected fromnitrogen, oxygen and
sul f §ehems@al:d heteroaromatic ring being optionally
nmono-, di- or tri-substituted, independently, by

hydroxy, Iomer al kyl, | ower alkoxy, hal ogep, fani no or
| ower al k qhmgszxanples 0 gteroaronatﬁCN R3a
are fur %hlenyl and . Ol -gpt_l_onaﬂy,Q / W}/W
substﬁfm s defi hed a FWeferany, 5\ d

het er oarbmat i c rings RSa are unsubstltuted or (CHYmR
nmono- substhtuted by | ower akkyl, preferably, 1o
met hyl . Mbst preferable heteroaronatic rings R3a are

f th hi d L.
B H R L R——
@reap;tatlpmfnqm mgxt[utq;toé shlventy (@f& a@ebdnytrda and water) or by column
Qhro?ﬁ’ﬁé%"egﬂ)f &sqlm%ﬁ@)% Rfm%reﬂe%'i ot fﬁDcH? ﬁﬁ ‘d?g Hi- B#tﬁge/ Ethyl acetate,

d
If‘i"gtheiﬂegpf@ ékﬁ}éu%r@wtb@e/ Us%%‘]’ﬁﬁ@ Me@Hoky,

hal ogen, such as chloro hal ogenated | ower al kyl,
such Tasazbleidelivaives®t Bithula Bedag @R paéRded ﬁ@ﬁrdlﬁﬂdﬁ%@&etones of

formula C and thioamides of formula C by methods known in the art (Scheme 2). For
example, the reaction can be performed by addition of thioamides of formula C to

dibromo-diketones of formula D in an inert solvent such as DMF.

Scheme 2:

3 7
Br (0] R
S N
R 4 '/
5 -—4
R/I\”/U\r + R \ — R-——< | Br
o B . ST RS

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 suitable inert solvent
(e.g. DMF) in the presence of a hindered base (e.g. 2,6~di—tert-buty1pyridine) to yield
enamine of formula A.

‘Scheme 3
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15 such as trifluoromethoxy, or nitro. Mdst preferable
phenyl residues R3a are unsubstituted phenyl,

wQ 200060888 phenyl , 4-net hyl - phenyl, 3, 4-di net hyPEcpRRI9S/014721

3, 5-di net hyl - phenyl, 4- isopropyl -phenyl,

4- chl or o- phenyl , 3, 4-di chl or o-phenyl ,

3, 5-di chl or o- phenyl, 3-nethoxy- phenyl,

4- met hoxy- phenyl @, 4 di net hoxy- phenyl, | ~CH}R

, 5- di met hoxy- DMZS Ge-@ih JPREANOX Yr |,

,5-trinetho ylphenyﬁ ‘ETE?TTFUoroHEt ox& phenyl ,
r|fluoronethoxy phenyl, 20

-trifluornethyl - 4 chlorophenyl and 4- nltro phenyl ,

Wi th [ St
or ef léétg bﬁg&%&es &ul? ) apegelﬁ‘%p Eﬁ({)\% k&{‘n‘lg%lgﬁlgeggtglg? or caa be
Awshesed 1s<§nmgrc§1al SQUICES @, elsg carn gpregared@ygn@h@tﬂselﬁ@mryn the art.

Poi Sathp®, béka- H@Rﬁhl@&‘ﬁf €6@RU1Y ERyHeSeid R L@néﬂfltcgﬁ be prepared by

odi nent prese ention rel at
afaﬁ%%g@we% %frfﬁimaﬁ WLQ et .%ramgbfowivenmh é# fichlpromethane
(&htmwey. al kyl; l'ower al koxycarbonyl; -cycl oal kyl, '
which nmay 25 optionally be nono-, di- or
tri-ngftltined i ndependent |y, by hydroxy, |ower
al kyl ower al koxy, fluorinated |Iower alkyl or
fluorinated | ower al koxy; a 5-or 6-nenbeged,nonoval ent
heteroaronatm@ ring corgaining one to thslee
het er oat ons i pdependerd y-o se%ee%ed*ﬁ?dh1n|trogen
oxygen and skil far, sald het eroaronatic Ting b& NG
optionally nono-, - or tri-substituted,

IepEnda b B axs% R uRtnaliot, A08GE AR o can e
auk%zased\ﬂm edmumeetrial hiens ormbie sty bersynthasized by atetyodsd&nown in the
Egno-, di- or tri-'"substituted, independently, by

ydroxy, |ower al kyl, |ower alkoxy, hal ogen, | ower

al kyl am no, halogenated | ower- al kyl , hal ogenated | ower

al koxy or nitro; or phenyl, which may optionally be

mono-, di- or tri- substltuted |nd%PendentI g
The invention further relates to compounds o formula (I) as defined above, when

3
3,4
4-1
3-t

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 convyentional 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.
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hydroxy, |ower al kyl, |ower al koxy, hal ogen, | ower
al kyl am no, hal ogenated | ower al kyl, WO 2004/ 060888

wOeILBRBEH3/ 014721 -13 hal ogenat ed | ower al KORGT/BP2003/014721

nitro; or two adjacent substituents of the said phenyl
residue together are -O(CH2}E2 O or -(CH2)2-0- .
"Preferable | ower al kyl residues R4 are branched or
straight chain alkyl residues with one to six,
preferably one to three carbon atons, such as nethyl,

Aet hYAs dE‘sch&P%ove 5the k§1995\%&§| of f(?rngﬂﬁ YI’) or ?er r e%lﬁll’ltlcau¥ acceptable

butyl, 1sobutyl pent st pre

aaltéyherwfec@n &g @SWSu@eWWIIt %Pt}@ftéqaabmt and{asrprophylaxis of diseases
Wnkaare a0ameh Wﬂhrtﬁe Q{o(aﬂﬁﬁoﬁ%f f’HeECB receptors.

met hoxycar bonyl am no oxycar ony am-no,
propoxycar bonyl am no and = but oxycarbonyl am no, wth
et hoXPe Hyveeton thereioremtso ﬁéaféé beplfamageusicaliempagitions comprising a

B58h6aAPALIAGYE hiRMe WA af frHéb%?rtlBﬂ A &pEad Sucﬁﬂlé%g/or adjuvant.

residues with three to six carbon
cycl opr opyl cycl obut yl cycl opent I nd cycl ohexy
V%I C ﬁgqtggr}yg}gtlp%/ﬁqupye %@s de%/%npo%@ids gs dafined apeve for use as therapeutic

h&lveanSshndkl, puliRdlarRa8 Rt ARLYC FARR su&rtances for the ﬁreatment and/or
tetra-substituted, Independently r oxy

arqgkw!am@xﬁérseaépwhyh afq %mciarﬁ%dmh F%@Xdﬂkw off¢B1 receptors.
fluorinated | ower al koxy, preferably by |ower alkyl,

such I@&&E&Mhod@rﬁgﬁtofhehﬂ%ﬁﬁﬁ relMR$to LheftRuabl G treatment and/or
cycl oal kyl  residue R4 is unsubsti tuted cycl ohex

pratalazisios disaasey Uhl,d@ﬁmqsgoqthg\glﬂpq egpadyatieyt of Cgl receptors, which
BreARIIRISoH RO mibast GRHY Al ot de dEﬁHe%leabo% &f ﬁi@’ﬂ&ﬁ( being or

one or two, heteroatons | ndependently sel ected
ﬁﬂﬁm%gen oxygen and sul fur, preferably selected form
nitrogen and sul fur, said

The invention further relates to the use of compounds 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, schizopﬁrenia, 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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al kyl am no. Exanples of heteroaromatic rings R4 are
pyridinyl, pyrazinyl and thiaza@Byl, optionally
substituted as 20 defined above. Preferabl

Hérespsslerevimer therGuilizin fRrrefrsgn dnosueh viraltentepdhals fis, cerebral vascular
qpagerﬁygﬂhtaﬂfaggamgy | oner al kyl, such as nethyl and
ethyl, or by lower al koxy, such as nmethoxy. Most -
preferable heteroaromatic rings R4 are

2- meth é:pyeiprapledispset, thoexpaessipn- céayqamangﬂclatwldzmﬁmatmn of CB1
30ckphnatlid 1d B 9111%&derErosggfya@gﬁgpﬂﬁggﬁvm n%}oﬁﬁiu% hi¥bendent

VESI dues are enox - et nox

whiadretss (N IIHQ) pw@rfynﬂqmmtlgn n?aa}tr]@m abmahn@/ ob éependence of a substances,
rff?ﬂ@dlﬁ BRbhAL H@pe ¥n¢.§5a ld(m&ftm%lc*ég denééJ ¢ a%’?‘%gﬁ%eg&xl;yle aspect, the

Most p eferab € phe | ower
regiclrieney robesh inxsating disprderpobesity adinbetest typy/Il or @i dusedin Bépendent

Qﬁa%ef@? 'GIQIDD(}1 ' abu% antd/ br &Bpﬁ&é{& ﬁfsubsﬁﬁ%s, 1 d}/rlgr!a{l)&gﬂole

di - subst nost “prefer nono- su
@H@E@ﬁ@i}é‘md IVCOW depyriteneys Wlt}mlmslt)abcﬂyg espscially msferred.
met hyl, ethyl or t-butyl, I[ower al koxy, such as

hal ogenat ed as trifluorone

met hqe(ﬂs‘ a f@ﬁ‘hé} E‘Eerrg&'igeasto %Nﬁ\ﬁ&é’a H{etl{c}dl“&rtl%at ehnt or pgevenhon of
Hape Yediaheies (n@wensuan redegtidinbetes mclﬂltuSdeBEéﬂhmwhman which

‘ Qpr?rses@d&rﬁﬁRﬁ’Eﬁéﬁﬁ)ﬁ’a thteﬂ?el?tgdaﬂg @@éctw@ g@:ﬁhfg (?%ﬁy%%nd according

sal d eny resid
cSP for@@#& Ig lrocomblmtetvrwmsppqmenon wmh mthesapeptxaﬂere&bcttyze amount of a

Qiﬁg H’%ﬁbr,%@i&ia@f}' %hé'rem tB? flg£53 k?x:ﬂ!ﬁbﬁ(l)ﬁQ§ H;l s Ft‘n}xl?o Qr% object of the

resi are nit
a@i‘fea@en is the peathad rsrdescribeil ngovefcac Ml@ltams&, separate or sequentlal

B, SO BRI o o iy

tetrahydrohpstatm

It is a further preferred object 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 inhibitor 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, chlorphentermine, clobenzorex, cloforex, clominorex, clortermine,
cyclexedrine, dexfenfluramine, dextroamphetamine, diethylpropion, diphemethoxidine,
N-ethylamphetamine, fenbutrazate, fenfluramine, fenisorex, fenproporex, fludorex,

fluminorex, furfurylmethylamphetamine, levamfetamine, levophacetoperane, mazindol,
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-14 net hyl - phenyl, 4-ethyl - phenyl, 4-t-butyl-phenyl,
2-chl or o- phenyl, 4-chl oro-phenyl, 2,4-

wale@hloansss phenyl , 2-fl uoro-phenyl, 4-fl uoro- phr@/EP2003/014721

2- met hoxy- phenyl , 3-net hoxy- phenyl 4- met hoxy- phenyl ,

3, 4- di net hoxy- phenyl, 3, 5- dlneﬂhoxy phenyl ,

4- hydr oxy- phenyl, 4- trifluoronethyl henl

efatoret m%%awr%%%m@ﬁmmg:meqquioepbeqimﬁ, pentorex,

t
%hﬁ-]ec}ﬂigifﬁﬂhé’ ﬁhgnﬁgg%%tle? g?léﬁwgﬁlﬂe%ﬁ-%ﬁ%;%lﬁﬂx amité, ptfblorex and
Hfzre{mnes]a@d B @mcelﬁ@%gafégm@%lp salisyihereeft er r ed.

Preferabl e resi dues R4 are cycl oal kyl residues and

SubsMdstbRErRNe IYbreEiRSIgdN8 ar&Tb AR RE dnd Hé’xﬁernluﬂe

anot her enbodi nent, the present inventionh relates to a
of fornula ] as. defi ned above, wherein R5

conpoul %ﬂ
and ‘Reitahleselegipe seﬁ%@ﬁ@ﬁaehf@kwéév@é% RlhSE e AY@ABYRHIth a

&Y&?buné—@f ik b¥dsenthal@@ion idludd: HQ5LAL SHLVIRIAWe; paroxetme and
erable [ ower alkyl residues R5 and R6 are net hyl

sgitrabeg ¢nd PhpTmRACRREG Ya%épﬁ%beswbereaﬁ y preferred.
Pref erabl e hal ogen residues R5 and R6 are fluoro and

* chl opemokNstritiort s z@lﬁﬂldﬁ@l El@lo@i%@l%hﬁ'tﬂeé’oﬂh@ESﬁleQnds of the present

Preferabl e_residu 5 is | , such as nethy
PrEREPR I be ass ﬁethé? %Hg) errta(g é?ﬁ vgﬁdal}dowmaqsm that are well

KH6WN &S tHEBEN ¥br exJaﬁq;Jw 18 08hB8traC e AR AL of at;!}ﬁnﬂa@eﬁﬁml agent for

invention relates to a _conpound of fornula

@éequ‘??é‘alela‘b‘%f\@eﬂ%@}aé?drﬁlﬁ@FdFré spgasstizhistes) Qmérox)af Péypr gherosclerotic

RALRGSAd &Rl alsaRless dueas hlekivly 1yrc&§de%i§ §n3hy1§é’r@nd]?s&!?¥ﬂna, the
and. ethyl, with methyl being espeC|aI y preferred

pollordngpiseysieadiyetied-esi dues R7 are fluoro and chioro,
with chl oro being

Method for Measuring Blood Glucose Levels

db/db mice (obtained from Jackson Laboratories, Bar Harbor, ME) are bled (by
either eye or tail vein) and grouped according 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.
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 7 to 14 days. The animals are then bled again by eye or tail vein,

and serum triglyceride levels are determined.
Method for Measuring HDL-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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especially preferred. Preferable residue R7 are
hydr ogen and | ower al kyl, such as nethyl. 20 Preferred

wa@ormpoonsss of general formula (1) are the conppCrEB2003/014721

Exanples 1 to 377, preferably 1 to 375 (see section
Exanpl es bel ow) and pharnaceuti2al |y acceptable salts
thereof . Especially preferred are the conpounds

Juthershide o1 igshcpm@oRnd Q5 7ctorididsys, apd 8en bled on the following day. Plasma

3:5 Q‘a@}z@é{‘ ?G%)Tlllﬂﬁ-tchmesterol _
(4 met hoxy- phenyl ) -t hi azol - 4-yl ]

2 I-IH- role- 25 3-c arboxylic acid
but y| 5 glgon tg)&mgggtﬁgiyl‘{%a{ﬁlyth)es gxé./ he compounds of the present

livenfioAEthE SlowiRemWivo 4s8d@ 2@l th-wékd, - 2-methyl -1 H

pyrrol e- 3 -carboxylic aci'd butylam de, .

rac-| - exyI methié ~5-[2- (4- met hoxy- phenyl ) -t hi azol
- 4- y|1\]Ie Tssting Taskdoammingansl SpagiplMeipory aci d

sec- but yI am de WD 2004/ 060888 PCT/ EP2003/ 014721 -15
rac- The MelsohaxyMart bybutirely used to assess task learmnﬁgnds atial memory

&fﬂrsb‘?fﬁgf F&Xesy:,r'ogéi?ﬂ.%é ﬁ'et&‘l%&)’?d lgﬁ%ilyﬂy hl]ﬁ@@sa Methods 11:47-60,

To8y)cirntmeasbdeididlats are gﬁced in a water pool which is divided into quadrants.
I azol - 4-

t ho henyl ) I
[Cglq—éff@‘p‘t ‘bi}ﬂr“é) pae oftheg qg@cifégggs?/'ﬂ]ge admgl is placed in the water pool and

S abtd tPIBCAE thethidddnysMfords Wtﬂﬁxt ﬂedgterrmned time. During a number
[ 4- et h - phenyl ) -t hi azol -
C%Irﬁgppg,tr q,&/}mapprquéeagns the é@og’gg@ pf epbatiprm and escape from the pool.

3R Rl r&EWEmultiple trials in this task. Total distance traveled, number of trials to
locate platform, latency to find platform, and the swimming path is recorded 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 number 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 a 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 active 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 availability of the compound/drug. When the session

ends, the house light is turned off. Initially, a drug infusion occurs with e\'rer}} press of the
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1- (4- Met hoxy- benzyl ) - 5-
[ 2- (4- met hoxy- phenyl) -t hi azol -4-yl] -2-methyl -

WErobmss8 - car boxylic acid isobutyl-am de, PCT/EP2003/014721

1- Cycl ohexyl net hyl - 5-[ 2- (4- et ho) cy- phenyl ) -t hi azol -

yl] -2-methyl-1Hpyrrole- 10 326-arboxylic acid

al |yl am de, 1-Cycl ohexyl nethyl-5- .

pgtn(ezl,emt@m;@evphgngpm)}g plhayiag|hagbgen]estaplishet hifak nimber of presses to

?‘i‘(%/({ g:%igu cﬁ'{/ Q‘?ﬁ}:%dsg% %‘Heg t%%l‘é lc8§1§§wﬁ£@¥% 4e faa'@n%gfstratlon is

u @bganr)edlthq.eﬁwtrqﬁ h @e@dapmyn b th g-reinforced behavior may be

a@%&&&? %kﬂx oy gilﬁs jecot d]v:I %Jﬁﬁ}i%@@f tg ?r%zsgsion'_f_an either

pytemhter eactmgans o)ryirocéucamocthmygﬁl to hle&)(%tlfmeilnhl;aistratmgibehaﬁ}or
[ 2- (4- Met hoxy- phenoxynet hyl ) -thiazol -4-yl]

-1- -

rr ol( g‘hgﬁgﬂg r bo%ﬁ tlgg% g%clagng:gjﬂ{xﬁexy F&&Mﬁeﬁmme t}éf: aCtIXItf Rf the
fompo@nds- @fmlﬂaﬁ) phenyl) -ethyl] -4-

( 3- met hoxy- propyl car banoyl ) - 5- net hyl - 20 1H

, pyr r g‘?l ﬁfﬁYIIl‘l%' %eac]%ﬂgﬁ)uﬁggéf ROXWeh o for Lafih BN 018 T58 receptors was

(iqtermtm xwma rmeqwbr)anc piepzwations ¢f fuman embryphickidney (HEKS cells in
%‘h%@ftp@ Egli?;/ cén | o sp(gfﬁ)?fe'CEBtGr %T%hﬁ%tﬂﬁl’rarﬁfec{ed using the Semliki Forest
[V2eug 4ysiaan HDWJWWI With BEHZzGP-58,9%40 s radioligahg. Aftertincubation of a
gﬁ}ggb&ggﬁ%@? KBtV Ve pALAGE AR WY [3EE B, $ERY} without
addition 0} corohesnydsroé theyinvéntjon, {eparativh okhowiband fredligaad olas
_pé'ffgllrille_dzﬁmhjaéﬂ)ﬁ bk glassfiber filters. Radioactivity on the filter was measured by

liquid scintillation counting.

The affinity of the compounds of fhe 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 liquid 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 expresséd (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 cyclic 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



pyrrol e-3-carboxylic acid sec-butylam de, {
1- Cycl ohexyl net hyl -

W 2004460388 hoxy- phenyl ) -t hi azol -4-yl] -2-net hyl PCT/EP2003/014721
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15

H pyrrol - 3-yl}-pi peri di n-1 -yl - met hanone,
1- Cycl ohexyl net hyl - -27-
[ 2- (4- et hoxy- phenyl )-th| azol -4-yl]
mzdwéqdrryqupﬁ sArhesingagoszedby GBb osagpior anteiganists such as the
A el}@%ﬁﬁ%/ 060888 PCT/ EP2003/ 014721 -16
C@%I ohexyl me S

2 (4-met hoxy- phen ) - th| azol -4-yl ]
1H pYhe earspowds of %(yrs wpla @) ﬁmmaxpwﬁliﬁnﬁ Ffﬁ-ﬂm)f?raﬁhﬁ@@ receptor,

H@c@rrﬁm@l’ Wlt‘?ihcﬁé( X)hﬂﬁﬂ&ﬂa'l §0nd1t11>ns des?r bed jo Devane et.al. Mol. Pharmacol.
- (4- met hoxy- phen hi azo th 1T H

ﬁ 8B 00 @]& ) gy{pmpoms@f the present 1nvent10n or t¥1e pharmaceutically

K e sy Totan ) i e SR, Ry PR B affinice

bélowdCarre? pivk hee adhibi} at 1ddd: pyo fodd eelS:tiviy bgatydt itiee @B1 thceptor.
butyl am de, 1-Benzyl -5-
[ 2- (4_ met hoxy hon\/l \ -t hiazel-4 y! }7

-2-methyl -i H p@@m b@&om@b@wl i fC \yd butyl am de, {
1- Cycl ohexyl F SOﬁQqu
[ 2- (4- met hoxy|- phenyl ) gt hi azol -4-yl o
-2-methyl -l Hlpyrral - 10
3-yl'}-pyrrolidin-1-ylhgyget hanone, 1-Cycl ohexyl et hyl -
[ 2-(3, 4-di metlhaxy-phenyl)-thiazal-4-yl] 42-methyl-1 H
pyrrol e-3-carlboxylic sggi d butylam de

311 <2

315 <2

324 <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 Fiillinsdorf (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 libiturh.
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5-(2-Benzo[ 1, 3] di oxol -5-yl -t hi azol -4-yl)-1-cycl ohexyl m
et hyl - 2-net hyl - 1H pyrrol e- 3-cec@Bboxylic acid
butyl am de, 1-Cycl ohexyl nethyl -
[ 2- (4-fl uoro-phenyl)-thiazol -4-yl] _ _
- 2 makdida i Hpyrrol e-3- carboxylic acid butylam de,
1- Cycl ohexyl nmet hyl - 5-
[ 2- (élfmwrltﬂlpﬁdpéqﬂyel)?mqﬂedy_e@vem-w@ am and 5:00 pm. Mice were brought in

‘tl%s gﬁ\h%mé aﬂﬁ rhr t@atgd ﬁﬁq‘lt T%Etbc??f)yllrdu% 8‘&'0% t?lgts’éé £0F tge experiment.

ex
E (334 Ffil laf"i’%’é) f@ﬁr@f—@@kﬁﬂ fﬂ@ém}id) wathr. dooleach dbde, 8 hice were used. Rectal

BX%Q{:ﬁﬁeng}E k}{?ﬁ%{de eﬁ‘t? @eﬁufe%%l‘dd@y mean of a rectal probe (RET2 of

Phyqigng) diree digiie x},mmme)tert tPigkotnsd nf8328-2 wktCul¢ Phriver, Chicago
25 1 a

q)ogﬁexéﬁoﬁg?ﬁp a%%lups glé%rgllrlae%lgﬁ‘)?flset hi azol -4-yl) -1 '

H- py mhe bedg iw@dﬂw was takem d5 inyHefme ddmlmstratlon of either Vehicle or

bl T hi ‘%@ﬁx ?fltw ln\% SEF%HM sto %8 Q%%Ocar er 1.ipC og&cld administration of

Bris ypmppunl@ regpeClredio hestyll etyhiempBratfi@-was recorded in order to evaluate
P oSl SN o 0 )

Po0vA 608 dErGTeREA2 003V OictiZR]1 then 20 min after iv. administration of CP

55940, body 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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-17 5-[2-(4-Cnhl oro-phenyl)-thiazol -4-yl]
- 1- cycl ohexyl net hyl - 2- net hyl - 1H pyrrol e- 3- carboxylic

wa@eood/obnsss/ | am de, 5- PCT/EP2003/014721

[2-(4-tert-Butyl-phenyl)-thiazol -4-yl]
. 1 cycl ohexyl met hyl - 2- met hyl -- 23 pyrrol e-
-carboxylic acid butylam de, 5 1-Cycl ohexyl nethyl -5-
fo pwiggarg eXijﬂW(pf(ﬁllﬁh animna disgase magels: a)qulaqmn.afsylget]food intake in
m%rr‘ﬁ%Eé@é’ kBeh%H’oﬁydl rP?x'aﬁnSI‘,@%r @q)f’yll'S‘f) 351 datition m&%se and ethanol

1- Cycl ohexyl

{gag-ingnige J(Pmdé&marm- 9?%7 %12 H—OéyIIOIS)JICémr—rcaaﬁcbmqtm activity and place

h
E&l 15’:HB¥#2%}9?PSI)' dﬁxﬁ%ﬁy@%t E%é J|1'3§2 }.T chopharmacol 2000, 151: 25-
rﬁétsh‘ymtallwus ?ftcOpmteroac@vey t;ammﬂ/lﬂh@rladﬁ@ Bliey 11936, 8&7, 586-594);

%y;@z(ﬁét ém% injsiration in mice (S }999 285,401 -404);

oro phenyl) -t hi azo
IH-pyrroI e- 3 carboxylic acid butyl am de,

[ 2 ( nl t r%&ﬁﬁfg Fo)rl?nuglgeﬁgéﬁlrd/ §r th|e r Phiﬁ‘xaceutlca[llg aéceptable salts can be .
? bi@leEldllC@rrm@tsde Q lin yhcafior meot Ph&m&wabmyﬂamnhﬁdr eBteral,

| %eﬁér%& &ﬂ%&’ (lﬂ-ggl\fgt?atltog' Q) cafl ¥ a%imnﬁatgiee‘ﬂh%r example, perorally, e.g.

rrole- I C acl pent
mtﬁyéd)r@h efuabletst ¢nated3ablets, dragees, hard and soft gelatine capsules, solutions,

Fﬁuﬂsdbn'g%% lf;‘t?s)f) ng%}ﬁsnyelcga l% W Agp § etooth Lf uﬁpgg ?J}Yes, parenterally, e.g. in

pyrrol e-*3-car boxy prop
the form of i 1nJect10n solutions or 1nfu31on solutlons, or topically, e.g. in the form of

ointments, creams or oils. Oral administration is preferred.

The production of the p'harmaceutical 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 pharmaceutically acceptable salts, optionally in
combination with other therapeutically valuable substances, into a galenical
administration 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 ca;rier 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, polyols, glycerol and vegetable oils.
Suitable carrier materials 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.



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

wok@yossBe- 20 3-carboxylic acid cycl ohexyl am BET/EP2003/014721
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1- Cycl ohexyl net hyl -

[2- (4- met hoxy- phenyl) -t hi azol -40yl] -2-nethyl -

| H pyrrol e- 3-carboxylic acid cycl-opentyl am de,

1- Cy &lsuilstapilipstshytes@vatives, wetting and emulsifying agents, consistency-

Ll%pfO‘*ﬂ%&@%@’ﬂ%ﬁﬂr rc;vmcgaa%ghts, ﬁa}@ bor valaflng the osmotic pressure, buffer

- 6Ylstanses p(gl}lbﬂﬁz@te, coRgants @@ m;th]gng hgmnthy’id- @itioxidants come into

§m(léer Cfrr%@ﬁﬁglgfg%m&ﬂéa ox;‘/f I ?/lc] acid

cycl obutyl am de, (trans)
rac-1| - Cycl ohexyl net hyl - 5-[ 2- ( 4- net hoxy- phenyl ) -t hi azol
-4-yl]-2-methyl - 1H pyrrol e-3-carboxylic acid

2- h
( j Zfﬂﬁg? g éﬁ&%en %}hplﬂslaénggﬁnul};s )(cgn g&m Eh FW&&’I hit® dependmg
|om g fiseiseto I3rrontrole dhgzage@ndéh@nldum@uaémmuom the patient and the

%Q&ﬂe/ ({{} 4 &ﬁﬁft?aqgnblzggtp@ﬁg Q%CAOZ@;E bé fiffed to the individual requirements in

- D chl oro-
[e Pﬂrﬁ@ﬂﬁcﬁﬂt}& Bhrewlt)patthn@maﬂn dggape oPabowt hyd 1008 mg, especially

QM&Etoll 1%0 % P&fﬁ}%ﬂn?o @cﬂ ngpﬂfow B%e%%mg on severity of the disease and the
[PPecisq phemmympnepgqf)le thiicamnpburd yold bg adwmiristeredkwith one or several

l4i I d 5
%Xfé};@é[&ﬁegunrgt%%o )&Xbletﬁgfllﬁ Q%Q#l t%((fllmms?hoxy phenyl ) -t hi az

ol - 4'[¥\ -2-met hyl -1 H
e pharmaceut1cal preparations conveniently contain about 1-500 mg, preferably

1-100 mg, of a compound of formula (I).

The following Examples serve to illustrate the present invention in more detail. They

are, however, not intended to limit its scope in any manner.



pyrrol e-3-carboxylic acid butylarriide,

1- Cycl ohexyl net hyl - 5-[ 2- (4- hydr oxy- phenyl ) -t hi azol - 4-y
wo peo20ems8hyl - | H pyrrol e-3- carboxylic acid but pCHEPZIE3/014721

1- (4-1sopropyl - benzyl) - 5-

[ 2- (4- met hoxy- phenyl ) -thi azol -84dyl] -2-nethyl-1H 10

pyrrol e-3-carboxylic acid butylam de, 5- [2-

(4- Met hoxy- phenyl ) -thi azol -4-yl] -2-nethyl -

-pyridin-2-ylnmethyl -1 H pyrrole- 3-carboxylic acid

butyl am de, 1- Cyclohexylnet@& les :

(2-cycl ohexyl -t hi azol -4-yl) hyl - | H pyrrole-3-

carboxylic acid butyl am de, 15 and pharmaceutically

a@senh@blspeca@kﬁ Etww% Hﬁl‘@%oﬁﬁ@é i8hY %Qn‘é%&%‘wjﬁsﬂﬁd ES+
2 .

| f t group
SRSt BorivoP a4y ety 5 - |

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

5 Hpyrrole- 20 3-c arboxylic acid butylam de,
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rac-| - Cycl ohexyl net hyl - 5-
[ 2- (4- met hoxy- phenyl) -t hi az@kamplell] - 2- net hyl -1 H
pyrrole 3- carboxylic acid sec-butyl am de, {

1- Cycl ohexyl et hyl

[ 2- (14Cﬁeé@lpﬁ@;ylynq§h)érgym)ethyh155{2d|4 njtrptghenyl)-thiazol-4-yl]-1H-pyrrole-3-

-2-met hyl - | H pyrrol - 3catbdyyRi R8A bllylindiq¥! - met hanone,
25 5-(2-Benzo[ 1, 3]

dioxol-5-y|-thiazol-4-y|)-1-cyc|ohexylnethyl-z-nethyl-
| H pyrrol e-
L

/\/\M Y@/a
H ’\

The title compound was obtained using butylamine as R'R?NH, aminomethylcyclohexane
as R’~(CH,)-NH, and 4-nitrophenyl thioamide as R4C(S)NI-I2, as follows:

L. 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 ml) at
room 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 hour at room temperature before being concentrated in vacuo. The residiie was
then purified by chromatography over a short column (SiO,, 120g, CH,Cl; 100%). The
isolated compound was triturated with isopropylether to yield 771 mg of the title
compo;md 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-yl] - 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



3-carboxylic acid butylam de, ':1-Cyclohexyl nethyl -
[2-(4-fluoro-phenyl)-thiazol -4-yl]

WO 2008060898 - | H- pyrrol e-3- carboxylic acid butyl pai/Er2003404721
2004/ 060888 PCT/ EP2003/ 014721 -19
1- Cycl ohexyl met hyl - 2- met hyl - 5- $2- p-t ol yl - t hi azol - 4-y1)
-1 Hpyrrol e-3-carboxylic acid butylam de,
anathe mwhmﬁwmﬁmqrz waf ﬂaan!HIOhoc(yEapgd' und/unwsarnyll the crude residue

wﬁb%%ﬁ'onéd HH tc'h%s WﬁfcﬁWe e hlrm y@éécﬁ?ﬁ tﬁ% ﬁe)&%ﬁ?oxyl ic

acid butylam e exy
-th| azoI rrol e-3-

%8 rléé %Qal %fréﬁ%lg?eggyg tipds Magerial i {W 06 %@&%ﬁ AEarpmide was added 0.15
[‘n’lof éy‘clﬁﬁe rpethiyhemiyt Jogetheaw@th-04t3yh] of trimethyl orthoformate and the

5 'ieaé/;{e gﬁ}g)l(l Whﬁohgo Zi lgo%rrsb gtxl%lorlncter%%legttp n,&%er suclgtlme, 260 mg of
QQ)I()#}OHH[Myutpnh@hyiyj)—ﬂinamk-ély‘lﬂethhl]loneZverSEatiﬂgd together with 0.14 ml of
F %‘&@ﬁpfnﬁ'a‘ﬁa tl}eoregctﬁﬁé'ﬁ%%le Wi 868 f¥ GhOMEX ¥4 A%t room
femKesatieg: mﬁtﬁyswhéﬁm, $ mlieif a 2¢CM-Haf {1:1)ohastomyis added to the reaction

Hil‘(tﬂ)/él' gl?éelireaglt&@ 'isbfmﬁ(ﬂeﬂ Gn8 Wash KNGHPRRENLHBE (G8) and isopropylether

10 E@%é %%&{}Eﬁﬂéﬁggqpqqﬂdﬁ@yeﬂovp(])hd mp = 184-187 °C, MS (ISP) 481.3
(-1t hyl - | H pyrrol e- 3-carboxylic acid
cycl opropyl 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
butylamide

The title compound was obtained using butylamine as R'R*NH, butylamine as R*-(CH2) -
NH, and 2-chloro-phenyl thiobenzamide as R*C(S)NH,, MS(ES+) 430 (M+H)".

20



15 1- Cycl ohexyl met hyl -5- [2- (4-hydroxy-phenyl)
-thiazol -4-yl] -2-methyl- | Hpyrrole-3- carboxylic

w@ediod/otnsss/ | am de, PCT/EP2003/014721
1- Cycl ohexyl nmet hyl - 5- (2- cycl ohexyl -t hi azol - 4-yl) - 2- net
hyl -i H pyrrol e-3- carboxylic-33i-d butyl ani de, and
phar maceutical ly acceptable salts thereof. 20 The
present invention also r el dixample? g process for the
nanufacture of conpounds of formula (1) as defined
aPBYRA-5]] e(4°191@ﬂ?1‘35&ﬂ-g§e195fl) s ay (-2 )m&BA- HE-pyrrole-3-carboxylic acid
manuf-act ur ed by t net ods ?lven bel ow, by the
nmet hods given in the Exanplé@”ﬁ?lby anal ogous net hods.
Appropriate reaction conditions for the individua
reaction steps are known to the person 25 skilled in
the art. Starting materials are either commercially
avai |l abl e or can be prepar d by nmet hods anal ogous to
the nethods given bel ow anples or by
met hods known in the ar ounds of formula
(I') may be prepared usi eneral nmet hods
descri bed- bel ow. WO 2004/06 888 PCT/ EP2003/ 014721 - 20
Compounds of fornula (1), wherein R to R7 and mare

5 as previously defined, can be prepared by reaction of
enam nes of formula A with alfa-bronmketones of
TR¢ i @nBhound was obtained using butylamine as R'R®NH, butylamine as R*-(CH;)m-

NH, and 4-methoxy-phenyl thiobenzamide as RYC(S)NH,, MS(ES+) 426 (M+H)™.

Example 4 .

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

o]

Dol

Ci

The title compound was obtained using butylamine as R 'R®]NH, isobutylamine as R*-
(CH,)m-NH; and 2-chloro-phenyl thiobenzamide as R*C(S)NH,, MS(ES+) (M+H)

15
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according to nethods known in the art (Schenme 1). For
exanpl e, the reaction can be perfor'ined in an inert
waelneesssuch as DMF in the presence of a hi ndecrEPDaZ@14721
such as 2,6- 5 ,di-tert-butyl pyridine or 2,6-1utidine.
Schene 1: o0 ORI R ON/(CHI¥R R NRZ s NRa R~/
+Ra/ I RNNRs SREBrl RS RZ(CHZnmR AB ~
Conpounds of formula I can Ei@ilmk_ﬁfl ed by net hods ‘
known in the art such as precipitation fromm xtures

of solvents acetonitrile and water caol u

st o a2t mer s IR A B oxiic acid
art (e.g. n-heptane/ Ethyl asgflahele

di chl or onet hane/ net hanol and di chl or onet hane/ (. 1 % NH3

in MeOH)). Thiazole derivatives of fornula B .can be

prepared from di bronodi ketones of fornmula C and
t hi oam des of fornmula C by nmethods known in the art

(Scheme 2). For
LY

The title compound was obtained using butylamine as R'R’NH, isobutylamine as R’-
(CH,)m-NH; and 4-methoxy-phenyl thiobenzamide as RC(S)NH,, MS(ES+) 426
(M+H)".

Example 6

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

L

The title compound was obtained using butylamine as R'R*NH, isobutylamine as R>-
(CH32)m~NH; and pyrazine-2-carbothioamide as RYC(S)NH,, MS(ES+) 398 (M+H)".



exanpl e, the reaction can be perfornmed by addition of
t hi oam des of formula C to 15 di brono-di ket ones of

wo e0oab@s® i n an i nert sol vent such as DMF. SeCERR2083/014721
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O Br ORT SR61 Il RT +R4-\ R4 </ III/ Br OBr N
S Rs C DB Enanines of fornmuBa-A can be prepared
from bet a- ket oami des of forpula E .and am nes of
formula F by net hods known Example 751 t (Schene 3).
exanple a beta-keto 20 amide of fornmula E can be

reac in a.syitab ert
solﬁ’/ % q‘@ﬁ%'tﬁﬁ lféola) e%}’a}?gé’%‘f“eglyﬁ?ﬂ'ﬂ%t’“zldhgfggde 3-
(e.g. 2,6-di -tert but ydaghyosylid avd bluglayiiét d  enam ne of
formula A Schene 3 WO 2004/ 060888 PCT/ EP2003/ 014721

-21 00 o N~(CH2)mR3
%\C@

The title compound was obtained using butylamine as R'R?NH, aminomethylcyclohexane
as R3-(CH§)m—NH2 and 2-chloro-phenyl thiobenzamide as R*C(S)NH,, MS(ES+) 470
(M+H)".

Example 8

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

el

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



RI-NRSR3-(CH),NH2Z RL N Rs "2 RF2 ERA

Bet a- ket oam des of fornmula E are either known formthe
WO pGoai6sss e or can be purchased from commer ci BCT/EP2003/014721

sources or else can be prepared by nmethods known in

the art. For exanple, beta-keBdanmi des of fornula E

wherein R5 = nethyl can be prepared by 5 reaction of
am nes of formula G\Mtf}diEﬁﬂEﬂéﬁin‘an i nert sol vent

such as dichl oromet hane (Scheme 4). Schene 4 0 0 R

NH + ~~ - - | k-1 k I R2 RS =Me Conpounds of

F or o B et R RO R R A 2 eyl 1H-
literature or can Bgrroled-pitbokdisadidibuaytumaterer ci al

sources or else can be synthesized by nethods known in

the art. The invention further relates to conmpounds
of formula (1) as defined above, when

~

{

ST
é\?/\

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*-(CH,)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—¢thyl-pﬁidin—4—yl)-thiazol—4—yl] -2—methyl-1H-pyrf61e -3-
carboxylic acid butylamide

o

The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*>-(CH,)m-NHj; and 2-ethyl-4-pyridinecarbothioamide as R*C(S)NH,, MS(ES+) 465
15  (M+H)". '



manuf actured according to a process as defined above.
15 Sonme conpounds of formula (1) may possess

w@sgoonoeisss ¢ centres and are therefore capabl ePGf/EP2003/014721
existing in nore than one stereoisonmeric form The
invention thus also relates -3 conpounds in
substantially pure isoneric format one or nore
asymmetric centres as wel Exampleiblt ures, including
racem ¢ m xtures, thereof. Such isoners may be

prepared by 20 asy tr|c synt hesj r ex si.n

C oL PR RS TR o AP et Y ltjerpl i B Uargrol g chrbox i
conventlonal nehtods, eg.wu&hm@mmhdgraphy

(chromat ography with a chiral adsorbens or eluent),

or use of a solving agent. It will be appreciated,

that the conpounds of general formula (1) in this

invention 25 may be deri sed uncti onal groups

to provide derivatives [ 7£l: bl'e of

conversi on back to the parent c ound in vivo. 0 WO
2004/ 060888 PCT/ EP2003/ 0147 -22 As described above,
t he conpounds of fornmula (I r pharmaceutically
acceptable salts thereof can be used as nedi canents
for the treatnent and/or prophylaxis of diseases

5 U Gf %ﬁp&%ﬁ%&is%‘b?ﬂné@ ﬁslihrglnﬁcgl%?fﬂé %tlil ANAT 5 %%nqetﬂylcydohexane

rece&aé I'nventio ore so fe
ButNdatndpipors- er%ﬂ@t@@mde@iSngCéS NELMSURY )38 (M+H)™,
deflned above and a pharnaceutically acceptable

carrier and/or adjuvant.

N

Example 12

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

r/ g\ e

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



Further, the invention relates to conpounds as defined

above for use as therapeutic active substances,
w@aroiiensBar | y as therapeutic active subst ancesP¢DEP10b&014721

treatment and/or prophylaxis of diseases which are

associ ated with the nodul ati o8 of CBI receptors. 10 In

anot her enbodi nent, the invention relates to a nethod

for the treatment and/or Bxemplgldxis of di seases

whi ch are associated with the nodul ation of CB 1

receptors, which_ nethod conprises adm nistering,a

Gel dtmvﬁdt}@sy@éf:mb&l&?@é&eyll-a-laetaﬂnhzteﬁéﬁﬁog{dfana i fragthyD)-1H-
The i nvention fur ?pﬁblerﬁk@bgﬁylf@acﬁmqﬂaﬁid@f compounds

as defined above for the 15 treatnent and/or

prophyl axi s of di seases which are associated with the

nmodul ation of CB1L receptors. In addition, the
invention relates to theyduse of ¢ ounds as defi ned
above for the . preparati g%atggpﬂf%ghents for the
treatment and/or prophyl axi * di seases which are
associated with the nodul a n of CB 1 receptors. Such
nmedi caments conprise a 20 npound 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
[ can be . treated an f 1 ' lami
S St

_ conpags re naqt
ds IR (CeH) -0V H psdthine thixg-ghdeyl shioamjstees & @QS)Néth&%SﬂS 454
( ﬁﬂ@sis, schi zophreni a, depression, abuse of
§§§c otropes, for exanple for the 25 abuse and/ or

dependence of a substances, including al cohole
dependency and ni coti ne

Example 14 .

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

# D\
o LY
r/ o

The title compound was obtained using butylamine as R'R®NH, tetrahydrofurfurylamine
as R*-(CHy)-NH, and 2-(4-methoxyphenoxy)ethanethioamide as R'C(S)NH,, MS(ES+)

15 484 (M+H)™.



dependency, neuropathies, mgraine, stress, epilepsy,
dyski nesi as, Parkinson's di sease, ammesia, cognitive

wale®andsss, senile denentia, Al zheiner's di seaBET/EP2003/014721
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eating disorders, obesity, diabetes type Il or non

i nsulin dependent di abetes (NID), gastrointestina

di seases, vomting, diarrhea, urinary disorders,

cardi ovascul ar di sorders, iExfmplellsity 30 disorders,

i nfl ammati ons, infections, cancer, neuroinflammtion,
in particular_in W 2004/ 060888 PCT/ EP2003/ 014721 -23

. &t Rel2oBéykpBidia-4-p)- thigeol doyli 2amethih - eteeprdioofgan-yivimsthyl)- 1H-

encephal i tis, cerepfradleBaaebd:@lic adidblHBMidgeand crani al
trauma. In a preferable aspect, the expression

“di seases associated with nodul ation of. CB 1
receptors' relates to eating disorders, obesity,
di abetes type Il or non i

lin d ndent 5 di abetes
(NI DD), neuroi nfl anmati od, 4} ﬁfgzg\abuse and/ or
dependence of a substan es,i%; udi ng al cohol e

dependency and nicotine depgRdency. In a nore
preferabl e aspect, the sait‘termrelated to eating

di sorders, obesity, diabetes type Il or non insulin
dependent di abetes (NI DD), abuse and/or dependence of

t i ncludi . .
T 7 HEPRE R h P g Bitftefyn S ENEICREE Yer Ao furfurylamine
pr - (T NHpand 2iediyh 4 prichres caphashionmeds ast] 663 NE, MS(ES+) 453

p¥g¥bdp a nmethod of treatnent or prevention of Type
di‘abetes (non-insulin dependent diabetes nellitus
(NIDDM) in a human which conprises adm nistration of
a therapeutically effective anmount of a conpound

accordi ng Bxamole 16

2-Methyl-5-[2-(6-methyl-pyridin-3-yl)-thiazol-4-yl]-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*-(CH,)n-NH; and 6-methyl-pyridine-3-carbothiamide as R*C(S)NH,, MS(ES+) 439
(M+H)™. ‘



to formula (1) in conbination or association with a
therapeutically effective anount of a |ipase

WO nivitlooasss , particularly, wherein the |ipase iPti/BP1003/014721

10

GVl ariprrazeR-Brbisrel/-sh-Geeaidyo

is orlistat. Also an object of the 15 invention is the

nmet hod as descri bed above for-4he sinultaneous,

separate or sequential admnistration of a conpound

according to fornula (1) arikamplé Wase i nhi bitor

particularly tetrahydrolipstatin. It is a further

preferred object to provide a nmethod ﬂg&@g&gﬂkkﬁgfﬁ%ﬁ%”qnﬂ&s_

di sorders which conprhgﬂ&mﬂmadusﬁ RHiign of a 20

therapeutically effective anount of a conpound

according to fornmula (1) in conbination or

association wth a therapeutsically effective anount of

ot her drugs for the treat of obgsity or eating

di sorders so that togeth ) g%ig/ ffective relief.

Sui tabl e other drugs includg bits are not limted to

anorectic agents, |ipase ingégitors and sel ective

serotonin reuptake inhibit (SSRI). Conbi nations or

associ ations of the above agents maybe 25 enconpassing

separate, sequential or sinultaneous adm nistration.

Eﬁ‘tg Eiﬁr ?grlngoénllf %?se oﬁtgﬁleg’ lugigglpht}latrﬁiﬁlg Qbﬁﬁ;;ﬂll-t, Q&Fa@fyﬂfbfﬁrﬁ]rylamine
urfabl'e anorecti c agents use I'n conbination wth a .

eoRpOGH xoNH: had pyagest2-carhobiamidn 23 R GO PNH,BEE (Bare426 (M+H)".

not limted to, am norex, anphechloral, anphetam ne,

benzphet am ne, chl orphenterm ne, cl obenzorex,

cl of orex, clom norex, clorterm ne, 30 cycl exedri ne,

dexfenfl uram ne, dextroanphetamiaeg di ethyl propion,

di phenet hoxi di ne, N-et hyl anphet am ne, fenbutrazate,

fenfluram ne, fenisorex, fenproporex, fludorex,
1-(2-Methoxy-ethyl)-5-{2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl- 1H-pyrr91e-3 -

carboxylic acid butylamide

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



flum norex, furfuryl methyl anphetam ne, |evanfetam ne,
| evophacet oper ane, mazi ndol, WO 2004/ 060888

wOeaARRRED3/ 014721 - 24 mef enorex, mnet anf epr anPCIEEP2003/014721
nmet hanphet am ne, nor pseudoephedri ne, pentorex,
phendi netrazi ne, phennetraziné!l - phent erni ne,
phenyl propanol am ne, picilorex_ and sibutramne, and
pharmaceutical ly acceptamﬁééﬂﬁﬁégthereof Most
preferable anorectic agents are sibutram ne and

ent erm ne. SU|ta l.e selectlv Gt pn k .
E AT g iy e T AT G O SET D BU g oy arboric
the present invention inatiddetyldrthidexeti ne,
fl uvoxam ne, paroxetine and sertraline, and
pharmaceutically acceptable salts thereof.
Denpnstration of additionaly biological activities of

t he conpounds of the prsz |nve ;Lon may be

acconpl i shed through in 1 and in vivo
assays that are well kndwn the art. For
exanple, to denonstrate the_£fficacy of a

phar maceuti cal agent for the treatnent of
obesity-rel ated di sorders such as di abetes, Syndrone
X, or atherosclerotic disease and related disorders

"lﬁ‘h(%ﬁle%%rri%ﬁﬁa ffab gﬁ%ﬁﬁﬂ'u@ﬁg‘bﬁagie}gm@éﬁ) RF %ﬁl@ﬂﬁm{@h}flamme as

assa
R b A BATSbRY T DR A e Hosy B IdeS RN SS(ESH 400 HH)"
from Jackson Laboratories, Bar Harbor, ME) are bl ed
(by either eye or tail vein) and grouped according to
equi val ent nmean bl ood gl ucose | evel s.

Example 20

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

Jﬁﬁv@

—

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

15



They are dosed orally (by gavage in a pharmaceutically
acceptable vehicle) with the test conpound once daily

WO o004/60888 14 days. At this point, the aninmal s PCEEPI0031014721

10

15

again by eye or tail vein and bl ood glucose |evels
are determ ned. 20 Met hod for-#easuring Triglyceride
Level s hApoAl m ce (obtained from-Jackson
Laborat ori es, Bar Harbor, MEpm@le2lhled (by either eye
or tail vein) and grouped according to equival ent nmean
serumtriglyceride |levels. They are dosed oral
gabdgean-g-yim ﬂr%i%‘é‘gﬂeéﬁwwmaﬁg%? 4y rﬁ'ae&%\ﬁﬁﬁmle’f‘-
the test conpound oncerbdailidacidbutflairddel4 days. The
animals are then bled again by eye or tail vein, 25
and serumtriglyceride |evels are determ ned. Method
for Measuring HDL-Chol esterpl Levels To determ ne

pl asma HDL- chol esterol le m ce are bl ed
and grouped with equival asna ,
HDL- chol esterol |evels. IThe m are orally dosed once
dai ly WD 2004/ 060888 PCT/ EP28§03/ 014721 -25 with
vehicle or test conpound for~7 to 14 days, and then
bled on the followi ng day. Plasna is analyzed for

HDL- chol esterol. In addition, to denonstrate CNS
tiuit ' '
R SR it P QROLALE L OhbAR ESERES oL RO -

Tespleng aTRSKCHelar NFh gnd ddmepaxy-phemyb ipymide as R'C(S)NH,, MS(ES+)
450 (M+H)™.

Example 22 4

5-[2-(2-Ethyl-pyridin-4-yl)-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, 3-furyl methylamine as
R’-(CH;)m-NH; and 2-ethyl-4-pyridine carbothioamide as RYC(S)NH,, MS(ES+) 449
(M+H)". '



The Morris Water Maze is routinely used to assess task
| earni ng and spatial nenory (Jaspers et al.

wolewroersss Lett. 117:149-153, 1990; Morris, J.PCT/EP2003/014721
Neurosci. Methods 11:47-60, 1984). In this assay,
animal s are placed in a water-4ool which is divided
into quadrants. One platformis hidden in one of the
quadrants. The aninal is plExe@ale23 t he water pool and
1lo is expected to locate the hidden platformw thin a
predet erm ned tine. During.a nunber f traini -
b b6 Chisgo el gkt ris i el rmeBormRen e ppgrole-2-
and ‘escape from the peatboxylididhitilamidecei ves
multiple trials in this task. Total distance travel ed,

nunber of trials to locateyplatform latency to find
platform and the swinmn ath is corded for each
animal . The animal's | earhidg) K%ﬂgj i s nmeasured by
the length of tine or nuynber jof \Mt4idls 15 required to
find the hidden platform Mepory deficit or
i nprovenent is determned b the nunber of trials or
the latency to find the platfform at predeterm ned
delay time after acquisition Leaning and menory may
be neasured by the nunber of tines that the aninal
osses the . . . 1 I :

s hP RS Sorneou iR At Gl BGRRE TGS 4 e s
B2 t€hd e, 20d Rethioraghemil thipamideas RiCE@M Hel MS(ES+3 494 (M+H)™.
predi ctor of a conmpound' s abuse potential in humans.

Modi fications to this procedure nmay al so be used to

identify conpounds that prevent or block the

reinforcing properties of ditagslépat have abuse

potential. A compound that extinguishes the

self-adm nistration of a drug may prevent that drug's

ahugieMethdxi $enzyl e er{denethoxy-plamal)ethiagol-4lyl] - 2-methyl-1H-pyrrole-3-

Psychophar macol . 161:Qégﬁéé§¢agggg®hgﬁgpbelI et al.

10 Eyp.

N

The title compound was obtained using butylamine as R'R*NH, 4-methoxybenzylamine as
R3-(CH,)m-NH,; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 490 (M+H)".



25 din. Psychopharmacol. 8:312-25, 2000). In a
self-adm nistration test, animals are placed in the

W p@rAassE hanber s contai ning both an active anBCT/EP2003/014721

i nactive | ever. Each response on the active |ever
produces an infusion of eithed4the test conmpound or a
drug known to be self- adninistered. Presses on the

i nactive | ever have no ef fEsampled® are al so recorded
Animals are, then trained to self-adninister

conmpoun g er a,set periqd of ti

g Meess b nty EATmealirnsisadurbstoy i an e s gl 1H-
t he chanber houseﬂ - 3&&1@@&&1& dchEbutblegiidni ng of the
session and the avallablllty of the conpound/drug.
When the session ends, the house light is turned off.
Initially, a drug |nfu3|o occurs wi,t h every press of
t he WD 2004/.060888 PCT/ E 014 -26 active

| ever. Once | ever-pressin Eﬁ”or has been

est abl i shed, the nunber of resses to produce a drug
infusion is increased. Aft st abl e conpound/ drug
self-admnistration is obtained, the effect of a

~ second conpound on the drug-reinforced behavi or may be

eval uated. Adm nistration of this second conmpound

5 '515( li?tlie go%ag%&%d%?a%%‘bgfn&ﬂ%oﬁclﬁﬂﬁﬁmﬁl@ﬁt RYAL @amethoxybenzylamlne as

10

15

to .the se
RU(CHD st NH an@zﬁéﬁwh@ﬁyphew)qtbme&vwm@eééBsC(/ééNéIb MS(ES+)
& ipedylout in order to determ ne the activity of the
conpounds of formula (1). The affinity of the
conmpounds of the invention for cannabinoid CBl
receptors was determ ned using nenbrane preparations

of human enbryoni c ki dney %§%§]kg%lls in'

5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4- yl] -(4-methoxy-benzyl)-2-methyl-1H- pyrrole -3-
carboxylic acid butylamide

/f;wa

AN

The title compound was obtained using butylamine as R'R’NH, 4-methoxybenzylamine as
R3-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as R'C(S)NHz, MS(ES+) 489
(M+H)™.



1o which the human cannabis CB 1 receptor is
transiently transfected using the Sem i ki Forest

wO/R0we6EsyEt em i n conjunction with [3H] - CP-55, 9BOI/EB2003/014721

10

15

radi ol i gand. After incubation of a freshly prepared

cell menbrane preparation wtidihe [3H -ligand, with
or without addition of conpounds of the invention,
separation of bound and fr dgainplesd’d was perforned by

filtration over glassfiber filters. Radioactivity on
the filter was neasured by 15 liquid scintillatiqn.
colﬂﬂi‘%‘ﬁ@’@)’lcﬁﬂé‘n@ﬁﬁi1nﬁ4tVC@PXY1]?én7é’9n§I§EFﬁ]éD§'lé‘%'PVﬂél"z’Yﬂ -thiazole-2-
i nvention for cannabi n@&@b&ﬁ@aﬁ&@ﬁﬂl&t@ was

det ermi ned usi ng nmenbrane preparations of human
enbryoni c ki dney (HEK) cells in which the human
cannabis CB2 receptor i.s ansiently transfected using
the Semiki Forest virus syStem An/Ttonjunction with

[ 3H] - CP-55, 940 as radiolfi'ganfl. VW ter incubation of a
20 freshly prepared cell nenhrane preparation with the
[3H -ligand, with or mﬁthoﬁ’] addi tion of conpounds
of the invention, separation]of bound of bound and
free ligand was performed by filtration over

gl assfiber filters. Radioactivity on the filter was

d b e : tbne T .
SERRLE Fmpdtnd AR b by leRlne RIRE NG ciEngbepylamine as
Ri¢CHpeNHandwethylthp®xamnisrsRie®) B MAdIS 0 4ae (MtDi es

using CHO cells in which human cannabi noi d CBI

receptors are stably expressed (see M Rinaldi-Carnona
et. al., J. Pharmacol. Exp. Ther. 278 (1996) 871).

The st abl e expressi on of th@mggﬂgﬂgcannabinoid

receptor in cell systens was first described in
Nature 1990, 346, 561-564 (CBl1) and Nature 1993, 365,

BIL(HD1thS3) benzyl)-2-methyl-5-[2- (6-methyl-pyridin-3-yl) -thiazol-4-y1]-1 H—pzwrole—
3-carboxylic acid butylamide

Q

N

The title compound was obtained using butylamine as R'R*NH, 4-methoxybenzylamine as
R3-(CH,)m-NH; and 6-methyl-pyridine-3-carbothioamide as R4C(S)NH2, MS(ES+) 475
(M+H)™.



respectively. Adenylyl cyclase was stinulated using

forskolin and neasured by quantifying 30 the anmount of
wa@ewunelsst ed cyclic AMP. Concomtant activati oPCDEPIOBI/014721

receptors by CBl1 receptor agonists (e.g. CP-55,940 or

(R) - WN-55212-2) can attenuate4dhe forskolin- induced

accunul ati on of cAMP in a concentr.ati on dependent

manner. This .CBl receptor Baampte®4 060888

PCT/ EP2003/ 014721 -27 nedi ated response can be

ant agoni sed by CB1 receptor antagonists such as th .

adoﬁd%l@ﬁw@renm)e%rw@xhﬁq%pmﬁ@- ash%%m&é-YEHHd‘r‘Yﬁ{ﬂ?%3-Carboxyllc

(1) show an excel | ent af f had bytylemidehe CB | receptor

determined with the experinmental conditions described

in Devane et.al. M. Pharmgcol. 5 34 (1988) 605-613.

The conpounds of the pres i nvention or the

pharmaceutical ly accept abl e-/s§l r Jsovates are

ant agoni sts and selective torf t 1 receptor with

affinites below IC50 = 2 M [They exhibit at |east a

10 fold selectivity agai nst e CB2 receptor.

Compound of Exanple 1C50 [PMf 8 <2 299 < 2 305 < 2

-311 <2 315 < 2 ~

The title compound was obtained using butylamine as R'R®NH, 4-methoxybenzylamine as
R’-(CH,)m-NH, and pyrazine-2-carbothiamide as R*C(S)NH,, MS(ES+) 462 (M+H)™.

Example 30

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

The title compound was obtained using butylamine as R'R*NH, methoxypropylamine as
R3-(CH,)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NHy, MS(ES+) 442 (M+H)".



324 <2 333 <2 340 <2 356 <2 371 <2 375 <2

Ef fect of CBI receptor antagonist/inverse agoni st on
wWER0356149- i nduced 10 Hypotherm a in NVRI mi cCRCHREP20A3/614721

Mal e NVRI mice were used in this study and were

obt ai ned from Research Consut#fng Conpany Ltd (RCO)

of Fullinsdorf (Switzerland). M.ce, weighing 30-31lg

were 15 used in this study.ﬁﬂﬁﬁﬂéﬁl tenperature is

approxi mately 20-21C and relative humdity 55-65% A

12_houyrs |jght-dark cycle is | ntai ped i,n the r

wi TRt Mt tiBony e Gl bl Loy g2 methyl- 1H-
phase. Access to t aprrolaterarboxylicacid batgamitlel i bi tum WO
2004/ 060888 PCT/ EP2003/ 014721 - -28- Method All

measurenents were nmade between 12: 00 am and 5: 00 pm

Mce were brought in this environnent and habituated
for at least two hours be OF ¢ the start of the
experi nment. g O

\

5 The title compound was obtained using butylamine as R'R*NH, methoxypropylamine as
R’-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethane thioamide as R*C(S)NH,, MS(ES+)
472 (M+H)™.

Example 32

10 4-[4-Butylcarbamoyl-1-(3-methoxy-propyl)-5-methyl-1H-pyrrol-2-yl] ~thiazole-2-
carboxylic acid ethyl ester

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

15



5 They had al ways free access to food and water. For
each dose, 8 mce were used. Rectal body. tenperature

wore@ssmssent s were recorded by nmean of a rect aPCPEPRE3/014721

(RET2 of Physitenp) and digital thernoneter

(Di gi -sense n8528-20 of Col e -B8rmer, Chicago USA).
The probe was inserted about 3.5 cmin each nouse. The
body tenperature was t akenExgmpled3pef or e

adm ni stration of either Vehicle or 10 CBl receptor
ant agoni st /i nverse.agopi st.. 30 or 90 m.n ter i. or
p.50[.2-@o@mm%tﬁh%{wf)oﬁhl%PthﬁJr%—n?:%lwﬂz}u ) hea%&lé?"it@éﬁﬁ'PYHOE"?"
rectal body tenper at ucgrborgdicraeiddnddamide order to

eval uate any influence of the conmpound itself. The CB
receptor agoni st CP 55,940 (0.3 ng/kg) was

i mredi ately adm ni stered inpravenously, then 20 mn
after i.v. administration/o 5 0, body
tenperature was agai n neas : e in vivo

roul a<( 1)

activity of conpounds ofl fo « was assessed for
their ability to regul ate fgedi ng behavi our by
recordi ng food consunption ie 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

+ SO R Ao b, Laken

10

15

urirn ? nt ake session, was

Conisperetnt) thiapherkere R -dayl)THzasd 2tquorgmphenylthigamide as
RQﬂ%gFﬂgﬁwgﬁgﬁqamth+@@y to decrease food intake, 8
ani s a

were used in cross-over study. Rats were
i ndi vidually housed in Plexiglas boxes with a. grid on
the floor and a paper was pl aced bel ow t he cage fl oor

to collect any spillage. A]£8391e34

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

oo

The title compound was obtained using butylamine as R'R*NH, 3- A
(aminomethyl)thiophene as R*-(CHz)m-NH, and 4-methoxyphenyl thioamide as
RAC(S)NH,, MS(ES+) 466 (M+H)™.



25 di spenser (becher) filled wth a pre-wei ghed anount
of food was presented to themfor 2h. At the end of
w0 b@4fas8s i nt ake session, rats returned to thePCT/BPIUB3/014721
cage. Each rat was ME|ghed bg%ore the start of the
experiment and the anount of 0d consuned during this
2h food intake session wasp I ecqr d. Either various
doses of test conpound or v¥%@§%g§ adninistered
oraIIy 60 mn before the 2h food |ntake sessi on.
t

POF) &e‘ﬂg%‘(:%&gr[ ér}gno% E%'hs?Al'z Qﬂﬂé‘g Ly 1)??}@%&&? tﬁ@%bkﬂ‘ 5 Oﬁﬁ%@ﬁlyl 1H-
nmeasures was used PyBPleotvstrbpyylis asds‘?tq’fﬂém@@st St udent
Neumann-Keuls. * P < 0.05 conpared to Saline-treated
rats: Furthernore the utility of conpounds of fornula
(1) in diseases or disorders maybe 35 denonstrated in
ani mal di sease nodel s t hat\have begfi~reported in the
literature. The WD 2004 EP2003/ 014721 -29
foll owm ng are exanpl es of /ucH ani mal di sease nodel s:
a) reduction of sweet foodld ntake in nmarnosets
(Behavi oural Pharm 1998, 9,179-181); b) reduction of
sucrose and ethanol intake in mce (Psychopharm
1997, 132, 104-106); c) increased notor activity and

5 THeagle cor@bdhd wanbigined usiag dulyPBayicl apRHANH, 3998, 135,

324 33 £ 2 1 25 .5 30 Do

gram%‘&%ﬁ@%@s@ R*SB@Q e R Pheigplethapgbioamide
R&E(S)WBIoOVISFRH) 4986M59H))..  e) reduction in opiate

self adm nistration in mce (Sci. 1999, 283, 401-404),

The conpounds of forrmula (I) and/or their
pharmaceutically acceptable salts can be

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 :

The title compound was obtained using butylamine as R'R’NH, 3- . :
(aminomethyl)thiophene as R*-(CHy)m-NH; and 2-ethyl-4-pyridine carbothiamide as
15 R*C(S)NH,, MS(ES+) 465 (M~+H)".



used as nedi canents, e.g. in the form of
phar maceuti cal preparations for enteral, 10 parentera

w@eootopissal admi ni stration. They can be adm ni BCEERIN3/014721

10

15

for exanple, perorally, e.g. in the formof tablets,
coated tabl ets, dragees, hard-ahd soft gel atine

capsul es, solutions, enulsions or suspensions,
rectally, e.g. in the formBempledbsitories,
parenterally, e.g. in the formof injection solutions
or i nfusion solutions ically, e. he for

, t L
-olr-D-&ﬁﬁiﬁ%@ﬂdﬂ@&ﬁéf&%a?1?2-.(2@ -paaﬁﬁ%nfijyﬁrt tail%ln‘l-o'ﬂlz-methyl-

preferred. 15 Thermugeistd b-earbokyliridhayereaut i cal
preparati ons can be effected in a manner which wll

be famliar to any person skilled in the art by

bri ngi ng the descri bed. unds of formula (1)

and/ or their pharmaceuti Hy lacc ble salts,

optionally in conbinati‘on wthi.g t herapeutically

val uabl e substances, into algalenical admnistration

formtogether w th suitabl non-toxic, inert,

t herapeutically conpatible RO%solid or liquid carrier

materials and, if desired, ‘usual pharnmaceuti cal

adj uvants. Suitable carrier materials are not only

;[gx?rél %rc]il)l%p L4 Wl UL lu?ihg bu%tmigk FORGUEH) 'h%mo%@{?wgﬁrinine as R°-
rars. us,” for exanpre, .ac.ose,4corﬁ starc r .

deHn valiHsesd2reshdef-pyriding carbodiamide anR G SONHpMS gt §33 (M+H)™.

can be used as carrier materials for tablets, coated

tabl ets, dragees and hard gelatine capsules. Suitable

carrier materials for soft gelatine capsules are, for

exanpl e, 25 vegetable oils,pymxgssgfats and sem-solid

and |liquid polyols (depending on the nature of the

active ingredient no carriers mght, however, be

I pRui-Begl-50 2t echt@deplehyld ahibzdel-Al i2raethyh pHupyesgle-3-carboxylic acid

Suitable carrier materials Lgaqhﬂgkgroduction of ”

solutions and syrups are, TOr

The title compound was obtained using sec-butylamine as R'R®NH, butylamine as R*-
(CH3)m-NH, and 2-chloro-phenyl thioamide as RYC(S)NH,, MS(ES+) 430 (M+H)™.



exanpl e, water, polyols, sucrose, invert sugar and the
like. Suitable carrier materials for injection

waelssss are, for exanple, water, alcohols, pol/gpt83/014721

10

15

gl ycerol and vegetable oils. 39 Suitable carrier
materials for suppositories arél-for exanple, natura
or hardened oils, waxes, fats and sem -liquid or
liquid polyols. Suitable cdi%ampled®terials for topica
preparations are glycerides sem -synt hetic and

synt het nat ils,

waRed-B wlq%%r%géﬁea P envggﬁaaaolr%vﬂgz me@aﬁ%?ﬁiﬂgrole-3-carboxylic

sterols, polyethylene gl yidb&-wnglamidd | ul ose
derivatives. WD 2004/ 060888 PCT/ EP2003/ 014721 - 30
Usual stabilizers, preservatives, wetting and
emul si fying agents, consistgncy- inproving agents,
fl avour-i nmprovi ng agents, aryi-ng the
osnotic pressure, bufferrz* ~sol ubi li zers,

col orants and maski ng agents anti oxi dants cone
into consideration as pharmnaceutical adjuvants. 5 The
dosage of the conpounds of florrmula (1) can vary within
wide limts depending on the disease to be
controlled, the age and the individual condition of

%ph% HRLLED BB@}@ g« % {?&amg& qgnggec@&r@a ug{ ?stRIWNHaBQtXWanhe as R>-

cour se, requir
$6ER):p A and|damethasyphepgithipapiide a5k F-‘éﬁ@%ﬁa MEPY) 426 (M+H)™.
dosage of about 1 to 1000 ng, especially 10 about 1 to
100 ny, cones into consideration. Depending on

severity of the disease and the

Example 40

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

//< $ \\7/\0/©/°\

4

The title compound was obtained using sec-butylamine as R'R®NH, butylamine as R>-
(CH3)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R4C(S)NH2, MS(ES+) 456
(M+H)".



preci se pharmacoki netic profile the conmpound could be
adm ni stered with one or several daily dosage units,

we2@4/060888 t o 3 dosage units. The pharmaceuti CBACT/EP2003/014721
preparati ons conveniently contain about 1-500 ng,
preferably 1-100 ng, of .a conpdbund of formula (1). 15
The follow ng Exanples serve to_ illustrate the present
invention in nore detail. ﬂﬁ%¥¥5§ﬂe, homever not
intended to limt its scope in any nmanner.

2002']4 EBWE‘??@ e{tggy%% i{lqégi)zéua(zﬁﬁé Iyﬁ%z-gr?qtﬁsa)ll-llvsyrrofé?’as-carboxyhc

corresponds to ESI and E&id sdcHurdbmidepr ay, positive
ion); nmp = nelting p0|nt 5 Exanpl e |

1- Cycl ohexyl net hyl - 2- net hyl - :
[2-(4-nitro-phenyl)-thiazolz4-yl] - I H pyrrole-3-

carboxylic acid butylam dg¥q TheAytl e conpound was
obt ai ned usi ng. butyl am e ) ;

am nonet hyl cycl ohexane as R3-( ),,,-NH2 and

4-ni trophenyl thioam de as C(S)NH2, as follows: 1.

Synt hesi s of
2- brono-1-[2-(4-nitro-phenyl)-thiazol-4-yl]-ethanone
(Conmpound B)

5 The title compound was obtained using sec-butylamine as R'R?NH, butylamine as R>-

(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as RYC(S)NH,, MS(ES+) 425 (M+H)™.

Example 42

rac-5-[2-(2-Chloro-phenyl)-thiazol-4-yl]-1-isobutyl-2-methyl-1H-pyrrole-3-carboxylic
10 ~ 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 RYC(S)NH,, MS(ES+).43O (M+H)".



To a solution of 1.4 g of 1,4-dibrono-2, 3-but anedi one
in dinmethylformam de (110 m) at roomtenperature was

w@daedemsst nml of 2,6-di-tert-butyl pyridi ne. TheeT/aP2003/014721

10

15

solution of 1.0 g 15 of 4-nitro-phenyl-thi obenzam de
in 20 m of dinethylformam de-%s slowy added to the
reaction m xture over 1 hour. The reaction m xture was
then allowed to stir for arExadiplée4dbnal hour at room
tenperature before being concentrated in vacuo The
resi due was _then purified by chronatogra over:

- SAeRtIsehntiinr (3-GHoethayarhenyd)lgezol ¥ 1Pipirsgled-carboxylic

compound was triturated wldkkcuﬁ@ﬂﬁﬁm@ ether to yi el d
771 ng of the title 20 conpound as a yellow solid, np
= 186-187C, Ms (El) 326(M. 2. Synthesis of

1- Cycl ohexyl net hyl - 2- net hyl -5-[ 2- (4-nitro-phenyl)-thia
zol -4-yl]-1H pyrrole-3-c oxylic acid butylam de To
a solution of 4.2 g of gfglgl-jbgg&i ~hl or onet hane (70
m ) cooled at 0C was adde Ver our a solution of
3.7 g of butylamne in 50 nil of dichloronethane. The
reaction 25 mixture was then stirred for one hour at

OC and then let to stir at roomtenperature for WO
2004/ 060888 PCT/ EP2003/ 014721 -32 anot her hour. The

' :’[ﬁg%&l 8@1‘1’1??1%(}%6:# { gs X@cﬁmeg %ﬁng Q{chg{]{gla%tlr?ed%a}?}lhwﬁﬁug ﬁg\ﬁlamme as R’-

WeHe) et NHaenH - m@oxmhmmhmmdmsébC(SDNHﬁMS@Sb)r4216KM+H)
previous crude material in 5 m of dinethylformm de

was added 0.15 m of cycl ohexyl net hyl am ne t oget her

with 0.13 m of trinmethyl orthoformate and the

Example 44

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

&f@ﬁﬁ“\

The title compound was obtained using sec-butylamine as R'R*NH, isobutylamine as R>-
(CH,)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R4C(S)NH2, MS(ES+) 456
(M+H)".



5 reaction m xture was stirred for 24 hours at room
tenperature. After such, tine, 260 ng of

WQ20r06m88.- [ 2- (4-ni tro- phenyl ) -thi azol - 4-yl ] - ep¢tTEERP2VO3/014721

was added together with 0.14 m of 2,6-1utidine and

the reaction mxture was stir+rd®d for another 24 hours

at room tenperature. After such tine, 5 mM of a
MeCN- H20 (1:1) solution isExamplg4bo the reaction
nixture the precipitate is filtrated and washed w th

1) and isopr pyI t her
ofaCt-”héZ @ h@@dﬂ"ﬁ@ﬂhﬂhl&%"? 11rww°lgwﬁlae%ﬁg mefﬁﬁ %Yrmle 3-
C, M (1SP) 481.3 (Mtbbx'yth&a@m B@tyl%m’ﬁé wer e
synt hesi zed in anal ogy to Exanple 1, u5|ng t he
i ndi cated educts. Exanple 2. 15
1-Butyl-5-[2-(2-chloro- phen l) - thlazol 4 yl]-2-nmethyl -
| H pyrrol e- 3-carboxylic butyl ide HN"'I
~\7-9 The title conpoun . g usi ng butyl am ne
as R R2NH, butyl anmine as ngég Ym © NH2 and

2-chl or o- phenyl thi obenzam as R4AC(S) NH2, NMS(ES+t)
430. (M+H)+. 20 WD 2004/ 060 PCT/ EP2003/ 014721 -33

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

10

15

aminomethylcyclohexane as R*-(CH,)m-NH; and 2-chloro-phenyl thioamide as
RAC(S)NH,, MS(ES+) 470 (M+H)",

Example 46

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

Ly ™~
The title compound was obtained using sec-butylamine as R 'R®NH,

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



Exanpl e 3
1-Butyl -5-[2-.(4-nmet hoxy-phenyl)-thiazol-4-yl]-2-nethy
wo 200400888 ol e- 3- carboxylic acid butylam de 5PdhEP2003/014721
title conpound was obtai ned using butylam ne as
R R2NH, butyl anmine as R3-(CH2)3»- NH2 and
4- met hoxy- phenyl thi obenzam de as RAC(S) NH2, MS( ES+)
426 (M+H)+. Exanple 4 10 Exampled7
5-[2-(2-Chl or o- phenyl ) -t hi azol -4-yl]-1-isobutyl-2-neth

yl -1H pyrrol e- 3- car pboxyl i ¢ aci butyl ani de 0. Th
tT“FT]eC}E%%%%“WZ@‘ Smehe R aowﬁvﬁ%ﬁ}ﬁ%ﬂéw&é'ﬁ]'2‘methY1'1H'
R R2NH, i sobutyl g¥irfole-agafdxyl{cGda) secBd2ylanitle

2-chl or o- phenyl thi obenzam de as RAC(S) NH2, MS(ES+)

(MtH) +. 15 WD 2004/ 060888 PCT/ EP2003/ 014721 -34

Exanple 5

1- I sobutyl - 5-[ 2=(4- et ho
hyl -1 H pyrr ol e- 3- car box

phenyl hi azol -4-yl]-2-net
daghe Butyl ami de 5

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

Example 48

10 rac-1-Cyclohexylmethyl-5-[2-(2-ethyl-pyridin-4-yl)-thiazol-4-yl]-2-methyl- 1H-pyrrole-3-
carboxylic acid sec-butylamide :

%ﬁgxﬁ%

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

aminomethylcyclohexane as R’-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
15 RAC(S)NH,, MS(ES+) 465 (M+H)".



The title conpound was obtai ned using butyl am ne as
R R2NH, isobutylam ne as R3- (CH2) m NH2 and
wd200mbisss/ - phenyl thi obenzam de as RAC(S) NH2, R3(/EER0D3/014721
426 (M+H)+. 10 Exanple 6
1- 1 sobut yl - 2- met hyl - 5- ( 2- pyr az¥= 2-yl - t hi azol - 4-yl ) - 1H
-pyrrol e-3-carboxylic acid_ butylam de The title
conmpound was obtai ned usi ng‘-’-‘mgﬁﬁm ne as RLR2NH,
i sobutyl am ne as R3- 15 (CH2) m NH2 and

(X 5 BB BB ot D3 D ot 420 8 T el

7 5- [2-(2-Chloro- ph@rtbb&yhctahudaz«}butﬁ/laylhl]:le

- 1- cycl ohexyl met hyl - 2- met hyl - 1H pyrrol e-3- carboxylic
acid butylamde 5 C1 5 The title conpound was obtai ned
usi ng butyl am ne as R R2NH./ ami nonet hyl cycl ohexane as
R3- (CH2) m NH2 and 2-chl o’,r,[(- nyl tfhobenzam de as
RAC(S) NH2, MS(ES+) 470 I( . le 8 10

1- Cycl ohexyl net hyl -
[ 2- (4- met hoxy- phenyl ) -t hi az
-2-nmet hyl - 1H pyrrol e- 3-

5 The title compound was obtained using sec-butylamine as R'R’NH,
aminomethylcyclohexane as R’-(CHz)m-NH; and pyrazine-2-carbothioamide as
R*C(S)NH,, 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

et

The title compound was obtained using sec-butylamine as R'R*NH,
15 tetrahydrofurfurylamine as R*-(CHa)m-NH; and 2-chloro-phenyl thioamide as
R*C(S)NH,, MS(ES+) 458 (M+H)".



carboxylic acid butylam de The title conpound was

obt ai ned using butyl am ne as Rl R2NH
wanionoemshyl cycl ohexane as R3-(CH2) m NH2 and PCT/EP2003/014721

4- met hoxy- phenyl thi obenzam de as RAC(S) NH2, MS(ES+)

466 15 (MH)+. WD 2004/ 060888- PCT/ EP2003/ 014721 - 36

Exanpl e 9 1-Cycl ohexyl nethyl- 5 - [ 2- (4-nmethoxy-phen

oxymet hyl ) -thiazol -4-yl] -Examplesl -1 H

pyrrol e-3-carboxylic acid butylam de 5 The title

conpoun S. obt aj ne sing, bytylamine as R R2NH,
et eRoRe et et Lo e B sy dro-ran-2-ylmethy)-
2- ( 4- met hoxy phendékpygblasreirboxdidiadid sasbRYERSHNH2,

MS(ES+) 496 (M+H)+. Exanple 10 io

1- Cycl ohexyl net hyl -5-[ 2- (2-et hyl -pyridin-4-yl)-thiazo
-4-yl]-2-nmethyl -1 Hpyrrole ;3- carboxylic acid

but yl am de The title conp d was _Qbtai ned using
butyl am de as R R2NH, an y}EﬁI%ohexane as
R3- (CH2) m NH2 and 2- et hyl - 4-pyri‘di necar bot hi oani de as

RAC(S)NH2, MS(ES+) 465 15 (dsH) +. WD 2004/ 060888
PCT/ EP2003/ 014721

5 The title compound was obtained using sec-butylamine as R'R*NH,
tetrahydrofurfurylamine as R>-(CHj)m-NH, and 4-methoxypheny! thioamide as
R'C(S)NH,, MS(ES+) 454 (M+H)".

Example 52

10 rac-5- [2-(4—Methoxy—phenoxymethyi)-thiazol-4-yl] -2-methyl-1-(tetrahydro-furan-2-
ylmethyl)-1H-pyrrole-3-carboxylic acid sec-butylamide

,/Z ® \N?/\O/Q/\

5

The title compound was obtained using sec-butylamine as R'R*NH, . :
tetrahydrofurfurylamine as R’-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide
15 as R*C(S)NH,, MS(ES+) 484 (M+H)",



-37 Exanmple 11

1- Cycl ohexyl net hyl - 2- met hyl - 5- (2- pyrazi n- 2-yl -t hi azol -
wd2004)p6@Bs pyrrol e- 3-carboxylic acid butyl am dect/Er2088/014721

N\ ~ N 5 The title conpound was obtai ned using

butyl am ne as R R2NH, ani nonet 58/t cycl ohexane as

R3_(CH2) m NH2 and pyrazi ne- 2-car bot hi oam de as

RAC(S) NH2, MS(ES+) 438 (M+Hixempleddanpl e 12 5-

[ 2- (2-Chl or o- phenyl ) -thi azoI 4 yl'] -2-nethyl -

| - (tetrahydro-furan:2-y

py rr%ﬁévis kP éspyrazn- %c}’h ﬂ#lgéetﬁﬂ%@dfq -fyran-2-ylmethyl)-1H-

conpound was obt ﬁﬂe-@sdaﬂﬂ)%é ydid pacrisutela miftleR2 NH,

tetrahydrof urfuryl am ne (CH2) m NH2 and

2-chl orophenyl thioam de as R4AC(S) NH2, MS(ES+) 458

(MtH) +. WD 2004/ 060888 PCT/ [fP2003/ 014721 -38 Exanpl e

13 5- [2-(4-Met hoxy-phenyl/YAthi azol ~4-yl ]

-2-met hyl - | - (t et r ahydr o-f urdp? yl)-1H

pyrrol e- 3- carboxyllc aci d b?%;I

de

5 The title compound was obtained using sec-butylamine as R'R*NH,
tetrahydrofurfurylamine as R’-(CH,)n-NH; and pyrazine-2-carbothioamide as
R'C(S)NH,, MS(ES+) 426 (M+H)".

Example 54

10 rac—1-(2-Methoxy-ethy1)-5-[2-(4-methoxy¥phenyl)-thiazol-4-yl]~2-methyl-1H—p)?frole-3- ‘
carboxylic acid sec-butylamide

{

The title compound was obtained using sec-butylamine as R'R*NH, methoxyethylamine as
R®-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 428 (M+H)".

15



5

10

5 The title conpound was obtai ned using butyl am de as
R R2NH, tetrahydrofurfurylamne as R3-(CH2),,,-NH2

w@are446038% hoxy- phenyl thioam de as RAC(S) NH2, MS(/EER0D3/014721

454 (M+H) +. Exanple 14 10
5- [ 2- (4- Met hoxy- phenoxynet hyl 3% hi azol - 4-yl ] - 2- net hyl -
| - (tetrahydro-furan-2-

yInethyl)-lkkpyrrole-3-car6§¥¥¥iﬁﬁhcid but yl ani de The
title conpound was obtained using butylamnne as

s H? 42 f@t‘ahygﬁeﬁo‘; P Rk e e ?f@%@mﬁ -pyrrole-3-

MS(ES+) 15 484 ( M+Hparbodyic20id4e660888nide

PCT/ EP2003/ 014721 -39 Exanple 155 - [ 2- (2

-Et hyl -pyridin-4-yl) -thiazol-4-yl] -2-nethyl- | -
(tetrahydro-furan-2-yl net hyf)

pyrrol e-3-carboxylic aci d/bu The title
conmpound was obt ai ned usfi ng\ as R R2NH
tetrahydrofurfurylamne as R )am NH2 and
2-ethyl -4-pyridi ne carbot hi gawgi de as RAC(S) NH2,

MS(ES+) 453 (MrH)+. Exanpl =16 10

2- Met hyl -5-[2-(6-net hyl -pyridin-3-yl)-thiazol-4-yl]-1-
(tetrahydro-furan-2-yl nmethyl) -

The title compound was obtained using sec-butylamine as R'R*NH, 3-furylmethylamine as

R3-(CH,)m-NH, and 2-chloro-phenyl thioamide 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-
carboxylic acid sec-butylamide

The title compound was obtained using sec-butylamine as R'R*NH, 3-furylmethylamine as
R’-(CH,)m-NH; and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ES+) 450 (M+H)™.



1H pyrrol e-3-carboxylic acid butylam de The title
conpound was obtai ned using butylam ne as Rl R2NH,

wo edonabogss of ur f uryl am ne as R3- (CH2) m NH2 andPCT/EP2003/014721

10

15

6- met hyl - pyri di ne- 3- car bot hi ami de as R | C(S) NH2i
MS(ES+) 439 15 (M+H) +. WD 20040 660888

PCT/ EP2003/ 014721 -40 Exanple 17.

2- Met hyl - 5- ( 2=pyr azi n- 2-yl r&@@ﬂ 4-yl)
-1-(tetrahydro-furan-2-yl nethyl)-1H pyrrol e- 3-
carboxylic acid butyl am de O /IH \H I H 5

. Th
- rpa-bd2ddrisedrryridins 4o i%?@b‘lu’éli-héumt%rvlmﬁtmd%gle&ﬂ-1H-pYrrole~3-

R R2NH, tetrahydr of U&&x%bﬂlﬁfﬁicfdﬁsec-%ﬁtyﬁin{cl@"ﬂ) m NH2 and
pyr azi ne- 2- car bot hi am de as R4AC(S) NH2i MS(ES+) 426

(MtHt. Exanple 18 1- (2-Methoxy- ethyl) -5 - [2-
(4- met hoxy- phenyl ) -thiazol-4-yl]

-2-nmet hyl -1H pyrrol e-3- 1o carboxylic acid butyl am de
The title conpound was obtai ned using butyl am de as
RLIR2NH, 2-net hoxyet hyl am pe/as R3-(CH2) m NH2 and

4- met hoxy- phenyl thi oam R%}@@H—Q, MS( ES+) 428
(M+H) +. WD 2004/ 060888 /1014721

The title compound was obtained using sec-butylamine as RIRZNH, 3-furylmethylamine as
R®-(CH,)m~NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH,, MS(ES+) 449
(M+H)*. '

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-
amine as R*-(CH,)m-NH; and 2-chloro-phenyl thioamide as R*C(S)NH,, MS(ES+) 494
(M+H)™.



-41 Exanple 19
1- (2- Met hoxy-et hyl)-2-net hyl -5-(2-pyrazin-2-yl-thiazol

WO 4do0gloyosgst pyrrol e- 3-carboxylic acid butyl am PeT/EP03/014721

10

15

g~ 5 5 The title conpound was obtai ned using
butyl ani ne as R R2NH, 2-ret hox§kt hyl ani ne as
R3- (CH2) m NH2 and pyrazi ne-2-car bot hi oam de as
RAC(S) NH2, MB(ES+) 400 (M+-HSXampleShnpl e 20 5-
[ 2- (2-Chl or o- phenyl ) -t hi azol -4-yl ]

-t b S P s P by e 4] ettt LE-pyecole-

conpound was obt ai nedcayboxytic belt yéabutpRmide RLR2ZNH,
tetrahydrofurfurylamne as R3-(CH2)m NH2 and
2-chl orophenyl thioam de as RAC(S) NH2, MS(ES+) 454

(M+H) +. 15 WD 2004/ OGOS%C’\FQEPZOOS/ 014721 -42
VAR M ~N
50

:

~

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

Example 60

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

By

:

~

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,
MS(ES+) 520 (M+H)".



Exanpl e 21 1- Furan-2-yl net hyl -
[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ]
WO 200am60398 - 1H- pyrrol e-3- carboxylic acid butyl noi/ar2083/014721
The title conpound was obtai ned using butyl am de as
R R2NH, 3-(am nonethyl)- thi ophéne as R3-(CH2) m NH2
and 4- net hoxy- phenyl thioam de as R4C( S)NH2, MS( ES+)
450 (M+H) +. Exanple 22 10 Example6l
5-[2-(2-Et hyl -pyridin-4- yI) t hi azol -4-yl]-1-furan-2-yl

nmet hy nme 1H pyrr -3- carboxylic acid
but Waﬁﬁf%@ (EB\V -pyridig-4ry tﬁ}a@ e~ Bhl’p@)j thogg-Roped)-Aupethyl- 1H-
usi ng butyl am de pggrrélef320drbox3tit Weill secpithlahadd ne as

R3- ( CH2) m NH2 and 2 et hyl -4-pyri di ne carbot hi oani de as
RAC( S) NH2a MS( ES+) 449 15 MtH) +. WD 2004/ 060888

PCT/ EP2003/ 014721 -43 | e 2
[ 2- (2- Chl or o- phenyl ) - th| /-
- 1- (4- net hoxy- benzyl ) - 2- h I \ py rol e- 3-

carboxylic acid butyl am de

5 The title compound was obtained using sec-butylamine as R'R?NH, 4-methoxybenzyl-
amine as Ra-(CHz)m-NHz and 2—ethy1-‘4—pyridine carbothiamide as R4C(S)NH2, MS(ES+)
489 (M+H)™.

Example 62

10 rac-1-(4-Methoxy-benzyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)- 1H-pyrroié—3—
carboxylic acid sec-butylamide

The title compound was obtained using sec-butylamine as R'R*NH, 4-methoxybenzyl-
amine as R*>-(CH,)m-NH, and pyrazine-2-carbothioamide as RC(S)NH,, MS(ES+) 462
15  (M+H)".



N)- to SCIl ON5 5 The title conpound was obt ai ned

usi ng butyl am de as RLR2NH, 4-net hoxybenzyl am ne as
WORB04a5@B¥sN NH2 and 2- chl orophenyl thi oam de asPCT/EP2003/014721

RAC(S) NH2, MS(ES+) 494 (M+H)+. Exanple 24

1- (4- Met hoxy- benzyl ) -5-[ 2- (4- mé8 hoxy- phenyl ) -t hi azol -4

-yl] -2-nmethyl -1 Hpyrrole-3- 10 carboxylic acid

butyl amide ~I o The title cExsmple#3was obtai ned using

butyl am de as R R2NH, 4-net hoxybenzyl am ne as '

R3- m NH2 and 4- pet.hoxyphenyl thioam de as
R&C%%Mgl%’(x@ nﬁdg@lewﬂ#ﬁll-l%rz@b@memg-%methyl-1H-pyrrole-
PCT/ EP2003/ 014721  -3barbyaiiela€iddac-butylamide

1- (4- Met hoxy- benzyl ) - 5-f 2-( 4- met hoxy- phenoxynet hyl ) -th

i azol -4-yl] -2-methyl-1 H pyrrol e-3-carboxylic acid

butylam de 5 The title conppund was obtai ned usi ng

but yl am de as RLR2NH, 4- th xybe an ne as

R3- (CH2) m NH2 and 2- ( 4- net y) et hanet hi oam de

as R4AC(S)NH2, MS(ES+) :

5 The title compound was obtained using sec-butylamine as R'R*NH, methoxyethylamine as
R’-(CH,)m-NH; and 4-methoxyphenyl thioamide 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
/Y o~
//z { \ \>/'\°/©/
A\

The title compound was obtained using sec-butylamine as R'R*NH, methoxyethylamine as
R’-(CHy)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+)
472 (M+H)".

15



520 (MrH) +. Exanple 26 io

5-12-(2-Ethyl -pyridin-4-yl)-thiazol -4-yl]-1-(4-nethoxy
WO b@apyisys 2- met hyl - 1H pyrrol e- 3- car boxyl i ¢ acPdI/EP2003/014721

butyl am de The title conpound was obtai ned using

butyl ami ne as R R2NH, 4- met hoxyifenzyl ani ne as

R3-(CH2) m NH2 and 2-ethyl-4-pyrjdine carbothiam de as

RAC(S) NH2, MS(ES+) 489 15 (%ﬂiﬁ_ﬁ‘éo 2004/ 060888

PCT/ EP2003/ 014721 -45 Exanple 27 4-

1y P BT Phesyl itk B bR ey trpyreoe-s

ester 5 The title conpoboglinaddelituitplachidisi ng

butyl am ne as R R2NH, 4-net hoxybenzyl am ne as

R3- (CH2) m NH2 and et hyl t hi ooxamat e as R4C(S) NH2,
8

M5( ES+) 456 (MtH) +. Exanpl e
1- (4- Met hoxy- benzyl) - 2- net

) ] -1 Hpyrrole-
55 a

[ 2-(6-nethyl -pyridin-3-ylf)-
10 3-carboxylic acid butyl amé?
4

5 The title compound was obtained using sec-butylamine as R'R*NH, 3-(aminomethyl)-
thiophene as R*-(CH,);m-NH, and 2-chloro-phenyl thioamide as R*C(S)NH,, MS(ES+)
470 (M+H)".

Example 66

10 rac-5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-2-methyl-1-thiophen-2-ylmethyl- lH;’i)yrrole-
3-carboxylic acid sec-butylamide

The title compound was obtained using sec-butylamine as R'R?NH, 3-(aminomethyl)-
thiophene as R’ (CHz)m-NHz and 4-methoxyphenyl thioamide as R*C C(S)NH,, MS(ES+)
15 466 (M+H)".



The title conpound was obtai ned using butyl am ne as
R R2NH, 4-net hoxybenzyl am ne as R3-(CH2) m NH2 and
W® 200060888 pyri di ne- 3- car bot hi oam de as RAC( S) NP2T/EP2003/014721

MS(ES+) 475 (M+H)+. 15 WO 2004/ 060888
'PCT/ EP2003/ 014721 - 46 Exanpl 8329
1- (4- Met hoxy-benzyl) - 2- et hyl - -%--pyrazin-Z-yI-thiazo
I-4 yl)-1H pyrrol e- 3- carbo£§¥¥§;—icid butyl am de O N

I~ S 5 The title conpound was obtalned usi ng

e.as R R2NH e

% [é?ﬁ%l}?&w QHSHWP“%.V??E&? cg? ] ]rréem @el ﬁﬁOphen 2-ylmethyl-1H
R4C( S)NH2, MS( ESpyrraeB- czwbpwhc acna»acrri;u‘e/lmdg [ 2-
(4- Met hoxy- phenyl ) -thiazol-4-yl] -1- (3
- met hoxy-propyl) -2-nethyl-1 Hpyrrole-3 - 10
carboxylic acid butylam de, The title compound was

obt ai ned using butyl am R Rzm

nmet hoxypr opyl am ne as and

4- met hoxyphenyl thi oam de é C(S)NH2, MS(ES+) 442
( MtH) +. _

5 The title compound was obtained using sec-butylamine as R'R®*NH, 3-(aminomethyl)-
thiophene as R*-(CH,)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as RIC(S)NH,,

MS(ES+) 496 (M+H)™.

Example 68

10 rac-5-[2-(2-Ethyl-pyridin--y])-thiazol-4-yl]-2-methyl-1-thiophen-2-ylmethyl-1H-
pyrrole-3-carboxylic acid sec-butylamide

The title compound was obtained using sec-butylamine as R'R’NH, 3-(aminomethyl)-
thiophene as R’-(CHz)m-NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NHo,
15 MS(ES+) 465 (M+H)".



WD 2004/ 060888 PCT/ EP2003/ 014721 -47 Exanple 31 5- |
2- (4- Met hoxy- phenoxynet hyl ) -t hi azol - 4-yl ]
WO 1004860388 hoxy- propyl ) - 2- net hyl - 1H PCT/EP2003/014721
pyrrol e-3-car boxylic acid bﬁ%ﬁlanide 5 The title
conmpound was obtai ned usi ng yl am ne as R R2NH
nmet hoxypropyl am ne as R3-(CH2) m NH2 and 2-
(4- met hoxyphenoxy) et handemplef® de as RAC( S) NH2i
MS(ES+) 472 (M+H)+. Exanmple 3210

4-[ 4- But yl car bamyl - | - ( 3- oxy- pJopyl)-5; e -1
agprIa1 N oroe PhRB i Lol o AR e B eel) Fefhethyl
a’\ The titl e 1eoppecsd-waboglit atideet-bisiyheitut yl am ne

as R R2NH, net hoxypropyl am ne as R3-(CH2) m NH2 and

et hyl t hi ooxamate as RAC(S)MNH2, MS(ES+) 408 (M+H) +. 15

WD 2004/ 060888 PCT/ EP2083/914721 -48 Exanple 33 5-

[ 2- (2- Chl or o- phenyl ) - thi aZol< ax y Iy 2- met hyl -

| -t hi ophen-2-yl et hyl - 1H pyrrl/e- 3

ct

5 The title compound was obtained using sec-butylamine as R'R®*NH, homoveratrylamine as
R®-(CH,)m-NH, and 2-chloro-phenyl thioamide as RYC(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’-
(CH,)m-NH, and 2-chloro-phenyl thioamide as RC(S)NH,, MS(ES+) 43Q (M+H)". .



carboxylic acid butylamde S C 5 The title conpound
was obt ai ned using butyl am de as RI R2ZNH, 3-

w@ 20041060888 hyl ) t hi ophene as R3-(CH2) m NH2 and PCT/EP2003/014721
2-chl oro- phenyl thioam de as _ RAC(S) NH2, MS(ES+) 470
(MrH) +. Exanple 34 10 67-69
5-[2-(4- Met hoxy- phenyl ) -thiazol -4-yl]-2-nmethyl-1-thiop
hen- 2-yl met hyl - 1H pyrrol e-3- carboxylic acid
butyl am de The title conpound was obtai ned using
butyl am de as R R2ZNH, 3- (am nonet hyl )t hi ophene as
R3- (CH2) m NH2 and 4- nmet hoxyphenyl thioam de as 15
RAC(S) NH2, MS(ES+) 466 ' (MtH) +. WO 2004/ 060888
PCT/ EP2003/ 014721 -49 Exanple 35 5-

[ 2- (4- Met hoxy- phenoxynet hyl ) -t hi azol - 4-yl ]

-2-nmet hyl -1 -t hi ophen-2-yl net hyl -1 H

pyrrol e-3-carboxylic acid butylam de 5 The title
conmpound was obtai ned using butyl am ne as RLR2NH, 3-
(am nonet hyl ) t hi ophene as R3-(CH2) m NH2 and

2- (4- met hoxyphenoxy) et hanet hi oam de as R4C(S) NH2,
MB( ES+) 496 ( M+H) +.

MISSING UPON FILING



Exanple 36 io
5-12-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl]-2-nmethyl-1-t

whr@ploerss®- yl net hyl - 1H pyrrol e- 3- carboxyl i ¢ aBCTIEP2003/014721

butyl am de % The title conpound was obtai ned using
butyl am ne as RLR2NH, 3- (arri nQret hyl )t hi ophene as
R3- (CH2) m NH2 and 2- et hyl - ri g ne car bot hi am de as
15 RAC(S)NH2, MS(ES+) 465 WO 2004/ 060888

PCT/ EP2003/ 014721 -50 Exanpl e 37 1-

[ Y hy | ]
%'[% gz ﬁ%l%l/ W%gfr}{% y@hﬁﬁa\ékg 431” %Zs]gPut}I r]nethﬁl 1H- pﬁfrﬁole -3-carboxylic
1H- pyrrol e-3-carboxylic aa@mbbbmxl;ahmdt de 5 The title
conmpound was obtai ned using butylam ne as RLR2NH,
honoveratryl am ne as R3- (CH2) m NH2 and

2-ethyl -4-pyridi ne carbothi am de as R4AC(S) NH2, NMS(ES+t)

533 (M+rH)+. Exanple 38
rac-1-Butyl -5-[2-(2- chIq:{
hyl -1 H pyrr ol e- 3- car boxyl

"IN ci ‘ Cﬁm

i azol -4-yl] - 2- net
10 sec-butyl am de

5 The title compound was obtained using iso-butylamine as R'R*NH, isobutylamine as R’-

10

15

(CH)m-NH; and 2-ethyl-4-pyridine carbothiamide as RYC(S)NH,, MS(ES+) 425 (M+H)™.

Example 78

5- [2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-1-[2-(4-methoxy-phenyl)-ethyl]-2-methyl-1H-
pyrrole-3-carboxylic acid isobutyl-amide

Lo

7

The title co\mpound was obtained using iso-butylamine as R'R*NH, 2-(4-
methoxyphenyl)ethylamine as R*-(CH,)m-NH, and 2-ethyl-4-pyridine carbothiamide as
R'C(S)NH,, MS(ES+) 503 (M+H)".



The title conpound was obtai ned using sec-butyl am ne
as RLR2NH, butylam ne as R3- (CH2) m NH2 and

wQ@2ohloensss phenyl thi oanmi de as RAC(S) NH2, NMS( ESRQT/HBD03/014721

10

15

(MrH) +. 15 WD 2004/ 060888 PCT/ EP2003/ 014721 -51

Exanple 39 rac- | -Butyl-5- -71-

[ 2- (4- met hoxy- phenyl) -t hi azol -4-yl] -2-nmethyl -

| H pyrrol e-3-carboxylic adxampleZShutyl anide 5 The

title conpound was obtai ned using sec-butylam ne as

R R2NH, butyl am ne_as - (CH2) ; NH2_ an

- r?eﬁ%@x?bl?éﬁyﬂhe@ﬂ?"éaﬁ%%g’é'ﬂk1%@9@5’%&1@?‘3 EZihylJ§l-pyrrole-3-
(M:H) +. Exanpl e 40 eaboxylic Beidyéobatyl{azhide

(4- met hoxy- phenoxynet hyl ) -t hi azol -4-yl] -2-nethyl -

| H pyrrol e-3- 1o carboxylic acid sec-butylam de The

title conpound was obt ai ned pusi ng sec-butyl am ne as

R R2NH, butyl ami ne as R3- )} ) m NHZSand

2- (4- met hoxyphenoxy) et harét i s R4C(S) NH2,

M5( ES+) 456 (MtH)+. 15 0888

PCT/ EP2003/ 014721 -52

2004/

The title compound was obtained using iso-butylamine as R'R®NH,
aminomethylcyclohexane as R*-(CH,)m-NH; and 2-chloro-phenyl thioamide as
RYC(S)NH,, MS(ES+) 470 (M+H)™.

Example 80

1-Cyclohexylmethyl-5-[2- (4-methoxy-pheny1) -thiazol-4-yl]-2-methyl- 1H-pyrrc;ie-3-
carboxylic acid isobutyl-amide

Bar

The title compound was obtained using iso-butylamine as R'R®NH,
aminomethylcyclohexane as R’-(CH3)m-NH; and 4-methoxyphenyl thioamide as

R*C(S)NH,, MS(ES+) 466 (M+H)".



Exanpl e 41 rac-I|-Butyl -
[2-(2-ethyl -pyridin-4-yl)-thiazol-4-yl]
WO 200am60398 - | H- pyrrol e- 3-carboxylic acid sec- betyERPZOOSI@14721
5 The title conpound was obtai ned usi ng sec-butyl am ne
as R R2NH, butyl am ne as R3- {€)m NH2 and
2-ethyl -4-pyridi ne carbothiam de as RAC(S) NH2, NMS(ESt)
425 (M+H) +. Exanpl e 42 radxsmple8l
[ 2- (2-Chl oro- phenyl) thi azol -4-yl ]
-1 |sobutyl t hyl - yrrol e-3-carboxyl.i 1 cid
d-GrAghesrmeeh ooyt Phen ary e Tl ézyglﬁz-mhﬂ-m-
vvas obt ai ned usi NGrede3utbokalid aved BsbiRyRAhde
i sobutyl am ne as R3- (CH2) m NH2 and 2-chl or o- phenyl
t hi oam de as R4C(S)NH2, MS(ES+) 430 (MtH). WO
2004/ 060888 PCT/ EP2003/ 014721 -53 Exanmpl e 43 rac-
| -1sobutyl-5- [2-(4-net ho~ henyl J<thi azol - 4-yl ]
-2-nmet hyl - 1H pyrrol e- 3- ki-6-~acid sec-butyl am de
5 The title conpound was ob,t ai fied usi ng sec-butyl am ne
as R R2NH, isobutylamne a

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

Example 82 A

10 1-Cyclohexylmethyl-5-[2-(2-ethyl-pyridin-4-yl)-thiazol-4-yl] -2—methyl-1H—pyrr81e-3-
carboxylic acid isobutyl-amide

The title compound was obtained using iso-butylamine as R 'R®NH,
aminomethylcyclohexane as R*-(CH;)m-NH, and 2-ethyl-4-pyridine carbothlamlde as
15 RC(S)NH,, MS(ES+) 465 (M+H)".



(CH2) m NH2 and 4- met hoxyphenyl thioam de as RAC(S) NH2,
MS(ES+) 426 (MtH)+. Exanple 44 rac- | -1sobutyl-5- |

wQ@2qod40emshoxy- phenoxymet hyl ) -t hi azol - 4-yl ] PCT/EP2003/014721

10

15

-2-nmet hyl - 1H pyrrol e-3- 10 carboxylic acid

sec-butyl am de The title conpolind was obtai ned using

sec- butyl am ne as RLR2NH, isobutyl-am ne as R3-

(CH2) m NH2 and 2- (4- nethoxﬁ&ﬂEEEXQ)ethanethloanlde as
RAC(S) NH2, MS(ES+) 456 (M+H)+. 15 WD 2004/ 060888

PCT/ EP2003/ 014721 -54 | e 45 rac- 5-

[ 5-(2 (W@,—_p@p@y}%ﬂ)lﬁ%%}ﬂﬁﬁ:%ﬁi}ﬂ}- 1-(tetrahydro-furan-2-ylmethyl)-1H-

- 1- cycl ohexyl met Ryhrofe-BRA lic ddidD¥bk @ eadidecar boxyl i ¢
acid sec-butylamde N "I S 5 The title conpound was

obt ai ned usi ng sec-butyl am ne as R R2NH

am nonet hyl cycl ohexane as (CH2) m NH2 and
2- chl or o- phenyl thi oam de} R4C( H2, MS(ES+) 470
(M-H) +. Exanpl e 46 (O~CS

The title compound was obtained using iso-butylamine as RIR2NH,
tetrahydrofurfurylamine as R*-(CHy)m-NH; and 2-chloro-phenyl thioamide as
R*C(S)NH,, MS(ES+) 458 (M+H)™.

Example 84

5-[2-(4-Methoxy-phenyl)-thiazol-4-y1]-2-methyl- 1- (tetrahydro-furan-2-ylmethyl)-1H-
pyrrole-3-carboxylic acid isobutyl-amide

The title compound was obtained using iso-butylamine as R'R*NH,
tetrahydrofurfurylamine as R’-(CH,)m-NH; and 4-methoxyphenyl thioamide as
RAC(S)NH,, MS(ES+) 454 (M+H)".



10
rac-1| - Cycl ohexyl net hyl - 5-[ 2- (4- net hoxy- phenyl ) -t hi azo

WO do0glogos8s met hyl - | H pyrrol e-3- carboxylic aci dPCT/EP2003/014721
sec-butylam de rd/ The title conpound was obt ai ned
usi ng sec-butyl am ne as RLIR2NH4 -
am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
4- met hoxyphenyl thi oani de dxampl 834C( S) NH2, MS( ES+)
466 ' (M-H) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -55
Exanmpl e 47 rac-l-CypIohex%I

‘ et hyl -5= [ 2- '
( 4- e febndetharenphenosy myihy -thipalzbyl] - {pethyl-3 - (tegeahyror furan-2-
H pyrrol e- 35RO Vi rtd- 8- caloxlit acldmblsiaylSamide
title conpound was obtai ned using sec-butylam ne as
R1R2NH, am nonet hyl cycl ohexane as R3-(CH2) NH2 and
2- (4- nmet hoxyphenoxy) et hanet hi oam de as R4C(S) NH2,

VB(ES+) 496 (MH)+. Exanpld- 48 10 .~
rac- 1- Cycl ohexyl met hyl - 5.4 2F g@ pyri di n-4-yl)-thi
azol - 4-yl]-2-nethyl -1 H pyr rg 3-/3." carboxylic acid

sec-butylamde r 7y)- to 5

5 The title compound was obtained using iso-butylamine as R'R®NH,
tetrahydrofurfurylamine as R*-(CH,)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide
as R*C(S)NH,, MS(ES+) 484 (M+H)".

Example 86 '

10 4-[4-Isobutylcarbamoyl-5-methyl-1-(tetrahydro-furan-2-ylmethyl)- 1H—pyrrol-ityl] -
thiazole-2-carboxylic acid ethyl ester

Lporr

The title compound was obtained using iso-butylamine as R'R*NH,
tetrahydrofurfurylamine as R®-(CH,)m-NH; and ethylthiooxamate as RY'C(S)NH,,
15 MS(ES+) 420 (M+H)™.



The title conpound was obtai ned using sec-butyl am ne
as RLR2NH, am nonet hyl cycl ohexane as R3-( CH2) m NH2

ware4Demshyl - 4- pyri di ne carbot hi ami de as 15 RACQ(/BpidbiRO14721

10

15

M5( ES+) 465 (M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721

-56 Example 49 rac- | -Cycl ohgsyl net hyl - 2- net hyl - 5-
(2-pyrazin-2-yl-thiazol-4-yl) -1 Hpyrrole-3 -

carboxylic acid sec-butyl aBkaepl©8d The title conpound

was obt ai ned using sec-butylam ne as R R2NH,

am nomnet hyl cycl ohexane as R3-(CH2) m NH2 and

mMethyl - R2-6anietiyiipysdindd-yhsthiardlct-)] NHftetrafnydra-fyransg ylmethyl)-

(MtH) +. Exanpl-e; l-amide

fac- 5-[ 2- ( 2- Chl oggp L e A oL Iyl -1 - (¢
et rahydro-furan- 2- yI met hyl ) 1H- pyrrol e-3-carboxylic
acid sec-butylamde rd/ 77) - 5 Cl The title conpound
was obt ai ned- usi ng sec-bu am ne gs RLR2NH, 15

t et rahydrof urfuryl am ne,i - NH2 and

2. -chl or o- phenyl thi oam a 4C(S) NH2, MS(ES+) 458
( M+H) +. ' g

The title compound was obtained using iso-butylamin¢ 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

2-Methyl-5-(2-pyrazin-2-yl-thiazol-4-yl) -1-(tetrahydro-furan-2-ylmethyl)-1H-pyrrole-3-
carboxylic acid isobutyl-amide

oo

The title compound was obtained using iso-butylamine as R'R’NH,
tetrahydrofurfurylamine as.Rs—(CHz)m-NHz and pyrazine-2-carbothioamide as
RC(S)NH,, MS(ES+) 426 (M+H)".



WD 2004/ 060888 PCT/ EP2003/ 014721 -57 Examl e 51 rac- 5-
[ 2- (4- Met hoxy- phenyl ) -t hi azol -4-yl] -2-methyl -

wo 2qoso6e8ahydr o- f ur an- 2- yl met hyl ) - PCT/EP2003/014721
1H pyrrol e- 3-carboxylic acid sec-butylam de 5 The
title conpound was obtained ugbng sec-butyl am ne as
R R2NH, tetrahydrofurfuryl am ne as R3-(CH2) m NH2 and
4- et hoxypheny! t hi oani de Bxampa89 S) NH2, MS(ES+) 454
(MtH) +. Exanpl e 52 10
'rg-%%g\([ﬁypz(q{%ct%@ -I[qS?X tox 5322%’15 )thlggoll %lz}% 24metlhy1 1H-pyrrole-3-

yl met hyl ) - 1H pyrr ol eaﬁm&ﬂi&w@/ism@u@mrﬁld@ec but yl am de
MO \ The title conpound was obtai ned using

sec-butylami ne as R R2ZNH, tetrahydrofurfurylam ne as
R3- (CH2) m NH2 and 2- (4- net oxyphenoxy) et hanet hi oam de
15 as R4C(S)NH2, MS(ES+) 484 (M+ . V\D 2004/ 060888

PCT/ EP2003/ 014721 -58
rac- 2- Met hyl - 5- (2- pyrazi n- 24yl
ydro-furan-2-ylnethyl)-1 H-c\

hi azol -4-yl)-1-(tetrah

5 The title compound was obtained using iso-butylamine as R'R*NH, methoxyethylamine as
R’-(CH,)m-NH, and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ES+) 428 (M+H)™.

Example 90

1-(2-Methoxy-ethyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
10 - acid isobutyl-amide

A

The title compound was obtained using iso-butylamine as R'R*NH, methoxyethylamine as
R®-(CH,)m-NH, and pyrazine-2-carbothioamide as R*C(S)NH,, MS(ES+) 400 (M+H)".



pyrrol e-3-carboxylic acid sec-butylamde O H/ /\ \
\ HS 5 The title conpound was obtai ned using
WG e@4loaisys ani ne as RLR2NH, tetrahydr of ur f uryl Boi/RR208%014721
R3- (CH2) m NH2 and pyrazi ne- 2-car bot hi oanm de as
RAC(S) NH2, MS(ES+) 426 (MrH)t.7Exanmple 54 to
rac-1- (2- Met hoxy-et hyl)-5-[2-(4-nmet hoxy-phenyl)-thiazo
| -4-yl]-2-methyl-1H pyrrol E@mplagboxylic acid
sec-butylanmi de g~ s The title conpound was obt ai ned
usi ng sec-butyl am ne as RLRZNH, net hoxyet hyl anmi ne as
R3- §-(142) 1GhiM13- red y-thiezdledeylpHefuyan-2 hylmetiiyd2-ragthyl- 1H-pyrrole-3-

RAC(S) NH2, MB(ES+) 4 1 004/ 060888
Pc% E)onos/ 012721) - %bg%lwa&d isaburdimidd

5 The title compound was obtained using iso-butylamine as R'R®*NH, 3-furylmethylamine as
R®-(CH,)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-
10 carboxylic acid isobutyl-amide

The title compound was obtained using iso-butylamine as R'R*NH, 3-furylmethylamine as
R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as RIC(S)NH,, MS(ES+) 450 (M+H)™.



Exanpl e 55 rac-5- [2-(2-Chloro-phenyl)-thiazol-4-yl]

-1-furan-2-yl net hyl - 2-net hyl -1 H pyrrol e- 3- carboxylic
wa@eood/o6msss but yl amde H 5 The title conpound WAGT/EP2003/014721

obt ai ned usi ng sec-butyl anmi ne as R R2NH,

3-furyl methyl am ne as R3-(CHZ3m NH2 and

2-chl or o- phenyl thioam de as RAC(S) NH2a MS(ES+) 454

(MtH) +. Exanpl e 56 rac- | -Exanze 3yl et hyl - 5-

[ 2- (4- et ho) Cy- phenyl ) -thi azol -4-yl] -2-nethyl -

| H pyrrol e-3- 10 carboxylic acid sec-butylam de The

t sx[nazﬁm@mim@)eﬁmohéwlluhfwgnsaemﬁngxlfZameﬁgfl-AEI-Pyrrole-S-

R R2NH, 3-furyl met hYJaﬁmeﬁc aAsd is%ﬁt§,%dg‘ NH2 and

4- met hoxyphenyl thioam dé as RAC(SyNH2, MS(ESt+) 450

(MrH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -60 Exanpl e

57 rac-5- [ 2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl] -

| -furan-2-yl met hyl - 2- met hy- 1 H-p%‘z{ol e-3- carboxylic

acid sec-butylam de 5 Th Ble und was obt ai ned
usi ng sec-butyl am ne as H-/3- f ur'yl met hyl ami ne as
R3- (CH2) m NH2 and 2-et hyl -4yri di ne carbot hi am de as

RAC(S) NH2, MS(ES+) 449

5 The title compound was obtained using iso-butylamine as R'R?>NH, 3-furylmethylamine as
R’-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NH,, MS(ES+) 449
(M+H)".

Example 94 '

10 1-(4-Methoxy-benzyl)-5- [2-(4.—methoxy-]§henyl) -thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid isobutyl-amide

The title compound was obtained using iso-butylamine as R'R*NH, 4-
methoxybenzylamine as RS—(CHz)m-NHz and 4-methoxyphenyl thioamide as RYC(S)NH,,

15 MS(ES+) 490 (M+H)".



(MrH) +. 10 Exanpl e 58 rac-5-
[ 2- (2- Chl or o- phenyl ) -t hi azol - 4-yl ]
WO 1004460388 hoxy- benzyl ) - 2- et hyl -1 H pyrrol e- 3- PCT/EP2003/014721
carboxylic acid sec-butylamde C, The title conpound
was obt ai ned using sec-butyl anfpe as R R2ZNH
4- met hoxybenzyl - 15 am ne as R3-(CH2) m NH2 and
2-chl or o- phenyl thioam de £xabplgdB) NH2, MS(ES+) 494
(M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -61 Exanple
59 rac- 1- (4- Met hoxy- benzyl) -
[ 2t-(4Methdxydenpil eyl2) (4t methowy- .phelyq;q;lmethyl) ~thiazol-4- yl] -2-methyl-1H-

- 2- et hyl - 1H pyr r@)&k% c%% rfa/édl&sasuﬁl g@etout yl ani de
5 The title conpound was obtai ned using sec-butyl am ne

as R1IRZNH, 4-net hoxybenzyl am ne as R3-(CH2) m NH2 and
4- met hoxyphenyl thi oam de RAC( S) NH2, MS(ES+) 490
(MtH) +. Exanpl e 60 1o %\Q

rac-1- (4- Met hoxy- benzyl )= hoxy- phenoxynet hyl
)-thiazol -4-yl]-2-nethyl -1 H pyrrol e-3-carboxylic acid
sec- butyl am de

~

5 The title compound was obtained using iso-butylamine as R'R’NH, 4-
methoxybenzylamine as R’-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as
R*C(S)NHa, MS(ES+) 520 (M+H)™.

Example 96

10 5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-1-(4-methoxy-benzyl)-2-methyl- 1H-pyrrole-3-
carboxylic acid isobutyl-amide

7 %4
,( [ ) ”\vQ\\
CS )
o\
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)™.



The title conpound was obtai ned using sec-butyl am ne
as RLR2NH, 4-net hoxybenzyl- am ne as R3-(CH2) m NH2 and

wQ@2qod4nemshoxyphenoxy) et hanet hi oam de as R4AC( S) NEREP2005014721

10

15

M5( ES+) 520 (M+H)+. WD 2004/ 060888 PCT/ EP2003/ 014721
=62 Exanple 61 rac-5- - 80 -
[2-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl]

-1- (4- met hoxy- benzyl) - 2- mretlxainpldP7 -
pyrrol e-3-carboxylic acid sec-butylamde N O 5 The
t|t| e co ound was obtai ned using sec-butyl am ne as

bamgBeniymethery enad) - Renqtleiph k- pyreb 2 gl thiazole-2-

2 et hyI 4 pyridi ne car&gggmmaggeﬁg,lggté&C(S) NH2,
MS( ES+) 489 (M+H) +. Exanple 62 10

rac-1-(4- Met hoxy-benzyl) - 2-net hyl -5- (2-pyrazin-2-yl-th
i azol -4-yl)-1H pyrrol e- 3- carboxylic acid
sec-butylamide 0 /N \N | N%

ﬁg{w

~

The title compound was obtained using iso-butylamine as R'R*NH, 4-
methoxybenzylamine as R’-(CH,)m-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

The title compound was obtained using iso-butylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CHj,)-NH; and 6-methyl-pyridine-3-carbothioamide as
R*C(S)NH,, MS(ES+) 475 (M+H)".



The title conpound was obtai ned using sec-butyl am ne
as R R2NH, 4-net hoxybenzyl- am ne as R3-(CH2) m NH2 and
W@R00a060368 2- car bot hi oanmi de as RAC(S) NH2, MS( ESRQT/HBR03/014721
15 (MtH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -63
Exanpl e 63 rac-5- [ 2- (4-Meth8ky-phenyl)
-thiazol -4-yl] -1-(3-nmethoxy-propyl) -2-nethyl-
H pyrrol e- 3-carboxylic acilkkaggue %t yl ami de 5 The
title conpound was obt ai ned using sec butylanine as
R R2NH, nethoxyethylan1ne as
- Jl-teMeshgrprangt])-2hnehif %“éZWaRuc@s} NHQZOW@(lEéHme@e -3-carboxylic
(M-H) +.  Exanpl e 64 rac- &id isobutyl-amide
[ 2- (4- Met hoxy- phenoxynet hyl ) -t hi'azol -4-yl] -1-
(3-nmet hoxy-propyl) -2-nethyl; IH 10 .
pyrrol e-3-carboxylic acid .s€c-butylayde The title
% \ -utl/ mne as RLIRZNH,

conmpound was- obt ai ned usi
nmet hoxyet hyl am ne as R3-

|vr5( ES+) 472 (MrH) +. 15 WO ,@
PCT/ EP2003/ 014721 - 64

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 100

10 5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-1-(3-methoxy-propyl)-2-methyl-1H-pyrrole-3-
carboxylic acid isobutyl-amide

The title compound was obtained using iso-butylamine as R'R®*NH, methoxyethylamine as
R’-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 442 (M+H)".

15



Exanpl e 65 rac-5- [2-(2-Chloro-phenyl)-thiazol-4-yl]
-2-methyl- | -thiophen-2-ylnethyl- | Hpyrrole-3-

W@ 200bos0g88 c acid sec-butylamde N'INIlii | BCIRER2003/014721

5

10

15

title conpound was obtai ned using sec-butylam ne as
R1IR2NH, 3-(am nonet hyl) thi oph&e as R3-(CH2) m NH2 and
2-chl or o- phenyl thioam de as RAC(S)NH2, MS(ES+) 470
(MtH) +. Exanpl e 66 10 Example 101 ,
rac- 5-[ 2- (4- Met hoxy- phenyl ) -t hi azol -4-yl]-2- msthyl-l-t
h| ophen-2-yl nethyl -1 Hpyrrol e- 3-carboxylic acid

oD gl wBerib itk d- B bApoehi- WiSoph e -1EaetE Hd-pyrrole-3-
sec butyl ami ne as R1BZbbhylR-aCRAT SWRRIAHE - thi ophene
as R3-(CH2) m NH2 and 4- net hoxyphenyl thi oam de as
RAC(S) NH2i MS(ES+) 15 466 (MtH)+. WD 2004/ 060888
PCT/ EP2003/ 014721 -65 Exa Dl e 67 rac-5-
[ 2- (4- Met hoxy- phenoxymnet hyt- 4-yl] -2-methyl -
| -t hi ophen-2-yl et hyl - | }—f_z rboxylic acid

\ _
sec- but yl am de . é/ dod
4

The title compound was obtained using iso-butylamine as R'R*NH, 3-
(aminomethyl)thiophene as R>-(CH,)m-NH, and 2-chloro-phenyl thioamide as
RYC(S)NH,, MS(ES+) 470 (M+H)™.

Example 1024

5-[2-(4-Methoxy-phenyl)-thiazol-4-yl] —Z-fnethyl-1-thiophen-2—y1methyl- 1H-pyrrole-3-
carboxylic acid isobutyl-amide

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



rd 5 The title conmpound was obtai ned using
sec- butyl am ne as RLR2NH, 3-(am nonethyl)- thi ophene

W@300RB6(8H2) m NH2 and PCT/EP2003/014721

10

15

2- (4- met hoxyphenoxy) et hanet hi oam de as R4C(S) NH2,

M5( ES+) 496 (M+H)+. Exanpl e 6883160
rac-5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-2-nethyl
-1 -t hi ophen- 2-yl net hyl - 1H- Epgmple|163 3- car boxyl i ¢ aci d
sec-butyl anm de The title conpound was obt ai ned using
sec-butyl ami ne as RIR2NH, 3-(am norreth t hi ophene

as-FB4- wmn@mnezhﬂéﬁlwzcﬂ ~doyli2dne Y nthiopheriiylimethyl- 1H-

as RAC(S)NH2, 15 MB(EHSH)cafifxyliMidil tsobW¥§l-2R04 060888
PCT/ EP2003/ 014721%5- 66 Ecjanp I'e &‘&_sgcﬂ?

[ 2- (2-Chl oro-phenyl)-thiazol-4-yl] -1- [2-
(3, 4-di net hoxy- phenyl) -ethyl] -2-nethyl-

1H pyrrol e- 3-carboxylic agif{d sec-bytylamde S | 5 The
title conpound. was obt alggw c- butyl am ne as
RI R2ZNH, honoveratryl am ne' a (CH2),,,-NH2 and

2-chl or o- phenyl thi oam de agyRAC(S) NH2, MS(ES+) 538

(MtH) +.  Exanple 70

The title compound was obtained using iso-butylamine as R'R?NH, 3-
(aminomethyl)thiophene as R’-(CH)»-NH, and 2-(4-methoxyphenoxy)ethanethioamide
as R*C(S)NH,, MS(ES+) 496 (M+H)".

Example 104

5-[2-(2~-Ethyl-pyridin-4-yl)-thiazol-4-yl] -24-methyl-1—thiophen—2-ylmethyl— 1H-pyrrole-3-
carboxylic acid isobutyl-amide

The title compound was obtained using iso-butylamine as R'R*NH, 3-
(aminomethyl)thiophene as R’-(CH,)m-NH, and 2-ethyl-4-pyridine carbothiamide as
RAC(S)NH,, MS(ES+) 465 (M+H)".



1-Butyl -5- [2-(2-chloro-phenyl)-thiazol-4-yl]
-2-methyl- | Hpyrrol e-3-carboxylic acid 10
WO 3@b60s8s ani de N The title conmpound was obt ai PETERB0BIQI4721
I so-butyl am ne as RLR2NH, butyl am ne as R3-
(CH2),,,-NH2 and 2-chl oro- phemd- t hi oam de as
RAC(S) NH2, MS(ES+) 430 (M+H)+. WD-2004/ 060888
PCT/ EP2003/ 014721 67-69 MESShNESIWPON FI LI NG WO
2004/ 060888 PCT/ EP2003/ 014721 -70 Exanpl e 77 5-
[2-(2-Ethyl -pyridin-4-yl)-thiazol -
- 1-Bugdibuidy(4-methendpyihenylitipioral di-@i-3- r@athwbklglrmrolgémrboxyhc acid
i sobutyl-anmide / \ N\ 5 Thﬁgldrﬁﬂd@ conpound was
obt ai ned using iso-butylam né as RLR2NH, isobutyl am ne
as R3- (CH2) m NH2 and 2- et hyl -4-pyridi ne carbot hi am de
as RAC(S)NH2, MS(ES+) 425 (M+H) +. Exarrpl e 78 5-
[ 2- (2- Et hyl -pyridin-4-yl),
[ 2- (4- et hoxy- phenyl) -

5 The title compound was obtained using allylamine as .RIR2 NH, butylamine as R>-(CH3) -
NH, and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 410 (M+H)".

Example 106‘

1-Butyl-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
10 .carboxylic acid allylamide

~ %&b@”

The title compound was obtained using allylamine as R'R*NH, butylamine as R*-(CH,)m-
NH; and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+) 440 (M+H)™.



P The title conpound was obtai ned using
i so-butylam ne as R R2ZNH, 2-(4-
woreaohosogghenyl ) et hyl am ne as R3- (CH2) m NH2 andPCT/EP2003/014721
2-ethyl -4-pyridi ne carbothiam de as R4C(S) NH2,
MB(ES+) 503 (MrH) +. 15 WO 20085060888
PCT/ EP2003/.014721 -71 Exanple 79 5-
[ 2- (2- Chl or o- phenyl ) - t hi aZabmgleyl0f -
- 1- cycl ohexyl met hyl - 2- met hyl - 1H pyrrol e-3- carboxylic
acid isobutyl-amde C4 5 The tit]l e conpound was .
1elsblaitye B [ 2<(H ngethexy-bleny]aiazel- 411 R2-restyl- 1H-pyrrole-3-carboxylic acid
am nonet hyl cycl ohexane as Igﬁ}-,lglgl—g)e) ,»,-NH2 and
2-chl oro- phenyl thioam de as’ R4AC(S)NH2, MS(ES+) 470
(MrH) +. Exanple 80 10 1-Cycl ohexyl net hyl - 5-
[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ]
-2-met hyl -1 H-pyrrol e-3- capboxylic acid isobutyl-anm de
The title conpound was Hoed MTg | So- butyl am ne
as RLR2NH, ani nonet hyl €y AN as R3-(CH2),,,-NH2
and 4-nmet hoxyphenyl thioam de as

5 The title compound was obtained using allylamine as RLRZNH, isobutylamine as R>-
(CH,)wm-NH; and 4-methoxyphenyl thioamide as R*C(S)NHa, MS(ES+) 410 (M+H)*.

Example 108

5-[2-(4-Methoxy-phenoxymethyl)-thiazol-4-yl]-1- [2-(4-methoxy-phenyl)-ethyl]-2-
10 methyl-1H-pyrrole-3-carboxylic acid allylamide

o S

The title compound was obtained using allylamine as R'R®*NH, 2-(4-methoxyphenyl)-
ethylamine as R’-(CH2)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as
RC(S)NH,, MS(ES+) 518 (M+H)".

15



15 R4C(S)NH2, MS(ES+) 466 (M+H)+. WD 2004/ 060888
PCT/ EP2003/ 014721 -72 Exanpl e 81

wd20¢obmskexyl net hyl - 5- PCT/EP2003/014721

10

15

[ 2- (4- et hoxy- phenoxynet hyl ) -t hi azol -4-yl] -2-nmethyl-1
M pyrrol e-3-carboxylic acid t8&pbutyl -am de 5 The
title conpound was obtai ned using i so-butylam ne as
R R2NH, ami nonet hyl cycl ohBxampled89 R3- (CH2) m NH2 and
2- (4- met hoxyphenoxy) et hanet hi oam de as RAC(S) NH2,
MB( ES+) 496. (M+H) +, E_xarirpl e 82 10

- §rt3-6h&haraathepyl)-ghiazo -Zl:yla—j:@p@pxy@ﬁt}h@ﬂ-%—_rqejbyl)1H-pyrrole—3-
-thiazol -4-yl] -2-met hagkbdiylic waﬁpﬂgmiﬁe car boxylic
acid isobutyl-am de The title conpound was obtai ned
usi ng i so-butylam ne as R R2NH,
am nonet hyl cycl ohexane as R3# (CH2) m NH2 and
2-et hyl - 4-pyri di ne carbot Hi"api.de a 5 RAC(S) NH2,
MB(ES+) 465 (M+H) +. WO 2004496588 T/ EP2003/ 014721
-73 Exanple 83 5- [ 2-(2-Chl of o-phenyl)-thiazol-4-yl]
-2-methyl - |-(tetrahydro-furans2-yl net hyl)-1H

The title compound was obtained using allylamine as R'R*NH, aminomethylcyclohexane
as R*-(CH,)m-NH; and 2-chloro-phenyl thioamide as RYC(S)NH,, MS(ES+) 454 (M+H)™.

Example 110

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

xad

The title compound was obtained using allylamine as R'R*NH, aminomethylcyclohexane
as R>-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 450 -
(M+H)".



pyrrol e-3-carboxylic acid isobutyl-amde 55 The title
conpound was obtai ned using iso-butylam ne as RLR2NH,

wo edonaboges of ur f uryl am ne as R3-(CH2) m NH2 and PCT/EP2003/014721

2- chl or o- phenyl thioam de as §4C( S)NH2, MS(ES+) 458

( MrH) +. Exanpl e 84 10 -8
5-[2-(4- Met hoxy- phenyl )-thiazol -4-yl]-2-nethyl-1-(tetr
ahydr o- furan- 2-yl net hyl ) - 1%&1;{& 3-carboxylic acid.

i sobutyl -am de The title conpound was obtai ned using

I so-butylamin s R R2NH, tejrahydrqfurfur 1.,Ne _a

RO (O PN B 18- - (D HORy BT T T e T eyl TH-
RAC( S) NH2, M5( ES+) pibdle{3Midrhdxylivaxid Q0AARGDRB 88

PCT/ EP2003/ 014721 . -74 Exanple 85 5-

[ 2- (4- Met hoxy- phenoxynet hyl ) -t hi azol - 4-yl] -2-nethyl -

| - (tetrahydro-furan-2- _

yl met hyl ) - 1H pyrrol e- 3- capBoxyl i ¢ aetd i sobutyl -am de
r~\Nro\~a 5 The title ). é,zwa@obtained usi ng

i so-butyl am ne as RIR2ZNH, .tlettahydrofurfuryl am ne as

R3- (CH2) m NH2 and 2- (4- met Hoxyphenoxy) et hanet hi oani de

5 The title compound was obtained using allylamine as R'R®*NH, aminomethylcyclohexane

10

15

as R>-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+)
480 (M+H)™.

Example 112‘

1-Cyclohexylmethyl-5-[2-(2-ethyl-pyridin-4-yl)-thiazol-4-yl] -2-methyl- 1H—pyrr‘81e-3-
carboxylic acid allylamide

o

The title compound was obtained using allylamine as R'R*NH, aminomethylcyclohexane
as R*-(CH,)m-NH, and 2-ethyl-4-pyridine carbothiamide as R'C(S)NH,, MS(ES+) 449
(M+H)".



as RAC(S)NH2, MS(ES+) 484 (M+H)+. Exanple 86 10
4-[ 4- 1 sobut yl car banoyl - 5- et hyl -1 - (t et rahydr o- f ur an- 2-
wq boveobngBy - 1H pyrrol -2-yl] - thiazol e-2- car boxpti/2PR03/014721
ethyl ester The title conmpound was obtai ned using
i so-butylanmine as R R2ZNH, tet8&hydrofurfuryl am ne as
R3- (CH2) m NH2 and et hyl t hi ooxamate as RAC(S) NH2i 15
MS(ES+) 420 (M+H)+. WO 200Zx@@pledd3 PCT/ EP2003/ 014721
-75 Exanmple 87 2-Methyl-5- [ 2-
(6- et hyl - yndeyI%{éthlazol yl]
‘(tle@ycégﬂyzayl efhy}-gnmgﬂly] £1hyragin-2 -yl th1a201 4 -yl)-1H-pyrrole-3-carboxylic
1H pyrrol e- 3-carboxyl i ¢ aGici du§1ghﬁaé/l -am de 5 The
title conpound was obtai ned using iso-butylam ne as
RIR2NH, tetrahydrofurfurylam ne as R3-(CH2) m NH2 and
6- nmet hyl - pyri di ne- 3- car bot hipoam de as R4C(S) NH2,
MS(ES+) 439 (M+H) +. Exanpl/e 10 S
2- Met hyl - 5- (2- pyrazi n- 2-4I le)-l-(tetrahydro
-furan-2-yl nethyl)-1H pyrraol €- 3-—car boxylic acid
i sobutyl -am de " °

5 The title compound was obtained using allylamine as R'R*NH, aminomethylcyclohexane
as R>-(CH3)m-NH, and pyrazine-2-carbothioamide as RYC(S)NH,, MS(ES+) 422 (M+H)™.

Example 114

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

The title compound was obtained using allylamine as R'R*NH, tetrahydrofurfurylamine as
R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ES+) 438 (M+H)™.



The title conpound was obtai ned using iso-butyl am ne

as R R2ZNH, tetrahydrofurfurylam ne as R3-( CH2) m NH2
W@r@4/0§088% i ne- 2- car bot hi oam de as 15 R4AC(S) NH2CT/EP2003/014721

M5( ES+) 426 (M+H)+. WD 2004/ 060888 PCT/ EP2003/ 014721

-76 Exanple 89 1-(2- Met hoxy-etd94)-5-

[ 2- (4- met hoxy- phenyl) -t hi azol -4-yl] -2-methyl -

1H pyrrol e-3- carboxylic aEkampledbdityl-anmide J Ip\ \N

~ %\ 5 The title conmpound was obtai ned usi ng

i so-butyl am ne. as_ R R2NH, net hoxyet hyl am pe as

: R35([@@)Wprﬁu’mﬂW@héwp}rézrwethwﬁﬂ}lé“@ﬂa@thyl-1H-pyrrole-3-

RAC(S) NH2, MS(ES+) 428cqBligli¢acid Biasplee 90

1- (2- Met hoxy- et hyl ) - 2- et hyl - 5- (2- pyrazi n-2-yl -t hi azol

-4-yl)-1H pyrrol e-3-carboxylic to acid isobutyl-am de

IT//N I\ NI/ NV \' N AlpxJ\ S The title conpound
was obt ai ned using i so-but i ne R1R2NH,
net hoxyet hyl ani ne as / /E\ \"\7@

A

The title compound was obtained using allylamine as R'R*NH, methoxyethylamine as R>-
(CH,)m-NH, and 2-chloro-phenyl thioamide as R*C(S)NH,, MS(ES+) 416 (M+H)™.

Example 116

1-Furan-2-ylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
10 _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 R'C(S)NH,, MS(ES+) 434 (M+H)™.



R3-(CH2),,,-NH2 and pyrazi ne-2-carbot hi oam de as

RAC(S) NH2, MS(ES+) 400 (M+H)+. WD 2004/ 060888
wEOABRREO3/ 014721 -77 Exanple 91 5- PCT/EP2003/014721

[ 2- (2-Chl or o- phenyl ) -t hi azol -4-yl ]

-1-furan-2-yl met hyl - 2- met hyl - g4 pyrrol e-3- carboxylic

acid isobutyl-amde ci 5 The title conpound was

obt ai ned usi ng i so-butyl ampxgpks] IR R2NH

3-furyl met hyl ami ne as R3-(CHE;W1NH2 and

2-chl oro- phenyl thioam de as RAC(S) NH2, MS(ESt+) 454

( i’l)(Z-EthﬁiﬁmhﬁLl%Z)-&uazﬁlmaﬂl E-fmiamﬂ hiyhetlyl-2-methyl-1H-pyrrole-3-

2- (4+met ho) cy-phenyl ) -t cac{%i iamlde

-2-met hyl - 1H pyrr ol e- 8PP E4f F'¢“aci d

i sobutyl -am de The title conpound was obtai ned using

i so-butylam ne as RLR2NH, 3-furyl nmet hyl am ne as

R3- (CH2) m NH2 and 4-net ho henyl thi oam de as
RAC(S) NH2, MS(ES+) 450 : 2004/ 060888
PCT/ EP2003/ 014721 -78 Exanpje -

[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl] -1-f
i ran-2-yl net hyl - 2- net hyl - FQL&rrole-s- carboxylic acid
i sobutyl - am de

5 The title compound was obtained using allylamine as R'R®NH, 3-furylmethylamine as R>-
(CHa)m-NH; and 2-ethyl-4-pyridine carbothiamide as R*C(S)NHa, MS(ES+) 433 (M+H)™.

Example 118

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

The title compound was obtained using allylamine as R'R®*NH, 4-methoxybenzylamine as
R®-(CH,)m-NH, and 2-chloro-phenyl thioamide as R*C(S)NH,, MS(ES+) 478 (M+H)".



5 The title conpound was obtai ned using iso-butylam ne
as R R2ZNH, 3-furylnethylamne as R3-(CH2) m NH2 and
WQ 2@ loydssst- pyri di ne car bot hi am de as RAC( S) NH2PCIVBP1a83/)14721
449 (M+H) +. Exanple 94 10 1-(4- Met hoxy-benzyl) - 5-
[2- (4, - et hoxy-phenyl)-thiazolg@-yl ]
-2-met hyl - 1H pyrrol e-3- carboxylic acid isobutyl-am de
The title conpound was obt gkdigsle sd Ng i so- butyl am ne
as R RZNH, 4- net hoxybenzyl am ne as R3-(CH2) m NH2 and
4- met hoxyphenyl thioam de as RAC(S)NH2, 15 MS(ES+)
‘49-Q4,(I\1%th|)) -bM@yD B - 06 8R8& P GHe R ARi3 A U4 71P-R-meth§l-1H-pyrrole-3-
Exanpl e 9 ' .
1- (4- Met hoxy- benzyl) - Sc-aflﬁqx(h? af‘r%(t1 ﬁlg%rplp eenoxymat hyl )
-thiazol -4-yl] -2-nethyl-1 H pyrrol e-3-carboxylic
acid isobutyl-amde 5 The tjtle conpound was obtai ned
usi ng i so-butylam ne as ﬁ“f \H, 4 t hoxybenzyl am ne
as R3-(CH2)n,-NH2 and 7 ¢S
2- (4- met hoxyphenoxy) et hanet hj oari de as R4C(S) NH2,
M5( ES+) 520 (MtH) +. Exanpl e (0]
5-[2-(2-Ethyl -pyridin-4-yl)-fhiazol -4-yl]
- 1- (4- et hoxy- benzyl ) - 2- met hyl - | H pyrrol e- 3-

The title compound was obtained using allylamine as R'R?*NH, 4-methoxybenzylamine as
R’-(CH,)m-NH; and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ES+) 474 (M+H)™.

Example 120

1-(4-Methoxy-benzyl)-5-{2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid allylamide

/ﬁsvﬂ‘*

The title compound was obtained using allylamine as R'R*NH, 4-methoxybenzylamine as
R3-(CH;)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+)
504 (M+H)".

15



carboxylic acid isobutyl-amde The title conpound was

obt ai ned using iso-butylam ne as R R2ZNH, 4-.
woreaohosoggenzyl am ne as R3- (CH2) m NH2 and PCT/EP2003/014721

2-ethyl -4-pyridine carbothiam de as 15 RAC(S) NH2,

MS(ES+) 489 (MtH) +. WD 2004/ 06888 PCT/ EP2003/ 014721

-80 Exanple 97 4- [4-1sobutyl carbanoyl - |

- (4- met hoxy- benzyl ) - 5- met hgkampleHpyr r ol - 2- yI |

-thi azol e-2- carboxylic acid ethyl ester 5 The title

conpound was obt ai ned using iso-butylamne as R R2NH,

%[ 27E2- Bl pidiy ) ribiaad - R (160H42nethp-bangyl) - 2-methyl- 1H-pyrrole -3-
et hyl t hi ooxamat e as RACK @’ﬁw 456 (M+H) +. 10
Exanpl e 98 1-(4- Met hoxy-benz ﬁlﬁ@qﬁﬁnde -
[2-(6-methyl -pyridin-3-yl) -thiazol-4-yl] -1H-pyrro| e-
3-carboxylic acid isobutyl - am de The title conmpound
was ‘obt ai ned- usi ng i so- but’ADaqri ne@y R R2NH, 4 15
met hoxybenzyl am ne as - ( CHg and

6- met hyl - pyri di ne- 3- car bot hi gam de as RAC( S) NH2,
MS( ES+) 475 (M+H) +.

The title compound was obtained using allylamine as RIRZNH, 4-methoxybenzylamine as
R’-(CH,)n-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-
carboxylic acid ethyl ester

o0
:

The title compound was obtained using allylamine as R'R*NH, 4-methoxybenzylamine as
R’-(CH,)m-NH; and ethylthiooxamate as R°C(S)NH,, MS(ES+) 440 (M+H)™,

15



WD 2004/ 060888 PCT/ EP2003/ 014721 -81 Exanple 99
1- (4- Met hoxy-benzyl) - 2- net hyl - 5-
W@ 200p96@8$ N- 2-yl -t hi azol -4-yl)-1H pyrrol e- 3- capODERI0®014721
acid isobutyl-amde O\ \ 1~ ,) A /NNO 5 The
title conpound was obtai ned usgmg i so-butylam ne as
R R2NH, 4- net hoxybenzyl am ne as R3-(CH2) m NH2 and
pyrazi ne- 2- car bot hi oam de &algle(133NH2, MS(ES+) 462
(MrH) +. Exanpl e 100 10
5-[2-(4- Met hoxy- phenyl ) -t hi azol - 4-yl]-1-(3-nmethoxy-pro
- pi(3-Methetyhlydnzy it 2pyiethyl-6-[ 3-(6 aaethpbgyyiridin-deyl it thiazol-4-yl| - 1H-pyrrole-

i sobutyl -am de The titl ] Yﬁaﬁpﬂgt ai ned using
i so-butylam ne as Rl I\félr %tﬁ%@%lt hylam ne as

R3- (CH2) n, - NH2 and 4- nmet hoxyphenyl thi oam de as
RAC(S) NH2, MS(ES+) 442 (MtHy+. 15 WO 2004/ 060888

PCT/ EP2003/ 014721 . =
7\
] / y \\?./@/

Q

N

5 The title compound was obtained using allylamine as RIRZNH, 4-methoxybenzylamine as
R*-(CH,)m-NH; and 6-methyl-pyridine-3-carbothioamide as R*C(S)NH,, MS(ES+) 459
(M+H)™.

Example 124

10 1-(4-Methoxy-benzyl)-2-methy1—5-(2—pyraiin-2-yl-thiazol—4—yl)-1H-pyrrole-3-carboxylic
acid allylamide

The title compound was obtained using allylamine as R'R?NH, 4-methoxybenzylaniine as
R’-(CH,)m-NH, and pyrazine-2-carbothioamide as R*C(S)NH,, MS(ES+) 446 (M+H)™.

15



-82 Example 101 5- [2-(2-Chl oro-phenyl)-thiazol-4-yl]
-2-nmet hyl - | -thiophen-2-yl net hyl - 1H pyrrol e- 3-

w@ 200bo%0g88 ¢ acid i sobutyl-am de 5 The title coP@DEPZN3/014721
was obt ai ned using iso-butylam ne as R R2NH, 3-
(am nonet hyl )t hi ophene as R3-{@H) m NH2 and
2-chl or o- phenyl thioam de as R4C(S)NH2, MS(ES+) 470
(MtH) +. Exanple 102 10 Example 125 . ‘
5-[2- (4- Met hoxy- phenyl) -t hi azol -4-yl]-2-nethyl-1-thiop
hen-2-yl met hyl - 1H-pyrrol e-3- carboxylic acid
3 Mwﬁwethnxﬂehafw@-thlqule%ﬂﬁ%}mﬁﬂaylvba@n@&tear%wqgls}ﬂﬂéi pyrrole-3-
i so-butylam ne as R R2Mio:31ic aci 3IH1AMRE hyl ) t hi ophene
as R3-(CH2) m NH2 and 4- net oxyphenyl t hi oami de as 15
RAC(S) NH2, MS(ES+) 466 (M+-H)+. WO 2004/ 060888
PCT/ EP2003/ 014721 -83 Exanple 103 5-
[ 2- (4- Met hoxy- phenoxymet h -thiazgl -4-yl ]
-2-met hyl -1 -t hi ophen-2-y A
pyrrol e-3-carboxylic acid ispbtyl-amde 5 The title
conpound was obt ai ned usi ngsso-butylam ne as R R2NH,
3_ —

5 The title compound was obtained using allylamine as RIRZNH, 3-(aminomethyl)thiophene
as R*-(CH;)m-NH, and 4-methoxyphenyl thioamide as RC(S)NH,, MS(ES+) 450
(M+H)".

Example 126

10 1-[2-(3,4-Dimethoxy-phenyl)-ethyl]-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl) “1H-
pyrrole-3-carboxylic acid allylamide

The title compound was obtained using allylamine as R'R*NH, homoveratrylamine as R’-
(CH;)m-NH; and pyrazine-2-carbothioamide as RYC(S)NH,, MS(ES+) 490 (M+H)™.

15



(am nonet hyl ) t hi ophene as R3-(CH2) m NH2 and

2- (4- nmet hoxyphenoxy) et hanet hi oam de as RA4C(S) NH2,
WO/B(ESH)888196 ( MHH) +. Exanpl e 104 10 PCT/EP2003/014721

5-[2-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl]-2-nethyl-I-t

hi ophen-2-yl nmet hyl -1 H pyrrol e-85-carboxylic acid

i sobutyl -am de The title conpound was obtai ned using

i so-butyl am ne as R R2NH, . Example(iafi nonet hyl ) t hi ophene

as R3-(CH2) m NH2 and 2-ethyl -4-pyridi ne carbot hi am de

as 15 RAC(S)NH2, MS(ES+) 465 (MrH)+. WD 2004/ 060888

- PCTB EPRBG3/ (0 matRdxy-plsmybxhingdled-y1) 52-methyl-1H-pyrrole-3-carboxylic acid

1- Butyl - 5- [ 2- (4- met hox YRR eth L -4-yl]-2-nethyl
-1 H pyrrol e-3-car boxyl i Z ac% %H;ly a%!ede I 55 The
title conpound was obtai ned using allylamne as

R1R2NH, butyl am ne as R3-(CH2),,- NH2 and

4- et hoxyphenyl t hi oam de RAC(S) NH2, MS(ES+) 410
(M+H) +. Exanpl e 106 1-Butyl - N ™~
2- (4- met hoxy- phenoxynet hyl)) - tthiYazol - 4-yl ] -2-net hyl -

| H pyrrol e-3- 10 carboxylic éci d allylam de

5 The title compound was obtained using aminomethylcyclohexane as R'R’NH, butylamine
as R’-(CH,)m-NH; and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ES+) 466
(M+H)™.

Example 128

10 1-Butyl-5-{2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

d %&rﬁ )

The title compound was obtained using aminomethylcyclohexane as R'R*NH, butylamine
as R>-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+)
15 496 (M+H)".



The title conpound was obtai ned using allylamne as

R R2NH, butyl am ne as R3-(CH2)m NH2 and
wQ@2qod4nemshoxyphenoxy) et hanet hi oam de as R4AC( S) NEREP2003/014721

M5( ES+) 440 (M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721

-85 Exanple 107 : -96 -

1-1sobutyl -5-[2-(4-nmet hoxy-phenyl)--thiazol -4-yl]-2-net

hyl - 1H pyrrol e- 3-car boxyl i Exaapkd 128l I ylamde \ 5. 5

The title conpound was obtai ned using allylamne as

R R2NH, |sobutyl am ne as R3- & m NH2 and

‘4l-HBtY|1T§X)2p(ﬁeﬁﬁ]9'Yl nywidiadt e thigzoR4 6 NhﬂhylP\Br(Eﬁrpleéﬁ-@arboxyhc acid

(MtH) +. Exanpl e 108 5- C;,Clgllerziﬁ% M phenoxynet hyl)

-thiazol -4-yl] -1- ox- enyl) -ethyl] -2-

10 et hyl - 1H pyrrol e 3-carboxylic aC| d allylam de The

title conpound was obtained using allylamne as

R1LR2NH, 2- (4- et hoxyphenyly)={ et hyl am ne as R3-(CH2) m

NH2 and 2- (4-met hoxyphenoxy)é oam de as

RAC(S) NH2i MS(ES+) 518 (

H) £. WD 2004/ 060888
PCT/ EP2003/ 014721 -86

5 The title compound was obtained using aminomethylcyclohexane as R'R®NH, butylamine
as R’-(CH,)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-yl]-1 —isbbutyl-z-methyl- 1H-pyrrole-3-carboxylic acid
cyclohexylmethyl-amide

C&Eﬁﬂ?

The title compound was obtained using aminomethylcyclohexane as R'R*NH,
isobutylamine as Ra-(CHz)m-NHz and 2-chloro-phenyl thicamide as R*C(S)NH,,
15 MS(ES+) 470 (M+H)™.



Exanpl e 109 5- [2-(2-Chl oro-phenyl)=thiazol-4-yl] -

| - cycl ohexyl net hyl - 2-met hyl 1H pyrrol e-3- carboxylic
wa@eood/oalsBs/| ami de a 5 The title conpound was obPEi/RRIN03/014721

using allylam ne as R R2ZNH, am nonet hyl cycl ohexane as

R3- (CH2) m NH2 and 2-chi or o- phepyl thi oam de as

RAC(S) NH2, MS(ES+) 454 (M+H)+. Exanple 110

1- Cycl ohexyl net hyl - 5- Example 131

[ 2- (4- et hoxy- phenyl ) -t hi azol - 4-yl ]

-2-methyl -1 H pyrrol e-3- 10 carboxylic acid allylam de

“Thisobutyl-2-[2-dApethdxyrplenybt thiageld4 ér?’rgledh}ﬂﬂﬂ'hwneled’scarboxyhc acid
. RLR2ZNH, am nonet hyl cycl HSHé&ﬁnet -B3ideCH2) m NH2 and

4- met hoxyphenyl thi,oam e as'R4 é) NH2, MS(ES+) 450

(MrH)t. 15 WD 2004/ 060888 PCT/ EP2003/ 014721 -87

Exanpl e 111 1-Cycl ohexyl net hyl -

[ 2- (4- met hoxy- phenoxymet hyI ) th| azoI 4-ylI'] -2-methyl -

1H pyrrol e-3-carboxylic 1de 5 The title

conmpound was obt ai ned usj yart ne as R R2ZNH,

am nonet hyl cycl ohexane

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
isobutylamine as R*-(CH,)m-NH, and 4-methoxyphenyl thioamide as RC(S)NH,,
MS(ES+) 466 (M+H)™.

Example 132

10 1-Isobutyl-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl] -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-(4-methoxyphenoxy)ethanethioamide as
15 R*C(S)NH,, MS(ES+) 496 (M+H)*.



as R3-(CH2) m NH2 and

2- (4- nmet hoxyphenoxy) et hanet hi oam de as R4C(S) NH2,
WO/B{0ES)88S 480 (M+H) +. Exanple 112 10 PCT/EP2003/014721

1- Cycl ohexyl met hyl -5-[ 2- (2-et hyl - pyri di n-4-yl)-thiazol

-4-yl]-2-nmethyl -1H pyrrol e-3-_.g@acboxylic acid

al |yl am de The title conpound was obtai ned usi ng

al lylam ne as R R2NH, am n@xeibleliegcl ohexane as .

R3- (CH2) m NH2 and 2-et hyl - 4-pyri di ne carbot hi ani de as

RAC(S) NH2, MS(ES+) 449 15 (MrH)+. WO 2004/ 060888

PCT l-ERQJ@@)ﬂ}ZBMﬂM -5-(288yr&iapflehikid-4-yl)-1H-pyrrole-3-carboxylic acid

1- Cycl ohexyl net hyl - n-2-yl -thiazol -

4-yl)-1H pyrrol e- 3- caFPcz *lxgrn(‘acﬁdﬁ{reﬁa}eyl amde r-N5

The title compound was obtained using allylamne as

RLR2NH, ami nonet hyl cycl ohexane as R3-(CH2) m NH2 and

pyrazi ne- 2- car bot hi oam-de as/RAC(S) NH2, MS(ES+) 422

(MrH) +.  Exanple 114 5- N\ . j

[ 2- (4- Met hoxy- phenyl ) -t hiay = Tfﬂ(r

-2-met hyl - 1- (tetrahydr o- an{2-yfmethyl) -1 H

5 The title compound was obtained using aminomethylcyclohexane as R'R®NH,
isobutylamine as R*-(CH3)m-NH; and pyrazine-2-carbothioamide as R*C(S)NH,,
MS(ES+) 438 (M+H)".

Example 134

10 1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

e

The title compound was obtained using aminomethylcyclohexane as R'R*NH,
aminomethylcyclohexane as R>-(CH;)-NH, and 4-methoxyphenyl thioamide as
15 R'C(S)NH,, MS(ES+) 506 (M+H)".



0 pyrrol e-3-carboxylic acid allylam de The title
conpound was obtained using allylamne as R R2NH,
wo edonaboges of ur f uryl am ne as R3- (CH2) m NH2 andPCT/EP2003/014721
4- met hoxyphenyl thi oanm de as RAC(S) NH2, MS(ES+) 438
(MrH) +. WO 2004/ 060888 PCT/ EP2093/ 014721 -89 Exanpl e
115 5- [2-(2-Chl oro-phenyl) =t hi azol -4-yl]
- 1- (2- met hoxy- et hyl ) - 2- net Bxhmbld-138r r ol e- 3- car boxylic
acid allylamde 7\ $ C 5 The title conpound was
obt ained using allylam ne as R R2ZNH, net hoxyet hyl-am ne
asl-Rcloh@ipethl-e [ Eftethyk by idio- o rijiazel-phi? vethys 1H-pyrrole-3-
RAC('S) NH2, MS(ES+
AN l)cal%%ﬁylic'\éti@c’wohéw%ﬁ -dhfe
[ 2- (4- et hoxy- phenyl) t hi azol - 4-yl] :
- 2-nethyl - 1H-pyrrol e-3- 10 carboxylic acid allylam de
The title conpound was obt @ g allylam ne as
R R2NH, 3-furyl net hyl am )m NH2 and
4- met hoxyphenyl thi oam de_as , MS(ES+) 434
(M+tH) +. WD 2004/ 060888 PCT/ 003/ 014721 -90 Exanpl e
117

5 The title compound was obtained using aminomethylcyclohexane as R'R’NH,
aminomethylcyclohexane as R’-(CH;)n-NH; and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 505 (M+H)".

Example 136

10 1-Cyclohexylmethyl-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
acid cyclohexylmethyl-amide

ot

The title compound was obtained using aminomethylcyclohexane as R'R*NH,
aminomethylcyclohexane as R>-(CHz),-NH; and pyrazine-2-carbothioamide as
15 R*C(S)NH,, MS(ES+) 478 (M+H)".



5- [2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]
-1-furan-2-yl net hyl - 2-net hyl -1 H pyrrol e- 3- carboxylic

wa@eood/oalsBs/| ami de 5 The title conpound was obt aP@E®EP2003/014721

10

15

using allylam ne as RIR2NH, 3-furyl nmet hyl am ne as R3-
(CH2) m NH2 and 2-et hyl - 4- pyri.dppe carbot hi am de as
RAC(S) NH2, MS(ES+) 433 (MtH)+. Exanple 118 5-

[ 2- (2- Chl or o- phenyl ) - t hi azBkarApl¥hi}7 -

-1- (4- net hoxy- benzyl )-2-nmethyl -1 H pyrrol e-3- 10
carboxylic acid allylam de C The title conpound was

oly- - (B Chligbphenyl) yhiarul deylh2 -RARIINH tetrahydro-furan-2-ylmethyl)-1H-

4-i net hoxyben I

2- chl or o- phenij?g'I gg?n éylgégac&%@ﬁ% @%FE& 478

( MrH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -91 Exanpl e
119 1-(4-Metho)cy- benzyl) - 5-

[ 2- (‘4- met hoxy- phenyl ) -t hia -4 y 2 net hyl -
| H pyrrol e-3- carboxylic &aci de JQN ol ~5
The title conmpound was |n |n al lyl am ne as

R R2NH, 4- et hoxybenzyl a s R3- (CH2 m NH2 and
4- met hoxyphenyl thi oam de as C(S) NH2, MS(ES+) 474

(M-H) +.

The title compound was obtained using aminomethylcyclohexane as R'R’NH,
tetrahydrofurfurylamine as R*-(CHj)-NH; and 2-chloro-phenyl thioamide as
R*C(S)NH,, MS(ES+) 498 (M+H)".

Example 138

5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-2-methyl-1-(tetrahydro-furan-2-ylmethyl)-1H-
pyrrole-3-carboxylic acid cyclohexylmethyl-amide

S

The title compound was obtained using aminomethylcyclohexane as R'R’NH,
tetrahydrofurfurylamine as R>-(CH,)m-NH; and 4-methoxyphenyl thioamide as
RAC(S)NH,, MS(ES+) 494 (M+H)".



Exanpl e 120 1-(4- Met hoxy-benzyl)-5- [
2- (4- nmet hoxy- phenoxynet hyl ) -thiazol -4-yl]

WO 2e0am60398 - | H 10 pyrrol e-3-carboxylic acid al pgi/aptod®014721
The title conpound was obtai ned using allylamne as
RLR2NH, 4- net hoxybenzyl am ne agy] R3- (CH2) m NH2 and
2- (4- nmet hoxyphenoxy) et hanet hi oam de as R4C(S) NH2,
MS(ES+) 504 (M+H)+. 15 WO EQHpIIB0888
PCT/ EP2003/ 014721 -92 Exanple 121 5-
[2-(2-Ethyl -pyridin-4-yl)-thiazol -4-yl]
- 1- G4E Zn(ﬁtMﬁﬂwcquhzlyd))ﬁyflﬁeth)é) bhyihzoll -y} 2 yroéthyl3t- (tetrahydro furan-2-
carboxyll e h S
obt ai ned QR FPARIL S alSoio R AR i 4
4- met hoxybenzyl am ne as R3 (CH2) m NH2 and
2-ethyl -4-pyridi ne carbothiam de as R4AC(S) NH2, NMS(ES+)
473 - (MrH) +. Exanple 122 10,
4-[4- A1yl carbanmoyl -1 - (4-
yrrol -2-yl]-thiazol e-2- r

- bEPzyl ) - 5-met hyl -1 H-p
i€ acid ethyl ester

5 The title compound was obtained using aminomethylcyclohexane as R'R®NH,
tetrahydrofurfurylamine as R>-(CHj)n-NH; and 2-(4-methoxyphenoxy)ethanethioamide
as R°C(S)NH,, MS(ES+) 524 (M+H)".

Example 140

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

§ I\ \Erﬁ:&\

The title compound was obtained using aminomethylcyclohexane as R‘leNI-.I,
tetrahydrofurfurylamine as R>-(CHj)m-NH; and 2-ethyl-4-pyridine carbothiamide as
15 R*C(S)NH,, MS(ES+) 493 (M+H)™.



5

10

0l, The title conpound was obtained using allylam ne

as RLR2NH, 4-net hoxybenzylam ne as R3-(CH2)m NH2 and
webtdwlosdssooxamat e as RAC(S) NH2, MS(ES+) 440 ( Me¢d/EP2005014721

WD 2004/ 060888 PCT/ EP2003/ 014721 -93 Exanple 123

1- (4- Met hoxy- benzyl) - 2- met hyl -2 -

[2-(6-nmethyl -pyridin-3-yl) -thiazol-4-yl] -1

H- pyrrol e- 3-carboxylic aciBambpleyl4dni de 5 The title

conmpound was obtai ned using allylam ne as Rl R2NH,

4- met hoxybenzyl am ne as R3-(CH2) m NH2 and

6- ﬁfe[ttlh(ﬁydphpxydimn@lytacarbamoxleSemmhwle1é@tﬁhm@ﬁum -2-ylmethyl)-1H-

MB( ES+) 459 fo. e 4 d ethyl est
1- (4- Met hoxy- b R mthﬁ zlga? él;rangIer’%y = Frthi azo
| -4-yl)- 1H-pyrro|e30arboxyllc acid aIIyIamde/ \

NI \\ N 5 O
S/\

The title compound was obtained using aminomethylcyclohexane as R'R*NH,
tetrahydrofurfurylamine as R’-(CH2)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)-
1H-pyrrole-3-carboxylic acid cyclohexylmethyl-amide

S

The title compound was obtained using aminomethylcyclohexane as R'R’NH,
tetrahydrofurfurylamine as R*-(CH,)-NH; and 6-methyl-pyridine-3-carbothioamide as
R*C(S)NH,. xx479

15



The title conpound was obtai ned using allylamne as

R R2NH, 4- et hoxybenzylarriine as R3-(CH2),,,-NH2 and
W@R00an60368 2- car bot hi oanmi de as RAC(S) NH2, MS( ESRQT/#EB03/014721

(MrH) +. 15 WD 2004/ 060888 PCT/ EP2003/ 014721 -94

Exanpl e 125 5- [2-(4-Met hbxy-piognyl)-thiazol -4-yl]

-2-met hyl - | -thiophen-2-yl net hyl -1-H pyrrol e- 3-

carboxylic acid allyl am de Ezarhple 148t | € conpound was

obt ai ned using allylam ne as R R2NH,

3- (am nonet hyl ) t hi ophene as R3-(CH2) m NH2 and

 2-Mettybdy(@hpmydin 2hylahisr ded-55- IRASTS) - futB( E@m)etuid LH-pyrrole-3-

(MtH)t. Exanple 1 —ami

[2- (3. 4- Di et hoxy%%ﬁé%)}& “acid ﬁXC]] ]1exylmethyl amide

- 2- et hyl - 5- (2- pyr azi n- 2- yI -th| azol -4-yl) -1H

pyrrol e-3-carboxylic acid allylam de The title

conmpound was obtai ned usi ng—@al |yl am pe as R R2NH,

honmover atryl ami ne as R3- [ and

pyr azi ne- 2- car bot hi oam ) , MS(ES+) 490

(MtrH) +. 15 WD 2004/ 060888 PCTAEP2003/ 014721 -95

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
tetrahydrofurfurylamine as R’-(CH,),-NH, and pyrazine-2-carbothioamide as
R*C(S)NH,, MS(ES+) 466 (M+H)*.

Example 144

10 5-[2-(2-Chloro-phenyl)-thiazol-4-yl]-1-(2-methoxy-ethyl)-2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methoxyethylamine as R3—(.CH2)m-NH2 and 2-chloro-phenyl thioamide as RC(S)NH,,
15 MS(ES+) 472 (M+H)",



Exam | U e 127
1- Butyl -5-[ 2- (4- net hoxy- phenyl)-thiazol -4-yl]-2-nethyl

WO bdd40yu88®| e- 3- car boxyli ¢ acid cycl ohexyl net hptFaptod®014721

10

15

Nel95 The title conpound was obtai ned using

am nonet hyl cycl ohexane as R R3hy. butyl am ne as

R3- (CH2) m NH2 and 4- net hoxyphenyl thi oam de as

RAC(S) NH2, MS(ES+) 466 ( Mekdmiplefxgnpl e 128 10

1- Butyl -5- [2-(4-nmet hoxy-phenoxynethyl)-thiazol -4-yl]
-2-nmethyl- | Hpyrrole-3- carboxylic acid

" CﬂCtpMéﬁBéthwl)-Sqm(danaﬂhexﬁ phéxﬁ/l);dﬁmuncyl]\m-snﬂhylal}i{}wrrole -3-

usi ng an1nonethy|c Ian1ne as
R3- (CH2) m NH2 and %% ﬁﬁ. %ﬁ6¥88%%ﬁ§%5$®' anethloanlde
as RAC(S)NH2, MS(ES+) 15 496 (MtH)+. WD 2004/ 060888
PCT/ EP2003/ 014721 -96 Exanple 129 1=Butyl -
[2-(2-ethyl-pyridin-4-yl)-t |azoI 4- yI]

-2-nmet hyl - 1H pyrrol e- 3- carb \I

cycl ohexyl net hyl - am de

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+) 468 (M+H)".

Example 146

1-(2-Methoxy-ethyl)-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid cyclohexylmethyl-amide

R

¢\

The title compound was obtained using aminomethylcyclohexane as R'R®NH,
methoxyethylamine as R®-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as
R'C(S)NH,, MS(ES+) 498 (M+H)".



5 The title conmpound was obtai ned using

am nonet hyl cycl ohexane as R R2NH, butyl am ne as
WORB04a5@YS , . , - NH2 and 2- et hyl - 4- pyri di ne car bopdii/aptod®014721

as RAC(S)NH2, MS(ES+) 465 (M+H)+. Exanple 130 10

5-[2-(2-Ch|oro-phenyl)-thjazqhggzyl]-l-isobutyl-2-nEth

yl - 1H pyrrol e- 3-carboxylic aci :

cycl ohexyl net hyl -ami de C, gfh@plisbe conpound was

obt ai ned usi ng aninonethylcycl%ﬁexane as R1IR2NH

I sobutyl am ne as R3-(CH2) m NH2 and 2-chl or o- phenyl

‘t BL[gaml Etaylasyr U SNt azol-45y] MB((BShigthé48 ethvlh E)-mmet WD 1H-pyrrole-3-

200[47('(%08 gisyPCT/ ES)ZNOS/OM.?YZW(- 97l Dé}r%lrz)l 2’121131 BPTH pyr

1- 1 sobut yI - 5- [ 2- (FIREPRGAAHEIRY Y IPHMGHR "y | - 2- et

hyl - 1H pyrrol e- 3-car boxylic acid .

cycl ohexyl nethyl -am de 5 The title conpound was

obt ai ned usi ng am nonet hyl cycl ohexane as R R2NH

i sobutyl am ne as R3-(CH2) an - met hoxyphenyl
t hi oam de as R4C(S) NH2, ( BST).7466 | MtH) +. Exanpl e
132 ‘

l\

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methoxyethylamine as R>-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 467 (M+H)".

Example 148

10 4-[4-(Cyclohexylmethyl-carbamoyl)-1-(2-methoxy-ethyl)-5-methyl-1H-pyrrol-2-yl] -
thiazole-2-carboxylic acid ethyl ester

J ﬁ?ﬁf

The title compound was obtained using aminomethylcyclohexane as R'R®NH,
methoxyethylamine as R3—(CH2)m-NH2 and ethylthiooxamate as R4C(S)NH2., MS(ES+)
15 434 (M+H)".



10 1-1Isobutyl -
[ 2- (4- met hoxy- phenoxynet hyl ) -t hi azol - 4-yl ]

WO 200am60398 - 1H- pyrrol e-3- carboxylic acid PCT/EP2003/014721

10

15

cycl ohexyl net hyl -am de \Nr\ The title conpound was
obt ai ned usi ng am nonet hyl cycl;ggexane as RIRZNH

i sobutyl am ne as R3- (CH2) m NH2 and

2- (4- met hoxyphenoxy) et hanethipaiRiide as 15 RAC(S) NH2,
MS(ES+) 496 (M+H)+. WD 200 PCT/ EP2003/ 014721
-98 Exanpl e 133

I (Zsmtﬁdﬂg eZh}fUiQhMéthﬁ 3-22- an@elh}fl -p&nylimﬁ-l'yil)aﬁ@dzolﬂrﬂyﬂ ) 1Hpyrrole-3-

NL The L1116 conbBaR hac star A dhflrgide oM 6€ T

am nomet hyl cycl ohexane as R R2NH, |sobutylan1ne as
R3- (CH2) m NH2 and pyrazine-2-carbothioan1de as
RAC('S) NH2, MS(ES+) 438 ( Exanpl e 134 10

1- Cycl ohexyl nmet hyl - 5- I L)

[ 2- (4- et hoxy- phenyl ) -t olf-
-2-nmet hyl - 1H pyrrol e-3- carboxylic acid
cycl ohexyl net hyl -ami de The ti\tl e conpound was obt ai ned
usi ng am nonet hyl cycl ohexane as R R2NH

The title compound was obtained using aminomethylcyclohexane as R'R’NH,
methoxyethylamine as R’-(CH)m-NH; and 6-methyl-pyridine-3-carbothioamide as
“C(S)NH,, MS(ES+) 453 (M+H)".

Example 150

1-(2-Methoxy-ethyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)- 1IH-pyrrole-3-carboxylic
acid cyclohexylmethyl-amide

The title compound was obtained using aminomethylcyclohexane as R'R®NH,
methoxyethylamine as R*-(CHy)-NH; and pyrazine-2-carbothioamide as R'C(S)NH,,
MS(ES+) 440 (M+H)™.



am nonet hyl cycl ohexane as R3-(CH2) m NH2 and

4- met hoxyphenyl thioam de as 15 RAC(S) NH2, MS(ES+)
wGo@4/(00M88 +. WO 2004/ 060888 PCT/ EP2003/ 014721 PePRP2003/014721

Exanpl e 135 1- Cycl ohexyl net hyl -5-[ 2.

(2-ethyl-pyridin-4-yl)-thiazaljp4=yl]-2-methyl-1H pyrro

| e-3- carboxylic acid cycl ohexyl net hyl -am de 5 The

title conpound was obtainegxgﬁ%mg51

am nonet hyl cycl ohexane as RI R2ZNH
am nonet hyl cycl ohexane as R3-(CH2) m NH2 and

2- B4(RyTyclbobpyli eliyhethyBr H{a-td-athyB pyridin-RAKTERbHR-y1]-2-methyl-1H-
NE(ES+) 505 : .
1- éym zahexyl %ﬁ%ﬂt’:ﬁ%@t%ﬁ? %tg‘?i’%i%%l;‘?’r‘yérzﬁe%h)’kf“ﬁ‘qet hi azol

-4-yl)-1H pyrrol e-3-carboxylic acid .
cycl ohexyl nethyl-amde N / \ N N The title conpound

was obt ai ned- usi ng am nonefHyl cycl phexane as RLR2NH
am nonet hyl cycl ohexane a A H2 and
pyr azi ne- 2- car bot hi oani ai§>1 {RAC(S) NH2, MB( ES+)

478 (MH) +. '

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH, 2-(1-
cyclohexenyl)ethylamine as R>-(CH);n-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 517 (M+H)".

Example 152

10 1-Furan-2-ylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

Fpo

The title compound was obtained using aminomethylcyclohexane as R'R®NH, 3-
furylmethylamine as R3—(CH2)m-NH2 and 4-methoxyphenyl thioamide as R*C(S)NH,,
15 MS(ES+) 490 (M+H)".



WD 2004/ 060888 PCT/ EP2003/ 014721 -100 Exanple 137 5-
[ 2- (2- Chl or o- phenyl ) -t hi azol - 4-yl ]
WO 200160398 - | - (t et r ahydr o-f ur an- 2-yl net hyl ) - 1H PCT/EP2003/014721
pyrrol e-3-carboxylic acid cycl ohexyl nethyl-amde C 5
The title conpound was obt ai neggusi ng
am nonet hyl cycl ohexane as RLIR2NH, -
t et rahydr of urfuryl am ne asEBﬁng@ng m-NH2 and
2- chl or o- phenyl thioam de as AC(S) NH2, MS(ES+) 498
(MrH) +. Exanple 138 10
5-5-22( mmol)henp])&hlylkc)l -4-ili] dz Q- rn@thobc}'—bznmh)t ynhethyl¢ tétpyrrole-3-
ahydro- f uran- 2-yl C xylic acid
cycl ohexyl net hyl - gﬁbgj\éhzfﬁéﬁcy%fl&%lﬁ%gﬁl %E@/gs obt ai ned
usi ng am nonet hyl cycl ohexane as R R2NH,-
tetrahydrofurfuryl am ne as BB-(CH2) m NH2 and
4- met hoxyphenyl t hi oami d(géés )|

494 (M+H) +. WD 2004/ 0608

Exanpl e 139 5-[2-(4-Me

t hoxy- phenbxynet hyl ) -t hi azol @ yl]-2-methyl - |
-(tetrahydro-furan-2-

5 The title compound was obtained using aminomethylcyclohexane as R'R®NH, 4-
methoxybenzylamine as R’-(CHz)m-NH; and 2-chloro-phenyl thioamide as R*C(S)NH,,
MS(ES+) 534 (M+H)".

Example 154

10 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)»-NH, and 4-methoxyphenyl thioamide as R*C(S)NH,,
15 MS(ES+) 530 (M+H)". ‘



yl met hyl ) - 1H pyrrol e- 3-car boxylic acid
cycl ohexyl nethyl -am de 5 The title conpound was

w@bdoaiosnsss usi ng am nomet hyl cycl ohexane as R1LR2MNEH/EP2003/014721

10

15

tetrahydrofurfuryl amne as R3-(CH2) m NH2 and

2- (4- met hoxyphenoxy) et hanet hi.oggi.de as R4C(S) NH2,

MS( ES+) 524 (M+H) +. Exanple. 140 10

5-[ 2- (2- Et hyl - pyri di n- 4-yl Exirh% Ra6k- 4-yl]-2-methyl -1 -(
tetrahydro-furan-2-ylnmethyl)-1 pyrrol e- 3-carboxylic
acid cycl ohexyl net hyl -am de The title conpound was

“ @3{2(1’1@611}711)?3 @mamyn'ahmzhlyztw el-oheediey deniy I R2NHethyl- 1H-pyrrole-3-

2 et hyl -4 pyr i i nECURPRS O e AR NS

MS(ES+) 493" (MrH) +. WO 2004/ 060888 PCT/ EP2003/ 014721

-102 Exanple 141 4- [4-

(Cycl ohexyl net hyl - car banmoyl)y5- netfyl - |

- (t et rahydro-furan-2-yl > hﬂ\\ ‘

pyrrol -2-yl ] -thi azol e- 2- r,\%yl ic acid ethyl ester H

n q\ 5 The title conpound obt ai ned using
am nonet hyl cycl ohexane as RLRZ2NH,

“tetrahydrofurfuryl anine as R3>(CH2) m NH2 and

et hyl t hi ooxamat e, MS(ES+) 460 (MrH)+. Exanple 142

The title compound was obtained using aminomethylcyclohexane as R'R®NH, 4-
methoxybenzylamine as R>-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 529 (M+H)",

Example 156

5-[2-(2-Chloro-phenyl)-thiazol-4-yl]-1-(3-methoxy-propyl)-2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

The title compound was obtained using aminomethylcyclohexane as R'R®NH,
methoxyethylamine as R’-(CH,)m-NH, and 2-chloro-phenyl thioamide as R*C(S)NH,,
MS(ES+) 486 (M+H)".



2- Met hyl -5- [2-(6-nethyl-pyridin-3-yl)-thiazol-4-yl]
-1-(tetrahydro-furan-2-ylnethyl)- 10
wda kbopeases e- 3- car boxyl i c acid cycl ohexyl net hyl PEIYER®03/014721
The title conmpound was obtai ned using
am nonet hyl cycl ohexane as R R2Ng,-
tetrahydrofurfurylam ne as R3-(CH2) m NH2 and
6- met hyl - pyri di ne- 3- car bot [Exeapledg7as RAC(S) NH2.
xx479 15 WD 2004/ 060888 PCT/ EP2003/ 014721 -103
Exanpl e 143

- 2 5Nt ([HyMeBogp-phymd-tliazdl -yl -hi (Azokthdxybyopil)( 2-etatlatyidt-pyrrole-3-
-furan-2-yl methyl ).: r - i er.acid
cycl ohexyl net hyl -)g%%glséﬁ%gaﬁ@p&c%hfwgﬁyﬂﬁgﬁg The title

conmpound was obtai ned usi ng am nonet hyl cycl ohexane as
RI R2NH, tetrahydrofurfurylamne as R3-(CH2) m NH2 and

pyr azi ne- 2- car bot hi oam de R4 NH2, MS(ES+) 466
(M-H) +. Exanpl e 144 /%\ o A
\

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-methoxy-propyl)-2-methyl-1H-
pyrrole-3-carboxylic acid cyclohexylmethyl-amide

S

The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methoxyethylamine as R*-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as
15 R*C(S)NHg, MS(ES+) 512 (M+H)".



10 5-[ 2-
(2- Chl oro- phenyl ) -thiazol -4-yl]-1-(2-nmet hoxy-ethyl)
WO 200am60398 - 1H- 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- &4kl R1IR2NH,

nmet hoxyet hyl am ne as R3-(CH2) m NH2 and 2- chl or o- phenyl

thi oam de as RAC(S)NH2, 1BxabglERd) 472 (MH) +. WO

2004/ 060888 PCT/ EP2003/ 014721 -104 Exanple 145

1- (2- Met hoxy-et hyl) -5- ‘

. P.Z{&((&thylhm%idj%%ﬂ%,[(})iaqqlfﬁa}gbg-_(g:rwt}loxy-propyl)-2-methyl—lH-pyrrole-S-
- 2-met hyl - | H pyr r @kisoxgtic 684 betoHekfnehyl-amide

cycl ohexyl net hyl - an?cg(z Ms gﬂThek{ai t e}d_conpound was

obt ai ned usi ng am nonet hyl cycl ohexane as RLR2NH,

nmet hoxyet hyl am ne as R3-( )m NH2 and 4- nmet hoxyphenyl

t hi oam de as R4C(S) NH2, S0 EST) (MtH) +. Exanpl e

146 10 1- (2 --Methoxy- (s ,
[ 2- (4- met hoxy- phenoxynet\hyl ) zt hirazol - 4-yl] -2-methyl -
1 H pyrrol e-3-carboxylic acpd cycl ohexyl net hyl -am de
y ~ o0 The title conpound was™obt ai ned usi ng

~am nonet hyl cycl ohexane as R R2NH,

5 The title compound was obtained using aminomethylcyclohexane as R'R’NH,
methoxyethylamine as R3-(CH2)m~NH2 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

J ﬁfﬁh

\

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)". '



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,
wWOBES6888198 (MHH) +. WD 2004/ 060888 PCT/ EP2003POLAFDD3/014721

-105 Exanpl e 147 5-

[2-(2-Ethyl -pyridin-4-yl)-thiazal-4-yl]

-1-(2-nmet hoxy-ethyl) -2-nethyl-I|H pyrrole-3-

carboxylic acid cycl ohexyl irtinple-1&ii de 5 The title

conmpound was obtai ned usi ng am nonet hyl cycl ohexane as

RLR2NH,  net hoxyet hyl am ne as R3-(CH2) m NH2 and

- A- G- Methokyeyropy enctaylb@{(znpamzuez-a& -thiRebG{4S)INGPE-pyrrole-3-carboxylic

M5( ES+) 467 (MrH)t
4- §4 ()q/cl ohéxyll_bnet hyl - carg)ang@ﬁ&fl gumst hoxy-et hyl ) -

5-met hyl -1 H pyrrol -2-yl]- thiazol e-2-carboxylic acid
ethyl ester / \ 5 The title gonpound was obt ai ned
usi ng am nonet hyl cycl ohexajie\as R H,

nmet hoxyet hyl am ne as R3- 29 4
et hyl t hi ooxamate as RAC( (ESt+) 15 434 (WH) +.
WO 2004/ 060888 PCT/ EP2003/014Y¥21 -106

0,

\

5 The title compound was obtained using aminomethylcyclohexane as R'R*NH,
methoxyethylamine as R3—(CH2)m—NH2 and pyrazine-2-carbothioamide as R4C(S)NH2,Q
MS(ES+) 454 (M+H)™.

Example 162

10 5-[2-(4-Methoxy-phenyl)-thiazol-4-yl] -Z-ﬁethyl-l—thiophen—Z—ylmethyl- 1H-pyrrole-3-
carboxylic acid cyclohexylmethyl-amide

e

The title compound was obtained using aminomethylcyclohexane as R'R’NH, 3- o
(aminomethyl)thiophene as R®-(CH,)m-NH, and 4-methoxyphenyl thioamide as
15 R*C(S)NHg, MS(ES+) 506 (M+H)™.



Exanpl e 149 1-(2- Met hoxy-ethyl)-2-nethyl -

[ 2- (6-net hyl -pyridin-3-yl)-thiazol -4-yl]
WO 440508801 e- 3- carboxylic acid cycl ohexyl net hptFaptod®014721

He . gl s 5 The title conpound was obtai ned using

am nonet hyl cycl ohexane as- RIR2NH,- net hoxyet hyl am ne

as R3-(CH2) m NH2 and :

6- met hyl - pyri di ne- 3- car bot lHxampigiszas RAC( S) NH2i

MS( ES+) 453 (M+H) +. Exanple 150 10 1- (2 - Met hoxy-

ethyl) -2 -nethyl-5 - (2-pyrazin-2-yl-thiazol-4-yl)

‘15-R2-{ p¥thybipgridin-£-ab) pbiagol-4-yl] sk imgthyl-1-thiophen-2-ylmethyl- 1H- -pyrrole-3-
- cycl dhexyl met hyl - d was

%H}b%ﬁlﬁﬂyacgiy @faﬁ)ﬁkig%xgtth LN

obt ai ned usi ng am none s RIR2NH,
nmet hoxyet hyl am ne as R3-(CH2) m NH2 and -
pyrazi ne- 2- car bot hi oam de as RAC(S) NH2, 15 MS( ES+)

440 (MtH) +. WO 2004/ 060888, / EP2003/ 014721 -107
Exanpl e 151 SN
1- (2- Cycl ohex- | -enyl -eth -5t [ 2{(2-ethyl - pyridin-4-yl

)-thiazol-4-yl] -2-nethyl-| H-é

5  The title compound was obtained using aminomethylcyclohexane as R'R*NH, 3-
(aminomethyl)thiophene as R>-(CHj)»-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NHz, 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-(CH2)m-NH2 and 2-chloro-phenyl thioamide as RYC(S)NHa,,
15 MS(ES+) 578 (M+H)".



pyrrol e-3-carboxylic acid cycl ohexyl net hyl -am de 5 The
title conpound was obtai ned using

wanionosmshyl cycl ohexane as R R2NH, 2-(1- PCT/EP2003/014721
cycl ohexenyl ) et hyl am ne as R3-(CH2)",-NH2 and
2-ethyl-4-pyridine carbothi am & -as R4C(S)NH2,
MS( ES+) 517 (M+H) +. Exanple 152 10
1- Furan- 2-yl et hyl - 5- Example 165 -
[ 2- (4- et hoxy- phenyl ) -t hi azol -4-yl] -2-nethyl -
| H pyrrol e-3- carboxylic acid cycl ohexyl net hyl -am de
THeButyt-pd2d érmabheoxy- ybbihiazaled ylis3-mgthyl- 1H-pyrrole-3-carboxylic acid
am nonet hyl cycl ohe ] ] t hyl am ne
as R3-(CH2), |, - Nw§§ﬁgh’§§(%§lﬁé%l§%ﬁwy?ﬁ%ﬁ de as
RAC(S) NH2i 15 MS(ES+) 490 (MtH)+. | WD 2004/ 060888
PCT/ EP2003/ 014721 -108 Exanple 153 5-
[ 2- (2- Chl or o- phenyl ) -t hi aze¥- 4-yl ]
- 1- (4- met hoxy- benzyl ) - 2- n¥t 4y} {pyT ol e- 3-
carboxylic acid cycl ohexypne ~amde 5 C 5 The
title conpound was obtai ned dsing
am nonet hyl cycl ohexane as R R2NH, 4-

et hoxybenzyl am ne as R3- (CH2) m NH2 and
2-chl or o- phenyl 't hi oam de as R4C(S) NH2,

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

as R>:(CH,)n-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] - 1H-pyrrol-2-yl} -
thiazole-2-carboxylic acid ethyl ester

S

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,

isobutylamine as RS-(CHz)m-NHz and ethylthiooxamate as RYC(S)NH,, MS(ES+) 420.
15 (M+H)™.



M5( ES+) 534 (M+H) +. Exanple 154 10
1- (4- Met hoxy-benzyl) -5-

WO 2004460388 hoxy- phenyl ) -t hi azol - 4-yl ] PCT/EP2003/014721

10

-2-net hyl - 1H pyrrol e-3- carboxylic acid

cycl ohexyl net hyl -am de The ti-tiig®-conpound was obt ai ned
usi ng am nonet hyl cycl ohexane as R-R2NH, 4-

met hoxybenzyl ani ne as R3- ( Editapie N2 and

4- met hoxyphenyl thioam de as RAC(S)NH2, 15 MS(ES+)

530 (M+H) +.. WD 2004/ 060888 PCT/ EP2003/014721 -109

Ex alvfrobutyb3-18ethyR5(2-pRtdair -2 qy}thieiah-44yljH1 Fl-pyrirele G cagbgpylic acid
- 1- (4- met hoxy- benz ae ~1 ol f:33-

carboxylic acid cy%%51§§y §g¥%3ﬁﬁgﬁygg %ﬁgﬁ

\(((~%/\\~N,” 5 The title conpound was obtai ned using

am nonet hyl cycl ohexane as R R2NH, 4-

met hoxybenzyl am ne as R3- (,G#2) m NH2 and

2-ethyl -4-pyridine carbothi api\de

_ag\RAC( S) NH2,
MS( ES+) 529 (MrH)+. Exa \Tﬁi/rj
-1

5-[2-(2-Chl oro- phenyl) az I-4-&I]-1-(3-nethoxy-prop
yl)-2-net hyl - 1H pyrrol e- 3-

rboxylic acid

"~ cycl ohexyl net hyl - am de

The title compound was obtained using tetrahydrofurfurylamine as R'R?NH,
isobutylamine as R*-(CH,)m-NH, and pyrazine-2-carbothioamide as R*C(S)NH,,
MS(ES+) 426 (M+H)".

Example 168

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

o 5 &5

The title compound was obtained using tetrahydrofurfurylamine as R'R’NH,
aminomethylcyclohexane as R®-(CH,)m-NH, and 2-chloro-phenyl thioamide as

15 R*C(S)NH,, MS(ES+) 498 (M+H)".



5 A The title conmpound was obtai ned using

am nonet hyl cycl ohexane as R R2ZNH, net hoxyet hyl am ne
W@300RB6(8¥2) m NH2 and 2- chl or o- phenyl t hi oam deBCEHEP2003/014721

RAC(S) NH2, 15 MS(ES+) 486 (MrH)+. WD 2004/ 060888

PCT/ EP2003/ 014721 - 110 Exanpke 157 5-

[ 2- (4- Met hoxy- phenyl ) =t hi azol - 4-yl ]

- 1- ( 3- net hoxy- pr opyl ) - 2- neEkathplel180 pyr r ol e- 3-

carboxylic acid cycl ohexyl methyl -am de 5 The title

compound was obtai ned usi ng am nonet hyl cycl ohexane as

R1 Ryelohexyptnktiyl 6t By #eméthexyaphedl ) BidpliyH22-areghyl- 1H-pyrrole-3-

?Nﬁ; onyphe”%élrbc%%é’m Bte 5y IR Huh N GmedYR ERitde 482

5-[2-(4- Met hoxy phenoxynet hyl ) -t hi azol -4-yl]-1-(3-neth

oxy-propyl)-2-nethyl-I1H pyrrol e-3-carboxylic acid

cycl ohexyl net hyl -am de Th ' ound was obt ai ned

usi ng ami nonet hyl cycl ohe

nmet hoxyet hyl am ne as R3- H2 and

2- (4- met hoxyphenoxy) et hanet hivpani de as 15 RAC( S) NH2,

M5( ES+) 512 (M+H) +. WD 2004/~660888 PCT/ EP2003/ 014721

5 The title compound was obtained using tetrahydrofurfurylamine as R'R’NH,
aminomethylcyclohexane as R’-(CHz)m-NH; and 4-methoxyphenyl thioamide as
“C(S)NH,, MS(ES+) 494 (M+H)".

Example 170

10 1-Cyclohexylmethyl-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

A{g\\r\g

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,
aminomethylcyclohexane as R*-(CH,)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide
15 as R*C(S)NH,, MS(ES+) 524 (M+H)™,



5

10

15

- 111 Exanple 159
5-12-(2-Ethyl -pyridin-4-yl)-thiazol -4-yl]

WO boogBeaset hoxy- propyl ) - 2-nmet hyl -1 H pyrrol e- 3- PCT/EP2003/014721

carboxylic acid cycl ohexyl methyl-am de 5 The title

conpound was obtai ned usi ng amirenmet hyl cycl ohexane as
R1R2NH, net hoxyet hyl am ne as R3-(-CH2) m NH2 and

2-et hyl - 4-pyri di ne car bot hiEaamgk 133 RA4C(S) NH2,

M5( ES+) 481 (M+H) +. Exanple 160 10 4-

[ 4- (Cycl ohexyl net hyl - car banoyl ) - 1- ( 3- met hoxy- propyl )-5

- rie Ciyglbhdxipopsthyl 6 -{ 2( 3¢ ethyl-pyidia e yip-t Riapa o phky2--methabil H-pyrrole-3-
et hyl” ester \ : i . o] - i ned

usi ng am none%ak%/(é’é’gg F%ggggﬁléwarg %%%Wetﬂﬁ? fihbe

met hoxyet hyl am ne as R3-(CH2) m NH2 and .

et hyl t hi ooxamate as RAC(S)NH2., MS(ES+) 15 448
(M+rH) +. WD 2004/ 060888 PCT#KP2003/ 14721 - 112 Exam
/\ N, :
h

11~ e 161 : N

1- ( 3- Met hoxy- propyl ) - 2- yll- 5-¢ 2- pyrazi n-2-yl -thiazo
| -4-yl)-1H pyrrol e-3-carboxylkc acid

cycl ohexyl net hyl - am de

The title compound was obtained using tetrahydrofurfurylamine as R'R’NH,
aminomethylcyclohexane as R*-(CHy)»-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 493 (M+H)™.

Example 172

1-Cyclohexylmethyl-z-methyl.—S—(2-pyrazin—2—yl-thiazol-4-yl)- 1H-pyrrole-3-carboxylic
acid (tetrahydro-furan-2-ylmethyl)-amide

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,
aminomethylcyclohexane as RS-(CHz)m-NHz and pyrazine-2-carbothioamide as
RYC(S)NH,, MS(ES+) 466 (M+H)".



H. / N\ \ N 5 O 5 The title conmpound was
obt ai ned usi ng am nonet hyl cycl ohexane as RLR2NH,

woreaohosoges hyl am ne as R3- (CH2) m NH2 and PCT/EP2003/014721
pyr azi ne- 2- car bot hi oam de as RAC(S) NH2i MS(ES+) 454
(MtH) +. Exanple 162 10 5- -118-

[ 2- (4- Met hoxy- phenyl ) -t hi azol - 4-yl]

-2-met hyl -1 -t hi ophen- 2- y| méhmblel 1#3 pyr r ol e- 3-

carboxylic acid cycl ohexyl methyl -amde / \ \N | The

title conpound was obtained using
anﬁﬁb—&é{ﬁ%r@y@j@ﬁﬁ)@hw%ylﬂz@mﬁylg (tetrahydro-furan- 2 -ylmethyl)-1H-

(am nonet Lﬁ%r)olé]?) Q%%ﬁﬁmaa%l R@étfa@g@ R4C( @ Nﬁgﬁlle'lcvgl) amlde

4- et hoxyphenyl thi oani de as
506 (MtH)+. WD 2004/ 060888 PCT/ EP2003/ 014721 - 113

Exanpl e 163 5 - [ 2- (2-Ethyl-pyridin-4-yl)
-thiazol-4-yl ] -2-nmethyl-»+-thiop -2-ylnmethyl -1
H pyrrole-3 - carboxylicff:'v‘g \ yl met hyl - am de

[+]

5 Thetitle compound was obtained using tetrahydrofurfurylamine as R'R®NH,
tetrahydrofurfurylamine as R*-(CHz)m-NH; and 2-chloro-phenyl thioamide as
R*C(S)NH,, MS(ES+) 486 (M+H)™.

Example 174.

10  2-Methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)- 1;(tetrahydro-furan-2—ylmethyl)- 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’-(CH,)m-NH, and pyrazine-2-carbothioamide as
RAC(S)NHa, MS(ES+) 454 (M+H)".



5

10

N e 5 The title conpound was obtai ned using
am nonet hyl cycl ohexane as R R2NH, 3-
w@ 2004060888 hyl )t hi ophene as R3- (CH2) m NH2 and PCT/EP2003/014721
2-ethyl -4-pyridi ne carbothiam de as R4C(S) NH2,
M5( ES+) 505 (M+H) +. Exanpl e 1849i-0
5-12-(2-Chl oro-phenyl)-thiazol -4-yl]-1-[2-(3, 4-di net ho
xy-phenyl ) - et hyl ] - 2- net hyl Ekdtnpley7 ol e- 3- car boxyl i c
acid cycl ohexyl nethyl -amde 5 CI The title conmpound
was obt ai ned usi ng am nonet h{l cycl ohexane as R R2NH

h&rav@rEthylypyaiding - tigzol-Gr2)-i (RHpethory-gthyht Zomsthykd Bypyrrole-3-

thi oam de as BHCLSkNEGd geﬂéhz}kﬁ&l%&%-ﬁ?ﬁn& ?‘J)af'fridé/\o
2004/ 060888 PCT/ EP2003/ 014721 - 114 "Exanple 165
1-Butyl -5- [2-(4-nethoxy-phenyl)-thiazol-4-yl]
-2-methyl -1 H pyrrol e-3-carboxylic acid

(tetrahydro-furan-2-yl net ) -am 5 The title
conmpound was obt ai ned usj 4 g,@v\\gfurfuryl am ne as
R R2NH, butyl anmine as ( CH2) % NH2 and

4- met hoxyphenyl thi oam de as/RAC(S) NH2, MS(ES+) 454

( M+H) +. A

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,
methoxyethylamine as R*-(CH,)-NH; and 2-ethyl-4-pyridine carbothiamide as
R'C(S)NH,, MS(ES+) 455 (M+H)".

Example 176

5-[2-(2-Chloro-phenyl)-thiazol-4-yl]- 1.-furan-2—ylmethyl—Z-methyl- 1H-pyrrole-3-
carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 3-
furylmethylamine as R3—(C_H2)m-NH2 and 2-chloro-phenyl thioamide as R*C(S)NH,,

15  MS(ES+) 482 (M+H)™.



Exanpl e 166 10
4-{1-1sobutyl-5-nmethyl-4-[(tetrahydro-furan-2-yl net hyl
w0 20an0bmedoyl | - 1H pyrrol -2-yl }- thiazol e- 2- car bBRYEP03/014721

acid ethyl ester The title conpound was obtai ned using

tetrahydrofurfurylam ne as RR2BH, isobutylam ne as

R3- (CH2) m NH2 and et hyl t hi ooxamat e as R4C(S) NH2,

MS(ES+) 420. 15 (M+H) +. WBx20P®/1080888

PCT/ EP2003/ 014721 -115 Exanpl e 167

1- I sobutyl - 2- et hyl - 5- (2- pyrazi n-2-yl -t hi azol -4-yl)-1H

- pyhusire 234 mathiyb &3 P(4-raethdxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-

(tetrahydro-f tle

conpound was % tal n%g&%rge%}gih dé?r a%dpf gxﬂtgﬂgg éctrlﬁ ne as

RI R2NH, i sobutylam ne as R3- (CH2)mNH2 and

pyrazi ne- 2- car bot hi oam de as RAC(S) NH2, MS(ES+) 426

(I\/HrH) +. Exanple 168 10 y
5-[2-(2-Chl oro- phenyl) - tha

| -2-methyl -1 Hpyrrole-3

(t etrahydro-furan-2-yl net hyl ) am de 5 Cl

5 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

10 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

y /
S

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 3-
furylmethylamine as R’ -(CHz)m-NH; and 2-ethyl-4-pyridine carbothiamide as
15  RYC(S)NH,, MS(ES+) 477 (M+H)".



The title conpound was obtai ned using
tetrahydrofurfurylam ne as R R2NH,

wanionoemshyl cycl ohexane as R3- (CH2) m NH2 and PCT/EP2003/014721

2-chl oro- phenyl thioam de as 15 RAC(S)NH2, M5S(ESt)

498 (MHH) +. WO 2004/ 060888 PECT2IEP2003/ 014721 - 116

Exanpl e 169 1-Cycl ohexyl net hyl - 5-

[ 2( 4- net hoxy- phenyl ) - t hi aZixample/179 -

-2-met hyl -1 H pyrrol e- 3 car boxylic acid

itetrahydro furan-2-yl met hy Iz am de HH 5 The tit
dﬁﬂﬂaﬁd%snlyﬁt%mlés@n@e hatt- ﬂam&ﬂo&rlhmuwrcaﬁn%@r%@whc acid
R R2NH, am nonet f@ék@},{ﬁlr@t}ﬁ{a’ipgﬁ 2'1221% m NH2 and

4- met hoxyphenyl thi oani de as V5( ES+) 494

(M+rH) +. Exanple 170 io
1- Cycl ohexyl net hyl - 5- [ 2- (4* t hoxy- phenoxynet hyl )-thi a
zol-4-yl]-2-methyl -1 H pyr/t olled3- oxylic acid
(tetrahydro-furan-2-yl ngthyl) -lam The title conpound
was obtai ned using tetrahydrofjurfurylamne as R R2NH,
am nonet hyl cycl ohexane as R3 ) m NH2 and

2- (4- met hoxyphenoxy) et hanet hideim de 15 as R4AC(S) NH2,
M5( ES+) 524 (M+H) +. WO 2004/ 060888 PCT/ EP2003/ 014721

5 The title compound was obtained using tetrahydrofurfurylamine as R'R®NH, 4-

15

methoxybenzylamine as R3-(CH,)m-NHj, and thioacetamide as R*C(S)NH,, MS(ES+) 426
(M+H)".

Example 180

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

The title compound was obtained using tetrahydrofurfurylamine as R'R’NH, 4-
methoxybenzylamine as R3.-(CH2)m~NH2 and 2-chloro-phenyl thioamide as R4C(S)NH2,
MS(ES+) 522 (M+H)™.



-117 Exanple 171 1-Cycl ohexyl net hyl -
[2-(2-ethyl -pyridin-4-yl)-thiazol-4-yl]

WO 200am60398 - 1H- pyrrol e-3- carboxylic acid PCT/EP2003/014721
(tetrahydro-furan-2-ylnethyl)-amde " vv~p 5 The title
conmpound was obtai ned usi ng tetaahydrofurfuryl am ne as
R R2ZNH, am nonet hyl cycl ohexane as R3- (CH2) m NH2 and
2-ethyl -4-pyridine carbot higxaingk 83 R4C(S) NH2,

MS(ES+) 493 (MrH) +. Exanple 172 10

1- Cycl ohexyl net hyl - 2- net hyl - 5- (2- pyrazi n-2-yl -t hi azol -

4- 1y14}1>/ﬂ:t-]kqu1heot}é}-3~[@dl4b0«ébxmphenyﬂ)dthlazol 4-yl]-2-methyl-1H-pyrrole-3-
(t et rahydr o- f e

title Conpoung{rﬁ&g%g %&%fﬁ% eéh%jdr%r?uga% 9. yhlnéthyll)\l Hhidd
tetrahydrofurfurylamne as R R2NH .

am nonet hyl cycl ohexane -as R3- (CH2) m NH2 and

pyr azi ne- 2- car bot hi oam- dég 0 PACES) NH2, NMS( ES+)

466 (M+-H) +. WD 2004/ 0608 SP2603/ 014721 - 118

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

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 4-
methoxybenzylamine as R’ -(CHz)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as
15  R*C(S)NHa, MS(ES+) 548 (M+H)".



Exanpl e 173 5- [2-(2-Chl oro-phenyl)-thiazol-4-yl]
-2-methyl -1 -(tetrahydro-furan-2-yl nethyl)-1H

W@ obmssB- car boxyl i ¢ aci d PCT/EP2003/014721
(tetrahydro-furan-2-ylnethyl)-anmide s ci 5 The title
conmpound was obtai ned usi ng tetzzahydrofurfuryl am ne as
R R2NH, tetrahydrofurfurylam ne as R3-(CH2) m NH2 and
2-chl or o- phenyl thioam de @xamigle)83) NH2, MS(ES+) 486
(MrH) +. Exanple 174 10
2- Met hyl - 5- (2-pyrazi n-2-yl -thiazol -4-yl)-1- (tetrahydro
- fstlafd- Mgthcvmlmzyl) PHmpthyk-61[ Ge3ahyciaethavapt 2-glneathyd)-carbamoyl]-1H-
(tetrahydro-f U3 Holz-zléh}nﬁﬁat% elz- @ﬁ]bgfylﬁ! acﬁ@h}h eNed e
title conpound Wwas obtal ned using
tetrahydrofurfurylamne as R R2ZNH, 15 .
tetrahydrofurfuryl am ne as, -(CH2)mNH2 and ’
pyrazi ne- 2- car bot hi oam de as)-\RAC(S) NH2, MS(ES+) 454
(MrH) +. WD 2004/ 060888 P 4721 -119 Exanple
175 5- [2-(2-Ethyl-pyridiM-4-lyl)-thiazol - 4-yl ]
-1-(2-nmet hoxy-ethyl)-2-neth 1H pyrrol e- 3-

5 The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 4-

methoxybenzylamine as R’-(CH,)m-NH, and ethylthiooxamate as R*C(S)NH,., MS(ES+)
484 (M+H)™.

Example 184

10 1-(4-Methoxy-benzyl)-2-methyl-5- [2~(6-rhethyl-pyridin—3-yl)~thiazol—4-yl] -1H-pyrrole-
3-carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH, 4-
methoxybenzylamine as Rs_-(CHz)m-NHz and 6-methyl-pyridine-3-carbothioamide as
15 R*C(S)NH,, MS(ES+) 503 (M+H)".



carboxylic acid (tetrahydro-furan-2-ylnethyl)-amde 5
The title conpound was obtai ned usi ng
wo eaonabogds of ur f uryl am ne as R R2ZNH, net hoxyet hgt/aptoo®014721
as R3-(CH2) m NH2 and 2-ethyl -4-pyridi ne carbot hi am de
‘as RAC(S)NH2, MS(ES+) 455 (MHM+ Exanpl e 176 10
5-[2-(2-Chl or o- phenyl ) -thi azol - []-1-furan-2-yl net hy
| -2-met hyl -1 H pyrrol e- 3- acid
(tetrahydro furan-2-yl msthyl) amde s ci The title

hﬁ?%ﬂ Sq;?r %ﬁ%@ﬁw-g r%?grtl-r@%’ MR ;dﬁ@%%{ﬂnrrgl% carboxyhc

2- chl or o- phenyl ddid qatmalddr@surd -3 )rNIt]gd) arhbdeMS( ES+)
482 (MtH) +. WD 2004/ 060888 PCT/ EP2003/014721 -120
Exanpl e 177 1-Furan-2-yl nethyl - '

[ 2- (4- met hoxy- phenyl) -t hi azol -4-yl] -2-methyl -

H pyrrol e-3- carboxylic acid
(tetrahydro-furan-2-ylnethyf)-anmde 5 The title
conmpound was obt ai ned ugg : rdx of urfuryl am ne as

RI R2NH, 3- furyl nmet hyl ami as K3~ (eH2) m NH2 and
4- met hoxyphenyl t hi oani as |[R4AC(S)NH2, MS(ES+) 478
(MHH) +.

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 _ Exam le 186

5-[2-(2-Ethyl-pyridin-4-yl)-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*-(CHj)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R'C(S)NH,, MS(ES+) 469 (M+H)™.



Exanpl e 178 10
5-12-(2-Ethyl -pyridin-4-yl)-thiazol -4-yl]-1-furan-2-yl
woreaohpbosgs met hyl - | H pyrrol e-3- carboxyli c aci dPCT/EP2003/014721
(tetrahydro-furan-2-ylnethyl)-amde H> ,~n The title
conpound was obt ai ned using t&Iahydrofurfuryl am ne as
RIR2NH, 3- furylmethyl am ne as R3-(CH2) m NH2 and
2-et hyl - 4-pyri di ne car bot Hixamiplel8s - 15 R4C(S) NH2,
MS( ES+) 477 (M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721
-121 Exanple 179
" 1- (@Mﬁ@pmy‘ow@n%we;hsé Sy methyl-pywdinn3 iyl thiagolot-yld- Jil-pyrrole-
).- 1H pyr r ol &-3nbayResilli(@takjdto-furan-2- ylmeth 1)-amide
(tetrahydro- furan 2-ylmethyl)-amde u ~ KI The
title compound was obtained using
tetrahydrofurfurylam ne as R RRNH, 4-

nmet hoxybenzyl am ne as R3- )m N nd t hi oacet am de
as RAC(S)NH2, MS(ES+) 4 arrpl e 180 10
5-[2-(2-Chl or o- phenyl ) - I- -yI] 1- (4- met hoxy- benz

yl)-2-nmethyl -1 H pyrrol e- 3 c rboxyllc acid
(t etrahydro-furan-2-yl net hyly-am de

5 The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,
methoxyethylamine as R*-(CH,)m-NH, and 6-methyl-pyridine-3-carbothioamide 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

ot

A\

The title compound was obtained using tetrahydrofurfurylamine as R'R*NH,
methoxyethylamine as Ra-(CHz)m-NHz and pyrazine-2-carbothioamide as R*C(S)NH,,
15 MS(ES+) 442 (M+H)™.



C, The title conpound was obtai ned using
tetrahydrofurfurylam ne as R RRNH, 4-

woreaohosoggenzyl am ne as R3- (CH2) m NH2 and PCT/EP2003/014721
2-chl oro- phenyl thioam de as RAC(S)NH2, 15 MS(ESt)
522 (MtH) +. WD 2004/ 060888 PCT24eP2003/ 014721 -122
Exanpl e 181 1-(4-Methoxy-benzyl) - 5-
[ 2- (4- met hoxy- phenyl ) - t hi a&ample 89
-2-met hyl -1 H pyrrol e-3- ~arboxylic acid
(tetrahydro-furan-2-ylnmethyl)-amde P H/ \ \ /

* 557RE2tClilbro- phnwauth@azm}aé-yﬂb%—mqﬁ@d lu@mcnglen -2- Ylmethyl 1H-pyrrole-3-

t et rahydr of ugf WEhAH 1@ HRAR2 Nian 4-ylimethyl)-amide
et hoxybenzyl am )ré}l’e as%-(chﬁg) , - erl—|2 }:elrr?g -
‘4- met hoxyphenyl thioam de as RAC(S)NH2;, MS(ES+) 518

(M+H) +. Exanple 182 10 1-(4-,Met ho) cy-benzyl)-5-

[ 2- (4- met hoxy- phenoxymet h -t hi azghks4-yl] -2-nethyl -

| H pyrrol e-3--carboxyl ;&%ﬁé@\ﬂﬁb
(tetrahydro-furan-2-yl yl )i- am<de i{The titl e conpound

was obt ai ned using tetrahydrgfurfurylam ne as R R2NH,

4- net hoxybenzyl am ne as R3-\(%[£73H2) ,»,-NH2 and

- 2- (4- et hoxyphenoxy) et hanet hi oam de as 15 R4C(S) NH2,
M5( ES+) 548 ( M+H) +.

5 The title compound was obtained using tetrahydrofurfurylamine as R'R’*NH, 3-
(aminomethyl)thiophene as R>-(CH,)m-NH; and 2-chloro-phenyl thioamide as
R*C(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

Fpo

The title compound was obtained using tetrahydrofurfurylamine as R'R®NH, 3-
(aminomethyl)thiophene as R’-(CH,)m-NH; and 4-methoxyphenyl thioamide as
15 RC(S)NH,, MS(ES+) 494 (M+H)".



WD 2004/ 060888 PCT/ EP2003/ 014721 -123 Exanple 183 4-{
1- (4- Met hoxy-benzyl)-5-net hyl -4- [

W@ @i oelsgtir o- f ur an- 2- yl met hyl ) - car banoyl ] - 1H PCT/EP2003/014721

10

15

pyrrol -2-yl }-thiazol e-2-carboxylic acid ethyl ester e

‘H 5 The title conpound was obtzi nhed using

tetrahydrofurfurylam ne as R RRNH, 4-

met hoxybenzyl ami ne as R3- (w -and

et hyI thi ooxamate as RAC(S)NH2., MS(ES+) 484 (M+H) +.
npl e 184 10

' a{mm)ﬂmmm) thigzohé tyhly2-nmeth -1 thiepheryd-yisyethult {i-pyrrole-3-

-yl )= thi azol dplricliddyéiFply8ro-Rre@20MMEtHyD - Afide
(tetrahydro- fcurr agrg}lc yldrzaet my r-oamrde he tlyﬂ e compound

was obt ai ned usi ng tetrahydrofurfuryl am ne as RLR2NH,
4- et hoxybenzyl am ne as R3-(CH2) m NH2 and

6- met hyl - pyri di ne- 3- car bo 15 RAC(S) NH2,
M5( ES+) 503 (M+H) +. WO 2[%% / EP2003/ 014721
-124 185 Exanple

The title compound was obtained using tetrahydrofurfurylamine as R'R’NH, 3-
(aminomethyl)thiophene as R3-(CH2)m-NH2 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] -2—methyl-y
1H-pyrrole-3-carboxylic acid (tetrahydro-furan-2-ylmethyl)-amide

The title compound was obtained using tetrahydrofurfurylamine as R'R®NH,
homoveratrylamine as RB-(_CHz)m-NHz and 2-ethyl-4-pyridine carbothiamide as

RC(S)NH,, MS(ES+) 561 (M+H)".



© - 11BrglreiRhdxapethospphsn

1- (4- Met hoxy- benzyl) - 2- net hyl - 5- (2- pyrazi n-2-yl -t hi azo
| -4-yl)-1 H pyrrol e-3-carboxylic acid

W@ t@ioelsgsir o- f uran- 2-yl methyl )-amde N N\ N PEI/EP®03/014721

title conpound was obtai ned using

tetrahydrofurfuryl am ne as R RENH, 4-

nmet hoxybenzyl am ne as R3-(CH2) m NH2 and

pyr azi ne- 2- car bot hi oam de ExemRi193) NH2, MS(ES+) 490

(MrH) +. 10 Exanple 186 5-

L2 (2 ELOyl-pyLidi o 4 )%)[-M%i,ﬁfﬂ?ﬁ%%i]%r]é—lgayrrole%-carboxylic acid
car boxylic acid (tetrahygéRo gtﬁﬂj%nmaéret hyl)-am de N

\' / (O/1 The title conmpound was obtai ned usi ng
tetrahydrofurfurylam ne as R R2ZNH, 15

nmet hoxyet hyl am ne as R3-(CH2) m NH2 and

2- et hyl - 4- pyri di ne carbotshfani de as . R4C(S) NH2,

MS(ES+) 469 (MrH) +. WD 20047268848 JPCT/ EP2003/ 014721

-125 Exanpl e 187 7 é s

" 5 The title compound was obtained using methoxyethylamine as R'R®NH, butylamine as R’-

10

15

(CH,)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

ot

The title compound was obtained using methoxyethylamine as R'R’NH,
aminomethylcyclohexane as R’-(CH3)m-NH; and 2-chloro-phenyl thioamideas
RAC(S)NH,, MS(ES+) 472 (M+H)".



1- (3- Met hoxy- propyl ) - 2- net hyl - 5-

[2-(6-nethyl -pyridin-3-yl)-thiazol-4-yl] -1H pyrrole-
w@2@anbmsss/l i c acid (tetrahydro-furan-2-yl nmet hyPQrFaptod®o14721

H.N (O/1I 5 The title conpound was obt ai ned usi ng

tetrahydrofurfuryl anine as RIRBNH, met hoxyet hyl am ne

as R3-(CH2) m NH2 and ‘

6- met hyl - pyri di ne- 3- car boEsaBEkI1d8 as R4C(S) NH2,

MS( ES+) 455 (M+H) +. Exanple 188 10

1- (3- Met hg) cy- pr |)-2: et hyl -5-(2-pyragzin-2-yl.-thiaz
S GRS e i Be e gl A ettt TE prole-a-
(tetrahydr o- f ur agarBoxylicetity2 - metldxfectlfipatnidd e conpound
was obt ai ned using tetrahydrofurfurylamne as R R2NH,
" met hoxyet hyl am ne as R3-(CH2) m NH2 and
pyrazi ne- 2- car bot hi oam de as RAC(S) NH2, 15 MS( ES+)
442 (M+H) +. - WD 2004/ 060888\ PCT/ E 3/014721 - 126
Examul e 189 5- [2-(2- )-thiazol -4-yl]
- 2-met hyl -1 -t hi ophen- 2-'yl met hyT- | H- pyrr ol e- 3-
carboxylic acid (tetrahydr@-furan-2-ylnethyl)-amde 5
The title conpound was obtained using
tetrahydrofurfuryl am ne as RLR2NH, 3-

5 The title compound was obtained using methoxyethylamine as R'R*NH,
aminomethylcyclohexane as R>-(CHz)m-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ES+) 468 (M+H)".

Example 196

10 1-Cyclohexylmethyl-5- [2—(4rmethoxy~ﬁhenoxymethyl)-thiazol—4-yl] -2-methyl-1H-
pyrrole-3-carboxylic acid (2-methoxy-ethyl)-amide

I

f

The title compound was obtained using methoxyethylamine as R'R*NH,
aminomethylcyclohexane as R*-(CHy)n-NH; and 2-(4-methoxyphenoxy)ethanethioamide
15 as R*C(S)NH,, MS(ES+) 498 (M+H)".



(am nonet hyl ) t hi ophene as R3-(CH2) m NH2 and
2-chl oro- phenyl thioam de as R4C(S)NH2, MS(ES+) 498
w@ hiokfpsassExanpl e 190 10 PCT/EP2003/014721

5-[ 2- (4- Met hoxy- phenyl ) -thi azol -4-yl]-2-methyl-1-thiop
hen- 2-yl net hyl -1 H pyrrol e- 3-- 188rboxyl i ¢ aci d
(tetrahydro-furan-2-ylnethyl)-anide / M 9 The title
conmpound was obtai ned usi Eéﬂtl%}&rl%ydr of urfuryl am ne as

R R2NH, 3- (am nonet hyl )t hi ophene as R3-(CH2) m NH2 and

. 4- oxyphenyl, thioam de as. 15.RAC(S) NH2, ESt) .
TR e b e bes Biar ab o s Rt 31 B dpesboxyiic
Exanpl e 5- [ 2- (2- GtidyR-psthoxi-eth#byanyidet hi azol - 4-yl ]
-2-methyl- | -thiophen-2-ylnethyl-1 Hpyrrole-3 -
carboxylic acid (tetrahydro-furan-2-ylnethyl)-amde 5
The title conpound was obtdi ned using
t et rahydr of urfuryl am ne -

(am nonet hyl ) t hi ophenebialé NH2 and
2-ethyl -4-pyridi ne carbot hi am
M5( ES+) 493 (M+H) +. Exanpl

5 The title compound was obtained using methoxyethylamine as R'R*NH,
aminomethylcyclohexane as R’-(CH,)m-NH, and pyrazine-2-carbothioamide as
R*C(S)NH,, 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

S O

The title compound was obtained using methoxyethylamine as R'R*NH,
tetrahydrofurfurylamine as R’-(CHy)wn-NH; and 4-methoxyphenyl thioamide as
15 R*C(S)NH;, MS(ES+) 456 (M+H)".



10 1- [2-(3, 4-Di net hoxy-phenyl)-ethyl] -5- [2-
(2-ethyl -pyridin-4-yl) -thiazol-4-yl] -2-nethyl-

wd kbopyeasss e- 3- car boxylic acid PCT/EP2003/014721
(tetrahydro-furan-2-yl nethyl)-am de The title conpound
was obt ai ned using tetrahydrofldtfuryl ani ne as R R2NH,
honmoveratryl am ne as R3-( ), T,-NH2 and
2-ethyl -4-pyridine carboth 1 " 15 RAC(S) NH2,
M5( ES+) 561 (M+H)+. WD 2004/ 060888 PCT/ EP2003/ 014721

-12 l'e .1 5 .

R Ry FOA Rl 2o PR Y e iagolsp-oH- et hbt-pyerole-3-
| - 1H pyrrol e- 3- caatimxyli¢ acidiGi-thethoy retyhleamideet hyl )
-amde P s 5 The title conpound was obt ai ned using

met hoxyet hyl am ne as R R2NH, butyl am ne as R3-

(CH2) m NH2 and 4- et hoxyphenyl thioam de as R4C(S) NH2,
MB( ES+) 428 ( M+H) +. Exajp \e 194 -

[ 2- (2- Chl or o- phenyl ) - t hi_dzef,?

- 1-cycl ohexyl net hyl - 2- met hyl\- 1F pyrrol e-3- 10
carboxylic acid (2-nethoxy-¢gthyl)-amde n NS Cl The
title conpound was obtai ned using net hoxyet hyl am ne as
R R2NH,

5 Thetitle compound was obtained using methoxyethylamine as R'R*NH,
methoxyethylamine as R>-(CH,);,-NH; and 4-methoxyphenyl thioamide as R*C(S)NHS,,
MS(ES+) 430 (M+H)™.

Example 200

10 5-[2-(2-Chloro-phenyl)-thiazol-4-yl]- ll-furan—z-ylmethyl-2~methyl- lH-pyrrofé—S-
carboxylic acid (2-methoxy-ethyl)-amide

The title compound was obtained using methoxyethylamine as R'R*NH, 3-
furylmethylamine as R3—(QH2)m-NH2 and 2-chloro-phenyl thioamide as R*C(S)NH,,
15 MS(ES+) 456 (M+H)™.



am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
2-chl oro- phenyl thioamde as R4C(S)NH2, NMS(ESt) 472

W@ daolipensssd5 WO 2004/ 060888 PCT/ EP2003/ 014721 PpARBPionam4721
lie 195 1 -Cycl ohexyl nethyl-5- [ 2 -
(4- met hoxy- phenyl ) -thiazol =43%F] -2-methyl- | H
-pyrrole-3 - carboxylic acid (2-nethoxy-ethyl)-amde p
55 The title conpound waBxaseela28bd using
met hoxyet hyl am ne as R R2NH, am nonet hyl cycl ohexane

as _R3- H2 and 4- et hgx enyl .thioamd

e SN B s Bt b e Bt et 1 g 5y TE-pyrrole3-
1- Cycl ohexyl met hyatboayliCaddi 2Bletioxy-cdhdnaydet hyl ) -t hi a

zol -4-yl]-2-methyl-iH pyrrol e-3-carboxylic acid

(2-met hoxy-ethyl)-am de The title conmpound was

obt ai ned usi ng net hoxyet hyl am ne as R R2NH,

am nonet hyl cycl ohexane ' - NH2 and

2- (4- met hoxyphenoxy) et h e 15 as RAC(S) NH2,

MS( ES+) 498 (MrH) +. WDT2004/ 069888 PCT/ EP2003/ 014721

5 The title compound was obtained using methoxyethylamine as R'R*NH, 3-
furylmethylamine as R>-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,,
MS(ES+) 452 (M+H)™,

Example 202

10 5-[2-(2-Chloro-phenyl)-thiazol-4-yl]-1-(4-methoxy-benzyl)-2-methyl-1H-pyrrole-3-
carboxylic acid (2-methoxy-ethyl)-amide

o 60

ct

N

The title compound was obtained using methoxyethylamine as R'R*NH, 4-
methoxybenzylamine as R3_-(CH2)m-NH2 and 2-chloro-phenyl thioamide as RIC(S)NHz,
15 MS(ES+) 496 (M+H)"™.



- 130 Exanple 197

1- Cycl ohexyl net hyl - 2- met hyl - 5- (2- pyrazi n- 2-yl -t hi azol -
wd2004)p6e@ssH+ pyrrol e- 3-carboxylic acid (2-nmet hQEFEP2003/014721

ethyl) -amide | s 5 The title conpound was obtai ned

usi ng met hoxyet hyl anmi ne as Rt FB8\H,

am nonet hyl cycl ohexane as R3-(CH2) m NH2 and
pyr azi ne- 2- car bot hi oam de %@T_HW&S) NH2, MS(ES+) 440 .
(MrH) +. Exanple 198 10

- [ 25 { 4- Met.hoxy- nyl)-thiazpl-4-yl]-2-methyl-]-(tetr
g‘h%}vff%?%?/ah?n %%B-ﬁgt(ﬁg)‘%‘?{h?W-ng}}y}bﬁ@@f-égfﬁb%mdlﬂ-%parrole-3-
(2- met hoxy- et hyl yarboxkydie aBlde 2 thethbit-bthylQmpidend was
obt ai ned usi ng et hoxyet hyl am ne as R R2NH,
tetrahydrofurfurylamne as R3-(CH2) m NH2 and
4- met hoxyphenyl thioamd s 15 RAC(S) NH2, MS(ES+)
456 (MrH) +. WO 2004/ 060888} \{E/@O\Sl 014721 - 131
Exanpl e 199 1-(2- Met hoxy- et hy[\)£L 5
[ 2- (4- met hoxy- phenyl ) -t hi azq| - 4-yl ]
-2-nmet hyl - 1H pyrrol e- 3-

N

5 The title compound was obtained using methoxyethylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH)n-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,,
MS(ES+) 492 (M+H)".

Example 204

10 1-(4-Methoxy-benzyl)-5-{2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid (2-methoxy-ethyl)-amide

T o

s

N

The title compound was obtained using methoxyethylamine as R'R*NH, 4-
methoxybenzylamine as Rsh-(CHg)m-NHz and 2-(4-methoxyphenoxy)ethanethioamide as
15 R*C(S)NH,, MS(ES+) 522 (M+H)*.



© bU2y sk yaidind- s thiggo

carboxylic acid (2-nmethoxy-ethyl)-amde 5 The title
conpound was obt ai ned usi ng net hoxyet hyl am ne as

WwRLR2ME4888 met hoxyet hyl am ne as R3- (CH2) m NH2 aPdI/EP2003/014721

4- met hoxyphenyl thi oam de as RAC(S)NH2, MS(ES+) 430
(M+rH) +. Exanpl e 200 10 - 134 -
5-[2-(2-Chl oro- phenyl)-thiazol -4-yl]-1-furan-2-yl net hy
| - 2-met hyl - 1H pyrrol e- 3- dExempleld5c aci d
(2-met hoxy-ethyl) -amde The title conpound was
obt ai ned usi ng nmet hoxyet hyl am ne as R R2NH, 3-
g i‘éﬂ@fln(ﬁlﬂzetbwa’-lzef@@&@-EBWEAVI‘PWOIE'3'
t hi dani de_ as RACLSLMRic aciiF2 MtESH- e hol-aiE) +. WO
2004/ 060888 PCT/ EP2003/ 014721 -132 Exanple 201
1- Fur an- 2-yl met hyl - 5-

[ 2- (4- met hoxy- phenyl) -t hi,azol - 4-yl
-2-methyl - | Hpyrrol e-3- ¢anopxyl i€ Yaci d
(2-met hoxy-ethyl)-am dejP 5 e title conmpound was

obt ai ned usi ng nmet hoxyet hyl am ne as RI R2ZNH, 3-
furyl met hyl am ne as R3-( NH2 and 4- et hoxyphenyl
t hi oam de as RAC(S)NH2i M5 \ES+) 452 ( M+H) +.

5  The title compound was obtained using methoxyethylamine as R'R®NH, 4-

10

methoxybenzylamine as R>-(CHz)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 491 (M+H)™.

Example 206

4-[1-(4-Methoxy-benzyl)-4-(2-methoxy-ethylcarbamoyl)-5-methyl-1H-pyrrol-2-yl] -
thiazole-2-carboxylic acid ethyl ester

T J ﬁ’\k@k/\

The title compound was obtained using methoxyethylamine as R'R®NH, 4-
methoxybenzylamine as R’-(CH,)m-NH, and ethylthiooxamate as R“C(S)NHa., MS(ES+)

15 458 (Mj-H)+.



Exanpl e 202 10
5-12-(2-Chl oro-phenyl)-thiazol -4-yl]-1-(4-nmethoxy-benz

wQ kgo4D6as8% hyl - | H pyrrol e-3- carboxylic acid  PCI/EP2003/014721
(2-met hoxy-ethyl)-amde 1 s ci The title conmpound was
obt ai ned usi ng nmet hoxyet hyl am3te- as RIR2NH, 4-
nmet hoxybenzyl am ne as R3-(CH2) m NH2 and
2-chl or o- phenyl t hi oan de BxeofRlCI0%) NH2, 15 MS(ES+)

496 (MeH) - . V\D2004/ 060888 PCT/ EP2003/ 014721 133
mpl e 203 1- - Met hox()zlzobenz
éz(éerQhexxrbmHyz )neihnlnSa pylzdlne’{ ﬁl)fth@zol -4-yl]-1H-pyrrole-

tpyrrole-3- canhanbitic 464 & hREBLRGKYD Sl ) - am de P

s 5 The title conmpound was obt ai usi ng
met hoxyet hyl am ne as R RZNH, 4- met hoxybenzyl anmi ne as

R3- (CH2) m NH2 and 4-neth phenyl thi oam de as R
4C(S)NH2, MS(ES+) 492 ( e 204 10
1- (4- Met hoxy- benzyl ) -5-f y- phenoxynet hyl ) -th

i azol -4-yl] - 2- rrethyI-IH- py roIe carboxyllc acid
(2- met hoxy- et hyl ) -am de

O,

~

5 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

10 1-(4-Methoxy-benzyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)- IH-pyrrole-3-carboxylic
acid (2-methoxy-ethyl)-amide

The title compound was obtained using methoxyethylamine as R'R?NH, 4~
methoxybenzylamine as Rsf(CHz)m-NHz and pyrazine-2-carbothioamide as R4C(S)NH2,
15 MS(ES+) 464 (M+H)".



f r\ ~ The title conpound was obtai ned using
nmet hoxyet hyl am ne as R R2ZNH, 4- net hoxybenzyl am ne as
W04 a5@B¥sT NH2 and 2- (4- net hoxyphenoxy) et hanet PO DEPI0d®014721
as 15 RAC(S)NH2, MsS(ES+) 522 (M+H)+. WD 2004/ 060888
PCT/ EP2003/ 014721 134- Exanpl g5g205 5-
[2-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl]
- 1- (4- met hoxy- benzyl) - 2- metfyyhvlddopyrr ol e- 3-
carboxylic acid (2-nethoxy-ethyl)-anide p ~s 5 The
title conpound was obtai ned using net hoxyet hyl am ne as
" RI-R24XB34-imerkdtyoplydnel) zeghyd)vb 1] 2- (2 setisd-py idid)- 4yl )~ T2 obup 1] - 2-methyl-

2- et hyl - 4- pyri:di r hi am d s R 4 H2..

VB( ES+) 491 ?W‘f ?lg'éx‘gi‘g%‘?’%ﬁ%%g i%methoxy%}%)ﬁ\'lam"de

4-[ 1- (4- Met hoxy- benzyl ) - 4- ( 2- met hoxy- et-hyl car banoyl ) -5
-methyl -1 Hpyrrol -2-yl]- tkiazol e-2-carboxylic acid
ethyl ester 4 5 The title/c ound s obtai ned using
nmet hoxyet hyl am ne as R R2NH, 2l ybenzyl am ne as
R3- (CH2), n-NH2 and et hyl t hi goxanate as RAC(S) NH2.,

V5( ES+)

) )

5 The title compound was obtained using methoxyethylamine as R'R*NH,
homoveratrylamine as R’-(CH,)m-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 535 (M+H)".

Example 210

10 1-Butyl-5-[2-(4-methoxy-phenyl)-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,
butylamine as R3-(CH2)m—NH2 and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+)
15 478 (M+H)™.



15 458 (M+H)t. WD 2004/ 060888 PCT/ EP2003/ 014721 - 135
Exanpl e 207 1- (4- Met hoxy-benzyl) - 2-net hyl - 5-

WO 2004060388 hyl - pyri di n-3-yl)-thiazol-4-yl] -1H pyT/EP1083/014721
3-carboxylic acid (2-nethoxy-ethyl) -amide 5 The title
conpound was obtai ned using nefzkoxyet hyl am ne as
R1IR2NH, 4- et hoxybenzyl am ne as R3-(CH2) m NH2 and

6- met hyl - pyri di ne- 3- car bot lEixﬂﬁg dajas RAC(S)NH2,

MS( ES+) 477 (MrH) +. Exanple 2 -

1- (4- Met hoxy- benzyl ) - 2- met hyl - 5- (2- pyrazi n-2-yl -t hi azo

| - A-Ciclohesdylitefiyl-6 (b €4 3netho0OENEHYL) - thebl4-yl] -2-methyl-1H-pyrrole-3-
t

2- met h -et hyl - am de. | N- 1 . N\, N Th
t(i t lrrgt cgﬁ%oﬁhdyﬁﬁ’g%r@bctagf%éacyﬁghﬁ i1 Ykg@@ WS ni neeas

R1IR2NH, 4- nmet hoxybenzyl am ne as R3-(CH2) m NH2 and
pyrazi ne- 2- car bot hi oam de as RAC(S) NH2, 15 MS( ES+)
464 (MrH) +. WD 2004/ 06088&5%1—\/5'32003/ 014721

‘ {

~
SN

S

5 The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R’NH,
aminomethylcyclohexane as R*-(CHy)-NH, and 4-methoxyphenyl thioamide as
R*C(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

) %

(g /N NEQ\\
& \ |

The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R’NH,

aminomethylcyclohexane as R’-(CH;)m-NH; and 2-ethyl-4-pyridine carbothiamide as
15 R*C(S)NHp, MS(ES+) 517 (M+H)".



-136 Exanple 209 1- [2- (3, 4-D nethoxy-phenyl) -ethyl]
-5- [2-(2-ethyl-pyridin-4-yl)-thiazol-4-yl] -2-nethyl-
wda kbopyeases e- 3- car boxylic acid (2-nethoxy- ethyPQT/ERP2Z00DSI@14721
I \' \ 5 The title conmpound was obtai ned using
met hoxyet hyl am ne as R R2NH, _{agnoveratryl am ne as
R3- (CH2) m NH2 and 2- et hyl - 4-pyri di-ne carbot hi am de as

RAC(S) NH2, MS(ES+) 535 (MrEdmpfesagple 210 10

1- But yl - 5- [ 2- (4- met hoxy- phenyl J-Thi azol - 4- yi ] - 2- net hyl

-1H pyrrol e- 3-carboxylic acid

(8- [QVQLMB%xﬂrpﬁ&yyll) ﬂili%l% -yl ppirehyls] - (tEhehydrb! feran-2-ylmethyl)-1H-

corrpdund was ‘ﬂﬁ i?lr Eﬁf‘%g (2 Syrfabeneny i) -amide. oo

2- cycl ohex- PY'&
R3- (CH2) m NH2 and 4- net hoxyphenyl t hi oam de as
RAC(S) NH2a MS(ES+) 15 478 (l\/|+|—|)+ WD 2004/ 060888
PCT/ EP2003/ 014721 - 137 Exa 211

1- Cycl ohexyl met hyl - 5-[ 2- ( 4- X nyl ) -t hiazol -4-y
I] -2-nethyl-1Hpyrrole- 7/@“%

5 The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R*NH,
tetrahydrofurfurylamine as R*-(CH3),-NH, and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ES+) 506 (M+H)".

Example 214

10  5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-2-methyl-1-(tetrahydro-furan-2-ylmethyl)-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, |
tetrahydrofurfurylamine as R>-(CH,);,-NH, and 2-ethyl-4-pyridine carbothiamide as
15 R'C(S)NH,, MS(ES+) 505 (M+H)".



10

15

carboxylic acid (2-cycl ohex-1-enyl-ethyl)-amde 5 The
title conpound was obtai ned using

wWQ2ay0biBex-1 -, enyl -et hyl ami ne as R R2NH, PCT/EP2003/014721

am nonet hyl cycl ohexane as R3-(CH2) m NH2 and

4- met hoxyphenyl thi oamni de as - 18§C(S)NHQ| M5( ES+) 518

(M+H) +. Exanpl e 212 10

1- Cycl ohexyl met hyl - 5-[ 2- ( 2Eedniyik 2p5/r i di n-4-yl ) -t hi azol .
-4-yl] -2-methyl-1H pyrrol e-3- carboxylic acid

(2-cycl ohex-I-enyl -ethyl)-amde ~\ 5 The title
CaTMdandS-\MGthgylrwdldugﬁf@ thiazol-4-yl]-1-(tetrahydro-furan-2-ylmethyl)-

2- cycl CNeAH. pERYLRLBYLANL D ags: .
am nonet hyl cy& %%exanezgﬂk ?%ﬁg%gﬁ%{kenﬂ&ﬂhﬂ)anude
2-et hyl - 4- pyrldlne carbot hi am de as 15 R4C(S) NH2i

M5( ES+) 517 (M+H) +. WO 2004/ 060888 PCT/ EP2003/ 014721
- 138 Examlp e 213 5-

[ 2- (4- Met hoxy-phenyl ) -t hi I 72-met hyl - |
- (tetrahydro-furan-2-yl hyI)-

pyrrol e- 3-carboxylic aci
(2-cycl ohex-1-enyl -ethyl)-amtde 5 The title conpound
was obt ai ned usi ng 2-cycl ohex- 1-enyl -et hyl am ne as

R R2NH, tetrahydrofurfuryl am ne as R3-(CH2) m NH2 and

’?lm_ :]_coox oqlen%yvlvas o%tamerg using cycli-{%xcgisl) el\rllH% ‘ethy a(rrilzi%e)as E%NH

tetrahydrofurfurylamine as R’-(CH;)m-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-pyridin-3-yl)-thiazol-4-yl]-1H-pyrrole-3-
carboxylic acid (2-cyclohex-1-enyl-ethyl)-amide

/ =
>
C\
The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R*NH,

methoxyethylamine as R*-(CH3),-NH; and 6-methyl-pyridine-3-carbothioamide as
R*C(S)NH,, MS(ES+) 465 (M+H)™.



Exanpl e 214 10
5-12-(2-Ethyl -pyridin-4-yl)-thiazol-4-yl]-2-nmethyl-I-(
WO edonabnges o- f ur an- 2-yl net hyl ) - 1H  pyrrol e- 3- capODERI00®014721
acid (2-cycl ohex-1-enyl-ethyl)-am de The title
conpound was obtai ned usi ng 2rmy.cl ohex-1
-enyl -ethyl am ne as RLR2NH, tetrahydrofurfuryl am ne
as. R3-(CH2) m NH2 and 2- etgtyinptb-uyr i di ne carbot hi am de
as 15 RAC(S)NH2, MS(ES+) 505 (MrH)t. WO 2004/ 060888
PCT/ EP2003/ 014721 .- 139 Exam | ee 215 2- Met hyl - 5-
" [ R{7-62-Betyiplyridior- &-g1)rethBzgl-3-yi] Al -&mah-24ylydeth -2 -methyl- 1H-pyrrole-3-

- (t €t rahydro-f -2- vl et OFZQ"" } o
1H pyrrol e- 3- chgbg)%;gl% %Q(I:C[rng:%i }-{cly% y&)ﬁtéh%plalrglﬁi)el -et hyl)

-amde MM ~~ / \ b5 The title conmpound was obt ai ned
usi ng 2-cycl ohex- 1-enyl - et hyl am ne as RLR2NH,

t et rahydrof urfuryl am ne as: m NH2 and

6- met hyl - pyri di ne- 3-carbpth X RAC( S) NH2,
MS(ES+) 491 (MtH) +. Exagpl e /10 12 (2-Met hoxy- et hyl)
-2-met hyl =5- [ 2- (6- net hyd- pyki di n-3-yl) -t hiazol -4-yl]
-1H pyrrol e-3- carboxylic as#d (2-cycl ohex-

| -enyl -ethyl) -am de

5 The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R*NH, 3-
furylmethylamine as R>-(CH,)m-NH, and 2-ethyl-4-pyridine carbothiamide as
R'C(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

oo

~N

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 R'C(S)NHa, MS(ES+) 541 (M+H)".



v g~ s The title conpound was obtai ned using
2-cycl ohex-1-enyl -et hyl am ne as R R2NH
woreaohosoges hyl am ne as R3- (CH2) m NH2 and PCT/EP2003/014721
6- met hyl - pyri di ne- 3- car bot hi oam de as 15 RAC(S) NH2,
MS(ES+) 465 (M+H) +. WO 2004/ 069888 PCT/ EP2003/ 014721
-140 Exanple 217 '
5-[2-(2-Ethyl -pyridin-4-yl ixdtplazed - 4-yl | - 1-furan-2-yl
met hyl - 2- net hyl - 1H pyrrol e- 3- carboxylic acid
(2-cycl ohex-I-enyl -ethyl)-amde / \ N5 The title
depilietithxyebenybl- 2imeblyles { 21(5-methyl-pyridin-3- yl) -thiazol-4-yl]-1H-pyrrole-

2-cycl ohex- 1- @n

furyl met hyl am%néék%cg&%gﬁmg%%g lechl ethyl) amide

2-et hyl -4-pyridi ne carbothi am de as R4C(S) NH2,

M5( ES+) 501 (M+H) +. Exanple 218 10

5-[2-(2- Et hyl - pyri di n-4-yl i az / -yl ]-1-(4-nmet hoxy
- benzyl ) - 2- net hyl - 1H pyr f of rarboxylic acid
(2-cycl ohex- I -enyl-eth -amde ~\ 5 The title
conpound was obt ai ned usi ng
2-cycl ohex-1-enyl -ethyl am neJas R R2NH, 4-
met hoxybenzyl ani ne as R37( CH2) m NH2 and
2-ethyl - 4-pyridine carbothiam de as

5 The title compound was obtained using 2-cyclohex-1-enyl-ethylamine as R'R*NH, 4-
methoxybenzylamine as R?-(CH,)n-NH, and 6-methyl-pyridine-3-carbothioamide as
R'C(S)NH,, MS(ES+) 527 (M+H)*.

Example 220

10 5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-2-methyl-1-thiophen-2-ylmethyl-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, 3-
(aminomethyl)thiophene as R?-(CHy)m-NH; and 2-ethyl-4-pyridine carbothiamide as
15 R*C(S)NH,, MS(ES+) 517 (M+H)™.



15 RAC(S)NH2, MS(ES+) 541 (MrH) +. WO 2004/ 060888
PCT/ EP2003/ 014721 - 141 Exanple 219
wda2qodndmshoxy- benzyl ) - 2- net hyl - 5- PCT/EP2003/014721

[2-(6-nmethyl-pyridin-3-yl)-thiazol-4-yl] -1H pyrrole-

yt, 3-carboxylic acid (2-cycLahgx-I|-enyl-ethyl)-am de

N/ \ \NN \ I 5 The title conpound was obtai ned usi ng

2-cycl ohex-1-enyl - et hyl am peingsle BRIR2NH,  4-

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,
" MeAESBItyD B 7[ 2¢ (kirlkthoxEphemil B tiH2401-106y1 ] -2-methyl- 1H-pyrrole-3-carboxylic
5-[2%¥(2-Et hyl - pyridin- 4- st hbkazel -4-yl]-2-methyl -1 -t

hi ophen- 2-yl net hyl - | Fﬁéﬁd/)r(%%fﬁﬁ@%ﬂja?%b%yl ic acid

(2-cycl ohex-1-enyl -ethyl)-am de The title conpound was

obt ai ned using 2-cycl ohex-1-enyl -ethyl am ne as R R2NH,

3- (am nonethyl)thi ophene ay R3-(CH2) m NH2 and

2- et hyl -4-pyridine carbot hf am d 15 RAC(S) NH2i

M5( ES+) 517 (M+H) +. WD 2 PCT/ EP2003/ 014721

-142

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, butylamine as R’-
(CHz)m—NHz and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ES+) 482 (M+H)™.

Example 222

rac-1-Butyl-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
10 carboxylic acid (2-ethyl-hexyl)-amide

st

The title compound was obtained using 2-ethyl-hexylamine as R'R?NH, butylamine as R>-
(CH;)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+) 512

(M+H)™,

15



Exam |l e 221 rac-1-Butyl - 5-
[ 2- (4- met hoxy- phenyl) -t hi azol -4-yl] =2-nmethyl -

wo bbopeases e- 3- car boxylic acid (2-ethyl-hexyl)PenER®0H014721
The title conmpound was obtai ned using
2-ethyl - hexyl ami ne as R R2NH,_{Qgtyl am ne as R3-
(CH2) m NH2 and 4- net hoxyphenyl thi-oam de as
RAC(S) NH2, MS( ES+) 482 ( MtHgpampleaspl e 222, rac- | :
“Butyl-5- [2- (4-nmethoxy-phenoXynethyl)-t hi azol - 4-yl ]
-2-methyl- IHpyrrQe-3- 10 carboxylic acid
' (Arcat Byiyt-bEayb)etiyrigdeidibie-yi)-tHif oL 0yploRHnskthgl sl Foply erolest carboxylic
usi ng 2-ethy|4hexylanine(gs ﬁ” NI bué%lanine as R3-
(CH2) m N2 and 2- ( 4- nEHoys @5%%@?@PH et hi oari de as
RAC(S) NH2, MS(ES+) 512 (MrH)+. 15 WO 2004/ 060888
PCT/ EP2003/ 014721 -143 Exanple 223 rac-1_- Butyl -5-

[ 2-(2-ethyl-pyridin-4-yl)-thpazol -4-yl]
- 2-met hyl - | Hpyrrol e-3-car §§?&k§;(§ﬁ%d
(2-ethyl-hexyl)-amde 5T 't N\g conpound was

obt ai ned usi ng 2-ethyl - exylﬁéine as RIR2NH
butyl am ne as R3- (CH2),,,-NH2 and 2-ethyl -4-pyridine
car bot hi ami de as R4C(S) NH2, MS(ES+) 481 (MtH) +

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, butylamine as R’-
(CH3)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-
10 - carboxylic acid ethyl ester

o

The title compound was obtained using 2-ethyl-hexylamine as R'R?NH, butylamine as R’-
(CH,)m-NH; and ethylthiooxamate as R*C(S)NHa, MS(ES+) 448

(M+H)™.



Exanpl e 224 rac-4- |
1- Butyl - 4-(2-et hyl - hexyl car banoyl )
WO 2ooambdsys - | H- pyrrol -2-yl] -thiazole-2- 10 carbOrRYP2003/014721
acid ethyl ester H The title conpound was obtai ned
usi ng 2-ethyl-hexyl am ne as RZ2NH, butyl am ne as R3-
(CH2),,,-NH2 and et hyl thi ooxamate as R4C( S) NH2,
IVB( ES+) 448 (M+H) +. WD 200 PCT/ EP2003/ 014721
- 144 Exanpl e 225 rac- 5- Lt
[ 2- (2- Chl or o- phenyl ) -t hi azol - 4-yl]

‘- daci s bt i o Hehyl) -thiatdl a9l igo az-Beoy1d 161-pebld-3-carboxylic
- (2- et'gpl hexyl") qﬁgmyﬂ()je S}‘Fg ? ﬂﬁ}fsj‘lgf onmpound a/as R
obt ai ned usi ng 2- et hyl2HBZAtRHTIEEY §”F%8“??2NH
i sobutyl am ne as R3-(CH2) m NH2 and 2-chl or o- phenyl
t hi oam de as R4C(S) NH2 IVS( ES+) 486 (I\/H-H)+ Exanpl e

226 rac- | -lsobutyl -
[ 2- (4- et hoxy- phenyl ) - th| az -yl ]
-2-met hyl - 1H pyrrol e- 3- c/aj,fi/ i \7/@ acid

(2-ethyl -hexyl)-am de rj

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH, isobutylamine as
R’-(CH,)m-NH, and 2-chloro-phenyl thioamide as R*C(S)NH,, MS(ES+) 486 (M+H)".

Example 226

rac-1-Isobutyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-carboxylic
10 acid (2-ethyl-hexyl)-amide

The title compound was obtained using 2-ethyl-hexylamine as R'R®*NH, isobutylamine as
R*-(CH,)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ES+) 482 (M+H)™.



The title conpound was obtai ned using

2-et hyl - hexyl am ne as RI R2ZNH, i sobutyl am ne as
W04 NH2 and 4- met hoxyphenyl thi oam de aBCT/EP2003/014721

RAC(S) NH2, MS(ES+) 482 (M+H)+. WD 2004/ 060888

PCT/ EP2003/ 014721 -145 Examplg5227 rac-1-1sobutyl -5-

[ 2- (4- met hoxy- phenoxynet hyl ) -thi azol -4-yl] -2-nethyl -

| H-pyrrole-3- carboxylic aghdyle2ret hyl - hexyl)-am de

ri- 5 The title conpound was obtai ned using

2-et hyl -hexyl am ne as R R2NH, i sobutyl am ne as

‘ R?Hc(ﬁﬁ%l){ﬁ'yl\'gq2s%dm&h6ﬂ7- EdurRASMOMYaz61 Bat1el Py 18 pyrrole-3-

as RACCSRHE, “WBCES 12 (LG BT , 228 10

[ 4- (2- Et hyl - hexyl car banmoyl ) -I -i sobut yl -5- net hyl -1 H pyr
rol -2-yl] -thiazole-2- .carboxylic acid ethyl ester rrd
\gj The title conpound was* obt ai ned usi ng

2-ethyl - hexylam ne as R R2 I sobytytam ne as

R3- (CH2) m NH2 and et hyl t hj S RAC(S) NH2,

M5( ES+) 44 (M+H)+.8 15

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, isobutylamine as
R*-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as R*C(S)NH,, MS(ES+)
512 (M+H)™.

Example 228

10 rac-4-[4-(2-Ethyl-hexylcarbamoyl)-1-isobutyl-5-methyl-1H-pyrrol-2-yl]-thiazole-2-
carboxylic acid ethyl ester

oo

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, isobutylarrﬁne as
R3-(CH,)m-NH, and ethylthiooxamate as R*C(S)NH,, MS(ES+) 44 (M+H)".8

15



WD 2004/ 060888 PCT/ EP2003/ 014721 -146 Exanple 229
rac-1-1sobutyl - 2- et hyl - 5- (2- pyrazi n-2-yl -t hi azol - 4-yl

w0 2000p0gss ol e- 3- carboxylic acid (2- ethyl-hexyPQFaptod®014721

10

15

5 The title conmpound was obtai ned using

2-et hyl -hexyl am ne as R R2NH,. jggabut yl am ne as

R3- (CH2) m NH2 and pyrazi ne- 2- car bot hi oam de as
RAC(S) NH2i MS(ES+) 454 ( M+ikampleE¥ganpl e 230, rac-5-
[ 2- (4- Met hoxy- phenoxynet hyl)

-thiazol -4-yl]-1-[2-(4-net hoxy-phenyl)-ethyl] -2--10

'Wt—hMlsoHdtlehfeﬂiy@-S&ZCWrMM-)ﬂ yleth&@oldd-yl)-1H-pyrrole-3-carboxylic acid (2-

(2- et"hyl hexyl’) -am de rr~ g it & corrpound was
obt ai ned usi ng 2- et hyl - hex RN REle R RONH,  2- (1-
cycl ohexenyl ) et hyl am ne as R3-(CH2) m NH2 and

2- (4- met hoxyphenoxy) et hanet hi oami de as R4C(S) NH2,’
M5( ES+) 590 (M+H)+. 15 WO 2004/ 060888

PCT/ EP2003/ 014721 -147 Exa

[ 2-(2-Et hyl -pyridin-4-yl) -+
[ 2- (4- met hoxy- phenyl ) - et

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, isobutylamine as
R’-(CHa)m-NH; and pyrazine-2-carbothioamide as R*C(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

/&svp”*

i

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 2-(1-
cyclohexenyl)ethylamine as R*-(CHj)mm-NH; and 2-(4-methoxyphenoxy)ethanethioamide
as R“C(S)NH,, MS(ES+) 590 (M+H)".



1H pyrrol e-3-carboxylic acid (2-ethyl-hexyl)-amde 5
The title conpound was obtai ned usi ng
wQ2@tlogisshexyl am ne as Rl R2NH, 2-(1- PCT/EP2003/014721
cycl ohexenyl ) et hyl am ne as R3-(CH2) m NH2 and
2-ethyl -4-pyridine carbothi anigg as R4C(S) NH,
M5( ES+) 559 (M+H)+. Exanple 232 10

rac-5-[2-(2-Chl oro-phenyl ) gkhhagol314-yl ] - 1-cycl ohexyl m

et hyl - 2- et hyl - 1H pyrrol e- 3- carboxylic acid
‘(2-ethyl-hexyl)-amde N5 G The title conpound was

"ORicH-[Peh- B&VD@{{D 2diatdyl)-thiaxol-api Jlegza@ Heﬁ&l)&dﬁphenyl -ethyl]-2-methyl-

2~ chi or o- phong oD QA A B 150 e ey RED Wefdes)

2-chl or o- phen
526 (M+H)+. WD 2004/ 060888 PCT/ EP2003/ 014721 -148
Exanpl e 233 rac-1-Cycl ohexyl pet hyl - 5-

[ 2- (4- met hoxy- phenyl ) -t hi azo
-2-nmet hyl -1H pyrrole-3- ¢
(2-ethyl -hexyl)-am de 5 The t tle conpound was
obt ai ned using 2-ethyl -hexyl @ine as R R2ZNH,
am nonet hyl cycl ohexane as R3-T(CH2) m NH2 and

4- met hoxypher nyl thi oam de as !

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 2-(1-
cyclohexenyl)ethylamine as R’-(CH,)-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 559 (M+H)".

Example 232

10 rac-5-[2-(2-Chloro-phenyl)-thiazol- 4-yl] -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'R*NH,
aminomethylcyclohexane as R*-(CH,)m-NH, and 2-chloro-phenyl thioamide as
15 R*C(S)NH, MS(ES+) 526 (M+H)".



RAC(S) NH2, MS(ES+) 522 (M+H)+. Exanple 234 io
rac-1 - Cycl ohexyl net hyl -5-[2-(2-ethyl -pyridin-4-yl)-thi

W@ 2okAdosys | - 2- met hyl - 1H pyrrol e- 3- car boxyl i ¢ BCT/@#P2003/014721
(2-ethyl -hexyl)-am de The title conpound was obt ai ned
usi ng 2-ethyl - hexyl ami ne as R iZgNH
am nonet hyl cycl ohexane as R3-(CH2)m NH2 and

2-et hyl -4-pyridine car bothnﬁgmlg%Z% 15 RAC(S) NH2,
MS(ES+) 521 (M+H)+. WD 200 PCT/ EP2003/ 014721

-149 Exanple 235 rac-4- |
Iy aCpiuhexyl RS- 2~ (42methay)- -phexxﬂ) damamﬂ 2-rhethrit ti4pyrrole-3-
- | Bpyrrol - 2- yl ]fagb&g" éﬁ%%gZ g aC| d et hyl

ester Y 5 The tit “usi ng

2-et hyl - hexyl am ne as R R2NH am norret hyI cycl ohexane
as R3-(CH2) m NH2 and et hyl t hi ooxamate as R4AC(S) NH2. ,
MS( ES+) 488 (MtH) +. Exanpl e 236 to

rac- 1- Cycl ohexyl net hyl - 2- net iyl - > 6- et hyl - pyridin
-3-yl)-thiazol -4-yl]-1H pyn oe, carboxylic acid

(2- et hyl - hexyl ) -am de

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
aminomethylcyclohexane as R*-(CH2)m-NH; and 4-methoxyphenyl thioamide as
R'C(S)NH,, MS(ES+) 522 (M+H)™".

Example 234

10  rac-1-Cyclohexylmethyl-5-[2-(2-ethyl-pyridin-4-yl)-thiazol-4-yl}-2-methyl-1H-pyrrole-3-
carboxylic acid (2-ethyl-hexyl)-amide

oo

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH,
aminomethylcyclohexane as R>-(CHy)m-NH, and 2-ethyl-4-pyridine carbothiamide as
15 R*C(S)NH,, MS(ES+) 521 (M+H)".



r-j- ~Y\ The title conpound was obtai ned using
2-et hyl - hexyl am ne as R R2ZNH, am nonet hyl cycl ohexane

W@300RB6(8H2) m NH2 and PCT/EP2003/014721

10

6- met hyl - pyri di ne- 3- car bot hi oam de as 15 RAC(S) NH2i
MS(ES+) 507 (MtH) +. WO 2004/ 06Q8§88 PCT/ EP2003/ 014721
-150 Exanple 237 rac-1- Cycl ohexylnethyl-2-nethyl-5 -

(2-pyrazi n-2-yl -thiazol - 4- gkampid 265 pyrrol e-3 -

carboxylic acid (2-ethyl-hexyl i-am de rIN, N5 The

title conpound was obtai ned using 2-ethyl-hexyl am ne

as rig-BINGyclohidkylareiyhyt (@yahdHrexdeabasol3-5¢ Gethy i Nkyrrol-2-yl] -
and gyrazi ne-2-car otZr})i1 qg_mag)% algc R(fl%ﬁ) N@EQ’ V5( ES+)

494 (MrH) +. 10 Exanple 23871 act - aqe cnytester

2-(2-Cnl oro-phenyl) -thiazol-4-yl] -2-rmethyl- |
-(tetrahydro-furan-2-ylnmethyl)-1 H

pyrrol e-3-carboxylic acid (2{ethyl -hexyl)-am de N

{\ \\7)\0/\

P

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH,
aminomethylcyclohexane as R*-(CH,)m-NH; and ethylthiooxamate as R*C(S)NH,.,
MS(ES+) 488 (M-+H)".

Example 236

rac-1-Cyclohexylmethyl-2-methyl-5-[2-(6-methyl-pyridin-3-yl)-thiazol-4-yl]-1H-pyrrole-
3-carboxylic acid (2-ethyl-hexyl)-amide

The title compound was obtained using 2-ethyl-hexylamine as R'R°NH,
aminomethylcyclohexane as R*-(CHa)m-NH; and 6-methyl-pyridine-3-carbothioamide as

15 R'C(S)NHp, MS(ES+) 507 (M+H)".



rrz 9 Q The title conpound was obtai ned using
2-et hyl - hexyl am ne as R R2ZNH, 15
wo edonaboges of ur f uryl am ne as R3-(CH2) m NH2 and PCT/EP2003/014721
2-chl oro- phenyl thioam de as R4C(S)NH2, MS(ES+) 514
(M-H) +. WD 2004/ 060888 PCT/ ERP2@33/ 014721 -151 Exanple
239 rac-5-k2- (4-Methoxy-phenyl)-thiazol-4-yl]
-2-nmethyl- | -(tetrahydro- mﬁ@g}e&wl net hyl ) -
1H pyrrol e-3-carboxylic acid (2-ethyl-hexyl)-amde 5
The title conpound was obtai ned using.
2- etfayl(l -@ﬁ%@ﬂieﬁﬁﬁﬁﬂl}fg&r&tﬁﬂm(2-p§rﬁtzfn|é’¢wﬁﬂﬁﬁzd-51u)ﬂ)ﬁllﬂnp)ﬁeole-3-
as R3-(CH2) m NH2 and, 4- p e t:hi oam de as
RAC( S) NH2, ~ MB( ES+) ?%%x’%tﬁﬁ?@%g}gg‘ﬁlﬁﬁéﬁi%ﬂlo rac- 5-
[ 2- (4- Met hoxy- phenoxynet hyl ) -t hi azol - 4-.yl ]
-2-methyl -1 -(tetrahydro-furan-2-
yl met hyl ) - 1H pyrrol e- 3-car boxyl i c acid
(2-ethyl -hexyl)-am de The title conpound was obt ai ned
usi ng 2-ethyl - hexyl am ne as R2NH,

t et rahydr of urfuryl am ne as. CI—%%@NHZ and
gj ye =15 as R4C(S) NH2,

2- (4- met hoxyphenoxy) et han
The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,

MB( ES+) 540 (M+H) +.

aminomethylcyclohexane as R*-(CH;)m-NH; and pyrazine-2-carbothioamide as
R*C(S)NH, 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

P

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
15 tetrahy&roﬁlrﬁlrylamine as R3—(CH2)m—NH2 and 2-chloro-phenyl thioamide as
RYC(S)NH,, MS(ES+) 514 (M+H)".



WD 2004/ 060888 PCT/ EP2003/ 014721 -152 Exanple 241
rac-5- ,~2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]
WO 200160398 - | - (t et r ahydr o-furan-2-yl net hyl) - PCT/EP2003/014721
1H pyrrol e-3-carboxylic acid (2-ethyl-hexyl)-amde s
S5 The title conpound was obtaijged using
2-et hyl - hexyl am ne as RLR2NH, tetrahydrofurfurylam ne
as R3-(CH2) m NH2 and 2- et hgdsAs1P¥5d di ne car bot hi am de
as RAC(S)NH2, MS(ES+) 509 | +. Exanple 242 io
rac-4-[4-(2-Ethyl - hexyl car banmoyl ) - 5-nmet hyl -1 - (t et rahyd
I Qrcf54[28 (- REcyh o3t phehyl) thtapola- ¢l —'2-121e6h|yi-1-(tetrathro—furan-Z—ylmethyl)-
-t hi azol e- 2- cgglboxly [ ? aﬁ_)l d 1et h eséelr rrﬁ. .'Fflhe
title conpountf WASOSH? ARHORY ATy ety e i ne
as RIR2NH, tetrahydrofurfurylam ne as. .-R3-(CH2) m NH2
and et hylthi ooxamate as RAC(S)NH2, 15 MS(ES j-) 476
(M+rH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -153 Exanpl e

243 ////Z(/ \ \\?/O/o\

IS

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,

tetrahydrofurfurylamine as R*-(CHy)n-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ES+) 510 (M+H)™.

Example 240

10 rac-5-[2-(4-Methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1-(tetrahydro-furan-2-
ylmethyl)-1H-pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

Ao

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
tetrahydrofurfurylamine as. R*-(CHj),,-NH; and 2-(4-methoxyphenoxy)ethanethioamide
15 as R*C(S)NHz, MS(ES+) 540 (M+H)*.



rac- 2- Met hyl -
[ 2- (6-net hyl -pyridin-3-yl)-thiazol -4-yl]

WO 1eogetssahydr o- f ur an- 2- PCT/EP2003/014721

10

15

| Hpyrrol e-3- carboxylic aci

yl met hyl ) - 1H pyrrol e- 3-car boxylic acid

(2-ethyl -hexyl)-am de 5 The tifshe compound was

obt ai ned using 2-ethyl -hexyl amne as R R2NH,
tetrahydrof urfuryl am ne asgRas;fiehid) m NH2 and

6- met hyl - pyri di ne- 3- car bot hroam de as R4C(S) NH2i

MS( ES+) 495. (M+H)*. Exanple 244 10

52 Netiyyl- @-r{dZn-I@WlﬁthﬁEo&Ml} tztrhahsall-tfeteydah dlro(ﬁlﬁinr 28]lmethyl)-
ydr o-'f ur an- 2?/ rreth% rro(ilig2 %boy @a(:ld
(2- et hyl - hexy 3 r%?’ E%Xlg

obt ai ned usi ng 2-ethyl -hexyl am ne as RLR2NH,
tetrahydrofurfurylam ne as. R3-(CH2) m NH2 and

pyr azi ne- 2- car bot hi oam de asy 15 RAC(S) NH2, MS(ES+)

482 (MrH) +. WD 2004/ oaofrsgg A 557%@%014721 - 154
Exanpl e 245 rac- 1-(2- Met hoxy- ) -5-
[ 2- (4- met hoxy- phenyl) -t hi azol A4-yl] -2-nmethyl -

(2-et hyl -hexyl)-am de 5
The title conmpound was obtai ned using

2-ethyl -hexyl anmine as R RZNH, net hoxyet hyl ami ne as

R3- (CH2),Y,-NH2 and 4-met hoxyphenyl thioam gez as R
Al gle:qgnpound was obtained using 2-ethyl-hexylamine as R

tetrahydrofurfurylamine as R?~(CHa)-NH, and 2-ethyl-4-pyridine carboth1am'1de as
R*C(S)NH,, MS(ES+) 509 (M+H)",

Example 242

rac-4-(4-(2-Ethyl-hexylcarbamoyl)-5-methyl-1-(tetrahydro-furan-2-ylmethyl)-1H-pyrrol-
2-yl}-thiazole-2-carboxylic acid ethyl ester

Lo
0

The title compound was obtained using 2-ethyl-hexylamine as R'R°NH,
tetrahydrofurfurylamine as R’-(CH,)m-NH, and ethylthiooxamate as R*C(S)NHa;
MS(ES+) 476 (M+H)".



MS( ES+) 484 (M+H) +. Exanple 246 10
rac-1- (2- Met hoxy-et hyl)-5-[2-(4-met hoxy-phenoxynet hyl )
WO tivdagmsBs 4-yl ] - 2- net hyl -1 H pyrrol e- 3- car boxyPCTVERZOS014721
(2-ethyl -hexyl)-amde .p ~ The title conmpound was
obt ai ned using 2-ethyl -hexyl anjgze. as RLIR2NH,
nmet hoxyet hyl am ne as R3-( CH2) m NH2 -and

2- (4- met hoxyphenoxy) et hanetdyhgaEde as 15 RAC(S) NH2,
MS(ES+) 514 (M+H) +. WD 2004 706%888 PCT/ EP2003/ 014721

- 155 Exanpl e 247 rac-1-(2-Met hoxy- et hyI) - 2- net hyl -
[ 2- 7(616-2FMEW1-5H§2¥(|6dhathyl3pyr}dlﬁ 3§l elgia ] -44 l}/-ll} tetildﬂydro furan 2-

pyrro e- 3- |c

title co oungj%v% Hdﬂt%%?ense% f‘%‘?’f‘gﬁv a?r‘f‘?l %
as R R2NH, net hoxyet hyl am ne as R3- (CH2)mNH2 and
6- met hyl - pyri di ne- 3- car bot hi oam de as R4C(S) NH2,

MS( ES+) 469 (I\/H—|)+ Exanpl e '248 10 rac-
1- (2- Met hoxy- ethyl) 2=nmet h %\éyggrazm 2-yl -thiazol
-4-yl)-1H pyrrole-3- carhb c \ari

(2- et hyl - hexyl ) -am de

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
tetrahydrofurfurylamine as R*-(CH,)-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-yl)-1-(tetrahydro-furan-2-ylmethyl)-1H-
pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

///’L/”\ \N\Y(j
o

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
tetrahydrofurfurylamine as_Rs-(CHz)m-NHz and pyrazine-2-carbothiocamide as
15 R*C(S)NH,, MS(ES+) 482 (M-+H)".



M p\I11/\) 5 The title conpound was obtai ned using

2-et hyl - hexyl am ne as R R2ZNH, net hoxyet hyl am ne as
WORB04/05@B¥s NH2 and pyrazi ne- 2- car bot hi oam de aBCT/EP2003/014721

RAC(S)NH2, 15 MS(ES) 456 (M+H)+. WD 2004/ 060888

PCT/ EP2003/ 014721 -156 Exanpl g4249

rac-1.-r(2-Cycl ohex- |-enyl-ethyl) -5-

[2-(2-ethyl-pyridin-4-yl)-thh@asRlx4-y!l ] -2-nmethyl - |

H pyrrol e-3-carboxylic acid Zé-etﬁyl-hexyl)-anide 5

The title conmpound was obtained using

2ael HgtMbtbiyy-athyl)e5- &B(RrRﬂNH;y e -thiazol- 4-yl ]-2-methyl-1H-pyrrole-3-

cyclohexenyl)ethyl m
2-et hyl - 4- pyrldlne ca o?% gﬁgggﬁié”qgﬁ%PgENHz
MS(ES+) 533 (M+H) +. Exanple 250 10 :
rac-5-[ 2-(2-Chl oro-phenyl)-thiazol-4-yl]-1-furan-2-yl m
ethyI-2-nethyI-IFprrroIe-Siﬁgfékoxylic acid
wa
\

(2-ethyl -hexyl)-amde 'r 9 %yKETK

\

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+) 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

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
methoxyethylamine as R>-(CH,),-NH; and 2-(4-methoxyphenoxy)ethanethioamide as
15  R*C(S)NH,, MS(ES+) 514 (M+H)™.



The title conpound was obtai ned using
2-et hyl - hexyl am ne as RIR2ZNH, 3- furyl net hyl am ne as

W04 NH2 and 2- chl or o- phenyl thi oam de aBCT/EP2003/014721

10

15

RAC(S) NH2, 15 MS(ES) 510 (M+H)+. WD 2004/ 060888

PCT/ EP2003/ 014721 - 157 Exagpde 251 rac-1

Fur an- 2-yl nmet hyl - 5-[ 2- (4- et hoxy- phenyl ) -t hi azol - 4-yl ]
-2-met hyl - 1H-pyrrol e- 3- caphexé b4y aci d
(2-ethyl-hexyl)-amde 5 The title conmpound was

obt ai ned using 2-ethyl - hexyl am ne as R R2ZNH, 3-

f uw&-lr@m,«étaa’gzah - Re(HPHS) [ (SHR cthpldpytidintgy-yilasolyd-yl] - 1H-
p

;2{20?? de as }%O e-l\g:lgellrbo%(:géﬁ)(z-se:%?yl-%w-tami@(anpl €
rac-5-[2-(2-Ethyl-pyridin-4-yl)-thiazol-4-yl]-1-furan-
2-yl met hyl - 2- net hyl - 1H pyrrol e- 3- carboxylic acid
(2-ethyl -hexyl)-amde rr~ The title conmpound was

obt ai ned usi ng 2-et hyl - hexyl ani ne R1IR2NH, 3-

furyl met hyl am ne as R3-( n‘k and

2-ethyl -4-pyridine carbdthiampde as 15 RAC(S) NH2,

M5( ES+) 505 (M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
methéxyethylamine as R*-(CH,)m-NH; and 6-methyl-pyridine-3-carbothioamide as

RYC(S)NH,, MS(ES+) 469 (M+H)".

Example 248

rac-1-(2-Methoxy-ethyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-
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+) 456 (M+H)™,



-158 Exanple 253 rac-1 -
(4- Met hoxy- benzyl ) - 2- met hyl - 5- (2- et hyl -t hi azol - 4-yl) -
wQa kbopwsasss e- 3- car boxylic acid (2-ethyl-hexyl)PaVER®0H014721
The title conmpound was obtai ned using
2-ethyl - hexyl am ne as R R2NH, ;4 _net hoxybenzyl ani ne as
R3- (CH2) m NH2 and t hi oacet am o][e as R4AC(S) NH2, NMS(ES+t)

454 (MrH)+. Exanpl e 254 1fyamole 249
rac-5-[ 2- (2- Chl or o- phenyl )~V APRSE2 4- y1 ] - 1- ( 4- met hoxy-
benzyl)-2-nmethyl -1 H pyrrol e-3- carboxylic acid -

'(%ic—qg(hy(gydl’kﬁi%ﬂﬂg@ﬁeﬁ%)&@—@feﬂyﬂﬁ?ﬁdﬁ% @ﬁmpmq -Wafethyl-1H-
obt al ne usi n -e - nex am , 4"
met hoxybenzy| ng ﬁ@feai'cﬁg%)éﬁ?fﬁqmﬂﬂﬁxy ﬁamlée

2-chl oro- phenyl thioam de as RAC(S)NH2, - 15 MS(ESt)
550 (MrH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -159

Exanpl e 255
; 8 L

5 The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, 2-(1-
cyclohexenyl)ethylamine as R’-(CH3)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

b

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 3-
furylmethylamine as R®-(CH,)m-NH, and 2-chloro-phenyl thioamide as RYC(S)NHa,,
15 MS(ES+) 510 (M+H)™.



rac- |- (4-Methoxy-benzyl)-5-
[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ]

WO 200am60398 - | H- pyrrol e- 3-carboxylic acid PCT/EP2003/014721

10

15

(2-ethyl-hexyl)-amde 5 The title conmpound was

obt ai ned using 2-ethyl -hexyl anshe as R R2NH, 4-

nmet hoxybenzyl am ne as R3- (CH2)m NH2 and

4- met hoxyphenyl thioam de gg,R40S)NH2i  MS(ES+) 546

(MrH) +. Exanpl e 256 10

rac- 1- (4- Met hoxy- benzyl) 5-[2--(4- et ho) cy- phenoxynet h

Yiak-1t ira A Ol ylfreyihyll -52 LT@LﬁMho h@fx‘)ﬂI ﬂh@zo&lc}ar baxythilc1H-pyrrole-3-
aci d“(2-et hyI hex ) -am de nd was

obt ai ned using 2- ef nyi]fé)% . 4-

met hoxybenzyl am ne as R3- (CH2)mNH2 and

2- (4- met hoxyphenoxy) et hanet hi oam de as 15 R4C(S) NH2,

M5( ES+) 576 (M+H)+. WO 2004/ 60888 PCT/ EP2003/ 014721

-160 Exanpl e 257 rac-5-
[2-(2-Ethyl-pyridin-4-yl)
-1- (4- met hoxy- benzyl ) - 2-

“pyrrol e-3-carboxylic acid (2-%¥thyl -hexyl)-anide 5 The

title conpound was obtained using 2-ethyl-hexyl am ne
as R R2NH, 4- net hoxybenzyl am ne as R3 (CH2) m NH2 and

2-ethyl -4-pyridine carbothiam de as R4C(S) NHZ,
W@@E}Sﬁ):omsu(ld/ﬂw@ abtained using 2-ethyl-hexylamine as R'R“NH, 3-

furylmethylamine as R’-(CH,)m-NH, and 4-methoxyphenyl thioamide as R *C(S)NH,,
MS(ES+) 506 (M+H)™.

Example 252

rac-5-[2-(2-Ethyl-pyridin-4-yl)-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’-(CH,)m-NH; and 2-ethyl-4-pyridine carbothiamide as
R'C(S)NH,, MS(ES+) 505 (M+H)",



Exanpl e 258 10
rac-1- (4- Met hoxy- benzyl)-2-net hyl -5-[ 2- (6-net hyl - pyri d
WO 20030yi8¥s t hi azol - 4-yl ] -1H pyrrol e- 3- car boxyl PCT/BR20d3/014721
(2-ethyl -hexyl)-am de The title conpound was obt ai ned
usi ng 2-ethyl - hexyl am ne as R f83N\H, 4-
nmet hoxybenzyl am ne as R3-(CH2) m NH2 and
6- net hyl - pyri di ne- 3- car bot lﬁx@mgedgssas 15 RAC(S) NH2,
M5(ES+) 531 (M+H)-'. WD 2004/ 060888 PCT/ EP2003/ 014721
-161 Exanpl.e 259 rac-
| dcAl-KeMiahyxybieanzyl)-R-Retipt-by( R-rheth @~ thyazalz 1y1) 21 i pytdoiead-@arboxylic

1 -4-y1)-1Hpyrrol e- 3- oxy i id.
(2-et hyl - hexyl ) -am.de a&a&o@é&%eﬁﬁia??lgeconpound was
obt ai ned usi ng 2-ethyl-hexyl anj ne as RLR2NH, 4-
nmet hoxybenzyl am ne as R3-( m NH2 and
pyrazi ne- 2- car bot hi oani de a N%I&, M5( ES+) 518
(MrH) +. Exanpl e 260 10 \_/
rac- 1-(3- Met hoxy- propyl ) r2- et hyl - 5- (2- met hyl -t hi azol -
4-yl)-1H pyrrol e- 3-carboxylic i d
~

(2-ethyl -hexyl)-am de N ~~r

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH,)m-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

°~

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 4-
methoxybenzylamine as R3¢(CH2)m-NH2 and 2-chloro-phenyl thioamide as R*C(S)NHS,,
15 MS(ES+) 550 (M+H)™.



The title conpound was obtai ned using

2-et hyl - hexyl am ne as RLR2NH, net hoxyet hyl am ne as
WORB0405@B¥sT NH2 and t hi oacet am de as RAC(S) NH2, POVBEEDS3/014721

406 15 (M+H)+. WD 2004/ 060888 PCT/ EP2003/014721 -162

Exanpl e 261 rac-5- [2-(4-Methopgg-phenyl)-thiazol-4-yl]

-1- (3-nmet hoxy-propyl)-2-nmethyl- | H pyrrol e-

3-carboxylic acid (2-ethyl thexplersam de \g 5 The
title conpound was obtai ned using 2-ethyl-hexyl ani ne
as RIR2NH, = net hoxyet hyl am ne as R3-(CH2) m NH2 and

?mwt'ﬁﬁ;@%&bﬁﬁ-l&’)hniyh)i-@éﬁ?ﬁ(#&nahoﬂﬁﬁeﬁyﬁlﬁlﬁiazolkﬁ&ﬁ&*me&%lH-pyrrole-
‘+. Exanpl'e 262 r.ag-H-_ . .

L2 (4 Vet hoxy- phenStRET RS 154 CrpitgBroR-gmie. 1.

(3-nmet hoxy-propyl) -2-nethyl-1 H 10 -

pyrrol e-3-carboxylic acid (2-ethyl-hexyl)-am de The

title conpound was obtai ne sing 2-ethyl-hexyl am ne

as R R2NH, net hoxyet hyl api{gé/ (CH2) m NH2 and

2- (4- met hoxypheno) cy) et hanet hj oali de as R4C(S) NH2,
M5( ES+) 528 (M+H) +. 15

~

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 4-
methoxybenzylamine as R>-(CHz)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NHo,
MS(ES+) 546 (M+H)™.

Example 256

10  rac-1-(4-Methoxy-benzyl)-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

H@;&%Q

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, 4-
methoxybenzylamine as R>-(CH;)-NH, and 2-(4-methoxyphenoxy)ethanethioamide as
15 R'C(S)NH,, MS(ES+) 576 (M+H)™.



WD 2004/ 060888 PCT/ EP2003/ 014721 -163 Exanple 263
rac- 4-

wQ do0¢Ae@Bhy| - hexyl car banmoyl ) - 1- ( 3- met hoxy- pr opp¢I/EB2008014721
hyl -1 H pyrrol -2-yl] - thiazol e-2-carboxylic acid ethyl
ester \ \ O5 The title conpoupgd was obtained using
2-et hyl - hexyl am ne as RLR2NH, net hoxyet hyl - am ne as

R3- (CH2) m NH2 and et hyl t hi the~as R4C(S) NH2,
MS( ES+) 564 ( M+H) +. Exaan(E_"Zg%_z?%

- Met hoxy-propyl) -2-nmethyl- 5 -

(2- pyrsapL (2-Ethyl- ;qmlamyl) Ahikol-4-H J‘ﬂ‘(@’ﬁq@ﬂio ‘b%nzyl)]-Q-meth 1-1H-
car béxy |c aci dmééle%% ggl)%sc% mggf}ﬁsﬂ(y ry The
title conpound &HICATER dn@ g f ani ne

as R R2NH, net hoxyet hyl am ne’ as R3- (CH2)mNH2 and

pyrazi ne- 2- car bot hi oam de as ,R 4C(S) NH2, MS(ES+) 470
(M+rH) +. 15 WD 2004/ 060888 / EPiﬁ\\OM?Zl -164

5 The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 4-
methoxybenzylamine as R>-(CHz)n-NH; and 2-ethyl-4-pyridine carbothiamide as
*C(S)NH,, MS(ES+) 545 (M+H)".

Example 258

10 rac-1-(4-Methoxy-benzyl)-2-methyl-5-[2-(6-methyl-pyridin-3-yl)-thiazol-4-yl]- 1H-
pyrrole-3-carboxylic acid (2-ethyl-hexyl)-amide

oo

N

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH, 4-
methoxybenzylamine as R’-(CHj),-NH; and 6-methyl-pyridine-3-carbothioamide as
15 R'C(S)NH,, MS(ES+) 531 (M+H)™.



10

Exanpl e 265 rac-5-[2-(2-Chloro-phenyl)-thiazol-4-yl]
-2-met hyl -1 -t hi ophen-2-yl net hyl -1 H pyrrol e- 3-

w@ a00bos0g8s ¢ acid (2-ethyl-hexyl)-amde 9 Q' 5PdhEP2003/014721
title conpound was obtained using 2-ethyl-hexyl am ne
as R RZNH, 3- (am nomet hyl )t hijgphene as R3- (CH2) m NH2
and 2-chl oro-phenyl thioam de as ‘RAC(S)NH2, MS(ES+)

526 (M+H) +. Exanple 266 10 :

£ 8c- 5 2- ( 4- Net hoxy- phenyl PERRSZ? . 4-y1]-2-nethyl -1 -t

hi ophen-2-yl met hyl -1 H pyrrol e- 3-carboxylic acid-

“( 2-/8L-hyl-Nemvky-bamyBies-nretisyl-F0@-pyrhtig- L ANPOASBH4 WRST H-pyrrole-3-
obtrgé"n}ej(d usi n? 2- etyﬂﬁl - e@%?@' f)gﬁﬁg Rzil}lg 3{9@ By

(ami nonet hyl ) t hi opffERvds? ?@ﬂ@'j ag

4- met hoxyphenyl thioam de as 15 RC(S) NH2, MS(ES+) 522
(M+H) +. WD 2004/ 060888 PCT/ ER2003/ 014721 -165 Exanpl e

267 rac-5- [2-(4-Methoxy-ph ymet byl ) -t hi azol - 4-yl ]
-2-methyl - | -thiophen-2- !
pyrrol e- 3-carboxylic aci

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH, 4-
methoxybenzylamine as R3-(CH2)m-NH2 and pyrazine-2-carbothioamide as R4C(S)NH2,
MS(ES+) 518 (M+H)™. :

Example 260

rac-1-(3-Methoxy-propyl)-2-methyl-5-(2-methyl-thiazol-4-yl)-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 thioacetamide as R*C(S)NH,, MS(ES+) 406

15 (M+H)".



rr6 5 The title conpound was obtai ned using
2-et hyl - hexyl am ne as R R2NH, 3-

w@ 2004060888 hyl )t hi ophene as R3- (CH2) m NH2 and PCT/EP2003/014721

10

15

2- (4- met hoxyphenoxy) et hanet hi oam de as RAC(S) NH2,

MS( ES+) 552 (M+H) +. Exanple 26810
rac-5-[2-(2-Ethyl-pyridin-4=yl)-thiazol -4-yl]-2-nethyl
-1 -t hi ophen- 2-yl net hyl - | H gpyh ﬁ@lzg t 3=carboxylic acid
(2- et hyl -hexyl )-am de The titlTe conpound was obt ai ned
using 2-ethyl-hexylam ne as RIRZNH, 3-

(rmﬂ@ﬁmmﬂhb 4 ﬁﬁ"ﬁﬁ'&u&‘@#@%& J- G nmethbig - puogyl)-2-methyl-1H-pyrrole-
2-et Ayl -4-pyriding ¢ ) NH2i

MS(ES+) 521 (M+H)3 "g‘b‘o %%Q@Slﬁﬁ’%%ggs/ 014721

- 166 Exanple 269 rac-1-

[ 2- (3, 4- Di net hoxy- phenyl ) - et hyl ]

-2-methyl -5-(2-nmethyl -thiazof-4-yl)-1 H pyrrole-
3-carboxylic acid (2-ethyl de O 5 The title
conmpound was obtai ned using™ 2- ethyl - hexyl am ne as

RIR2NH, honoveratryl ani‘ne asy R3-(CH2) m NH2 and
t hi oacet ami de as RAC(S) NH2, NMS(ES+) 498 (MtH) +.

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH,
methoxyethylamme 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-
pyrrole-3- carboxyhc acid (2-ethyl-hexyl)-amide

oo

The title compound was obtained using 2-ethyl-hexylamine as R'R’NH,
methoxyethylamine as R*-(CH,)m-NH; and 2-(4- methoxyphenoxy)ethanethloamlde as
R*C(S)NH,, MS(ES+) 528 (M+H)".



Exanple 270 1o rac- 1-

[ 2- (3, 4- Di net hoxy- phenyl)-ethyl]-5-[2-(4-nnmethoxy-pheno
wo goveibngsy - t hi azol -4-yl] - PCT/EP2003/014721

2-met hyl - 1H pyrrol e- 3-carboxylic acid

(2-ethyl -hexyl)-am de rj~ Theigsi-tl e conmpound was

obt ai ned using 2-ethyl -hexyl am ne as Rl R2ZNH,

honoveratryl am ne as R3- ( ClHumpN4s3and

2- (4- met hoxyphenoxy) et hanet hi oam de as 15 R4AC(S) NH2,

M5( ES+) 620 (M+H) +.. WO 2004/ 060888 PCT/ EP2003/ 014721

- 1&?A4EiéafﬁaEélyﬂ-ﬁdxyk—aﬂlmgdyl)51 -(3-methoxy-propyl)-5-methyl-1H-pyrrol-2-yl]-

- [ 2- (4- met hoxy- phen i

-2-nmet hyl -1 H pyrr o?{ié)aéélpz oxy){g'll%:lll%%eglyl ger

-met hoxy-propyl) -amde 5 The title conpound was

obt ai ned usi ng net hoxypropyl am ne as Rl R2ZNH,

butyl am ne as R3-(CH2),,, - and 4- et hoxyphenyl

t hi oam de as R4C(S) NH2, I~ AMH) +. Exanpl e

272 : :

1-Butyl - 2-net hyl - 5-(2-pyrazi ny2-yl -thiazol -4-yl)-1H py

rrol e-3-carboxylic acid. (3- X0 nethoxy-propyl)-am de

s J The title compound was obtai ned using

nmet hoxypropyl am ne as R R2NH, butyl am ne as

5 The title compound was obtained using 2-ethyl-hexylamine as R'R>NH, methoxyethyl-
amine as R>-(CH,),-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

RN

The title compound was obtained using 2-ethyl-hexylamine as R'R*NH,
methoxyethylamine as R*-(CH,)-NH; and pyrazine-2-carbothioamide as RC(S)NHs,
MS(ES+) 470 (M+H)".

15



R3- (CH2) m NH2 and pyrazi ne- 2-car bot hi oam de as
RAC(S) NH2, MS(ES+) 414 (M+H)+. WD 2004/ 060888
wWEOABRRREO3/ 014721 -168 Exanple 273 PCT/EP2003/014721

1- I sobutyl - 2- et hyl - 5- (2- pyrazi n-2-yl -t hi azol - 4-yl)-1H
-pyrrol e-3-carboxylic acid (3-gfet hoxy-propyl) -ande

5 The title conpound was obtai ned usi ng

met hoxypr opyl am ne as R R2pHLhigobsit yl amine as

R3- (CH2) m NH2 and pyrazi ne-2- cﬁar bof hi oani de as

RAC(S) NH2, MS(ES+) 414 (MrH)+. Exanple 274
' Puck211-22-Chlovo phihMhipzdl Hi-Az-0l méthyl-1 -thiophen-2-ylmethyl-1H-pyrrole-3-

- 1- cycl ohexyl fret hyl -,2- et hyl, - role-3-; 10
carboxylic acid (fa%?&@%_\*}é{%#%%g/ﬁiﬁbd%m% Cl The
title conmpound was obtai ned using net hoxypropyl am ne
as R R2ZNH, am nonet hyl cycl ohexane as R3-( CH2) m NH2
and 2-chl or o- phenyl thi oami; RAC( S) NH2, NMS( ES+)
486 (MrH) +. 15 WD 2004/ 060888) CT@OOB/ 014721 - 169

Exanmpl e 275 ‘ . é’ Nt
4

5 The title compound was obtained using 2-ethyl-hexylamine as R'R’NH, 3-
(aminomethyl)thiophene as R’>-(CH,)m-NH; and 2-chloro-phenyl thioamide as
R'C(S)NH,, MS(ES+) 526 (M+H)™.

Example 266

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

e

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, 3-
(aminomethyl)thiophene as R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as
15 R'C(S)NH,, MS(ES+) 522 (M+H)".



1- Cycl ohexyl et hyl - 5-
[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ]

WO 200am60398 - | H- pyrrol e-3- carboxylic acid PCT/EP2003/014721

10

(3-nmet hoxy-propyl)-anmide 5 The title conmpound was

obt ai ned usi ng et hoxypr opyl a_nﬂégg as R R2NH,

am nonet hyl cycl ohexane as R3-( )m NH2 and .

4- met hoxyphenyl thi oam de ag &%&) NH2, MS(ES+) 482
(MrH) +. Exanple 276 10 i

1- Cycl ohexyl met hyl - 5-[ 2- (4- met hoxy- phenoxynet hyl )-thi a

| ' (Z&%I_-S—rrg%-ﬁ%—])l(\g%g?%tﬁiﬂér{dgﬁpgﬂhygﬁgia??l%—gﬁmﬁ?élg)ﬁgﬂg -tiiﬁj'sp%en-Z-ylmethyl— 1H-
obt ai ned usi ng %’égoﬁeég]fﬂr?bé’ﬁ@fcaﬁﬂ%@'%fﬁﬁg)eﬁﬁﬁm%e

am nonet hyl cycl ohexane as R3-(CH2) m NH2: and
2- (4- nmet hoxyphenoxy) et hanet hi oam de 15 as RAC(S) NH2,
MS(ES+) 512 (M-H) +. WD 2004/,060888 PCT/ EP2003/ 014721

-170 Exanpl e 277 1- Cycl ohefyHret hyf35-
[2-(2-ethyl-pyridin-4-yl a “4-yl ]
-2-nmet hyl - 1H pyrrol e- 3- carbéfyl ic acid

(3-nmet hoxy-propyl)-anmide 5 The title conmpound was
obt ai ned usi ng met hoxypropyl am ne as Rl R2NH,

am nonet hyl cycl ohexane as R3-(CH2) m NH2 and

2-ethyl -4-pyridine carbothiam de as R4C(S) NH?

Wb e Fomgoud/weg obtained using 2-ethyl-hexylamine as R'R NH, 3-

(aminomethyl)thiophene as R®-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide
as R'C(S)NH,, MS(ES+) 552 (M+H)™.

Example 268

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

A

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH, 3-
(aminomethyl)thiophene as R*-(CH,)m-NH, and 2-ethyl-4-pyridine carbothiamide as

15 R'C(S)NH,, MS(ES+) 521 (M+H)".



Exanpl e 278 10
1- Cycl ohexyl net hyl - 2- met hyl - 5- (2- pyrazi n- 2-yl -t hi azol -

wd2004)p6BBS pyrrol e- 3-carboxylic acid PCT/EP2003/014721

10

15

(3-nmet hoxy-propyl)-amide N. S The title conmpound was
obt ai ned usi ng et hoxypropyl ankge as R R2NH,

am nonet hyl cycl ohexane as R3-(CH2)m NH2 and

pyr azi ne- 2- car bot hi oam de Eﬁam§5zg§¢q S) NH2, MS( ES+)
454 (MrH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -171
Exanpl e 279 5- [2-(, 4- Met hoxy- phenyl)-thi azol -4-yl]

" rad=Tred-( - Dﬁnet}(dx@tp’}ﬁhylbi-red}yl]ul-aﬁ‘etﬂylw (Petresty)-thidzdh4-yl)- 1H-pyrrole-

pyrrol e- 3-car boxy%{ &%)ac 1cta(c§d etﬁ@x%x%%%dz am de 5

The title compoun an

nmet hoxypropyl am ne as R R2NH, et rahydr of urfuryl am ne
as R3-(CH2) m NH2 and 4-net ho henyl thi oam de as
RAC(S) NH2, M5(ES+) 470 (MrHEX+-{Bxanple 280 10 5-

[ 2- (4- Met hoxy- phenoxynet kyl ) - a o}-*4 yl] -2-nethyl -
| - (tetrahydro-furan-2-

yl met hyl ) - 1H-pyrro|e30arbo ic acid

(3-net ho) cy- propyl ) - am de %

The title compound was obtained using 2-ethyl-hexylamine as R 'R*NH,
homoveratrylamme as R°-(CH,)m-NH, and thioacetamide as R*C(S)NH,, MS(ES+) 498

(M+H)™.

Example 270

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

e

The title compound was obtained using 2-ethyl-hexylamine as R'R®NH,
homoveratrylamine as R>-(CH,)-NH; and 2-(4-methoxyphenoxy)ethanethioamide as
R*C(S)NH,, MS(ES+) 620 (M+H)".



The title conpound was obtai ned using

nmet hoxypropyl am ne as RLR2NH, tetrahydrofurfuryl am ne
W@300RB6(8EH2) , , , - NH2 and PCT/EP2003/014721

2- (4- met hoxyphenoxy) et hanet hi oam de 15 as R4AC(, S) NH2i

MS(ES+) 500 (M+H) +. WO 2004/ Q6Q888 PCT/ EP2003/ 014721

-172 Exanple 281 ‘

1- (2, Cycl ohex- 1| -enyl - et hyl gxanpR262- et hyl - pyri di n-4-yl.

)-thiazol -4-yl]-2-methyl-| pyrrol e-3-carboxylic

acid (3-nethoxy-prapyl)-anide H 5 The title conpound

WASB1 bt 5[ D4l nhi&h g - 0>l RzelpyyAm-Artles | RLFANbe- 32cafBoxylic acid

cycl ® exé%il ) et h(?/}'grapr?hh a RSéré)l(YSEIZ m I\}Ig|2$ and R

2-et hyl - 4- pyri di ne. ca?g'é?‘%}l%’ﬁﬁ' PYR-amigEy 5) NHD,

MS( ES+) 493 (M+H) +. Exanple 282 10 ‘

5-[12-(2-Chl oro-phenyl)-thiazol -4-yl]-I-furan-2-yl net hy

| -2-met hyl -1 H pyrrol e- 3- f boxyl i c acid

( 3- met hoxy- propyl ) -am deéﬁg\a\ *title conpound

was obtai ned using nmet hoxyprppyl/anine as R R2ZNH, 3-

furyl met hyl am ne as R3- ((‘CI—|2)§r/\ENH2 and 2-chl or o- phenyl

t hi oam de as RAC(S)NH2, 15 (ES+) 470 (MHH) +.

5 The title compound was obtained using methoxypropylamine as R'R®*NH, butylamine as
' R%-(CH,)m-NH, and 4-methoxyphenyl thioamide as R'C(S)NH,, 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

The title compound was obtained using methoxypropylamine as R'R?NH, butylamine as
R’-(CH,)m-NH; and pyrazine-2-carbothioamide as RYC(S)NH,, MS(ES+) 414 (M+H)™.



WD 2004/ 060888 PCT/ EP2003/ 014721 -173 Exanple 283
1- Furan- 2-yl net hyl - 5-

WO 2004460388 hoxy- phenyl ) -t hi azol - 4-yl] -2-net hyl PCT/EP2003/014721

10

15

| H pyrrol e-3- carboxylic acid (3-nethoxy-propyl)-amn de
5 The title conpound was obt qilggg usi ng

nmet hoxypropyl am ne as R R2ZNH, "3- furyl net hyl am ne as
R3- (CH2) m NH2 and 4- net homhioam de as

RAC(S) NH2, MS(ES+) 466 ( . npl e 284 10

1- Fur an- 2-yl met hyl - 5-

| I[ ’Z_{_fsé?{r{?%P%é{hﬁtﬁ@giﬁ%ﬁhﬂﬂ—tﬁii‘ioﬂi@}{lk‘ﬂHyﬁ)]rrdlg—Bf@%ﬁk&l&c acid (3-

e- 3-carboxylic acid (3- 10XYy-propyl ) -am de
~'\ ro The title compofiheiI<Pr8BY} 13%83 usi ng

met hoxypr opyl ami ne as R R2NH, 3- furyl net hyl am ne as
R3-(CH2),,,-NH2 and

2- (4- met hoxyphenoxy) et hanet

MS( ES+) 496 (M+H) +. WO fg?

i oami de as 15 RAC(S) NH2,

08878/6957/ EP2003/ 014721
\\

t hyl|- 532 ffet hyl - t hi azol - 4-yI

-174 Exanple 285
1- (4- Met hoxy-benzyl) - 2-
)-1H pyrrol e-3-carboxyli’c a

The title compound was obtained using methoxypropylamine as R'R®NH, isobutylamine
as R*-(CH,)m-NH, and pyrazine-2-carbothioamide as R*C(S)NH,, MS(ES+) 414 (M+H)".

Example 274

5-[2-(2-Chloro-phenyl)-thiazol-4-yl]-1-cyclohexylmethyl-2-methyl-1H-pyrrole-3-
carboxylic acid (3-methoxy-propyl)-amide

Vo Ny
© &

The title compound was obtained using methoxypropylamine as R'R®NH,
aminomethylcyclohexane as R*-(CH;)m-NH; and 2-chloro-phenyl thicamide as
RC(S)NH,, MS(ES+) 486 (M+H)".



(3 -methoxy-propyl) -amde N p\ N\ S5 The title

conpound was obt ai ned usi ng net hoxypropyl am ne as
WOR20R2M48881- et hoxybenzyl am ne as R3- ( CH2) m NH2CERB2003/014721

t hi oacet am de as RAC(S) NH2, MS(ES+) 414 (MtH) +.

Exanpl e 286 10 16

5-[ 2- (2- Chl or o- phenyl ) -t hi azol™- 2’y|]-1-(4-nethoxy-benz

yl)-2-net hyl -1 H pyrrol e- 3- Fgar%o§¥$ic acid

(3- net hoxy- propyl ) -an de e title conpound

mas obt ai ned usi ng net hoxypropyl am ne as R R2NH, 4-

2 Ch ol%ﬁg@:ﬁﬁé W-@ﬁ% gg rx;]ﬁ%hé é}ﬁgi()”'t?uaégldél-yl]]_ -2~ methEyl 1H-pyrrole-3-

510 ( M+H) +. V\D 2ok adioasd ﬁ’@r?t propgh arpide -175
Exanpl e 287 1-(4- Met hoxy-benzyl)-5- [2-:

(4- met hoxy- phenyl ) -t hi azol -4-yl] -2-nmethyl -

H pyrrol e-3- carboxylic acigl (3-nmethoxy-propyl)-amn de
5 The title conpound was 0Db ingﬁ(?p%ng

met hoxypr opyl am ne as R E

5 The title compound was obtained using methoxypropylamine as R'R*NH,
aminomethylcyclohexane as R’-(CH,)m-NH, and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ES+) 482 (M+H)™.

Example 276

10 1-Cyclohexylmethyl-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid (3-methoxy-propyl)-amide 4

\)] 8; o

The title compound was obtained using methoxypropylamine as R'R*NH,
aminomethylcyclohexane as R’-(CHy)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide
15 as R'C(S)NH,, MS(ES+) 512 (M+H)".



met hoxybenzyl ani ne as R3-(CH2),,,-NH2 and
4- met hoxyphenyl thioam de as RAC(S)NH2. 506 Exanpl e

wQ3@4060888 (4- M et hoxy-b enzyl) - 5- [ 2- PCT/EP2003/014721

10

15

‘MB(ERtoh&FRndiMittd- Ez

(4- met hoxy- phenoxynet hyl ) -thiazol-4-yl ] -2-nmethyl- |

H - pyrrol e-3-carboxylic acid 3-nethoxy-propyl)-am de

The title conpound was obtai ned usi ng

met hoxypr opyl am ne as R R2 oFet hoxybenzyl am ne as.

R37(CH2) , , , - NHZ and D fre 277

2- (4- met hoxyphenoxy) et hanet hi oam de as 15 R4AC(S)f 1H2,
2 ARQBAR tiNeAd HPANO Ihethgl PH-pyrrole-3-

-176"Exanpl e 289 LZ gl J tgyl - pz[i di n?‘z}%{ld) $ B

_thi azol - 4-yl | (3-methoxy-propyl)-amide

-1- (4- met hoxy- benzyl ) - 2-nmet hyl -1 H pyrrol e- 3-

carboxylic acid (3-nethoxy-propyl)-amde ~I 5 The

title conpound was obt ai gj usi ng J t hoxypr opyl am ne

carb xylic aci

as R R2NH, 4- et hoxybenzyl ne _as -(CH2) m NH2 and
2-ethyl -4-pyridi ne carbophi ati de/ as AC(S) NH2,
MS(ES+) 289 (M+H) +. Exanpl e 290 10

4-11-(4- Met hoxy- benzyl ) -4-( t hoxy- propyl car banoyl ) -
5-met hyl -i H-pyrrol -2-yl]-

The title compound was obtained using methoxypropylamine as R'R®NH,
aminomethylcyclohexane as R>-(CH,)-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 481 (M+H)".

Example 278

1-Cyclohexylmethyl-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
acid (3-methoxy-propyl)-amide

‘iés

The title compound was obtained using methoxypropylamine as R'R*NH,
aminomethylcyclohexane as R’-(CH,)m-NH; and pyrazine-2-carbothioamide as
RC(S)NH,, MS(ES+) 454 (M+H)".



t hi azol e- 2-carboxylic acid ethyl ester The title
conpound was obt ai ned usi ng net hoxypropyl am ne as

wOoRMR2M8881- net hoxybenzyl am ne as R37( CH2) m NHXCHEPR2003/014721

10

15

et hyl t hi ooxamate as RAC(S)NH2., MS(ES+) 15 472 (VH) +.
WD 2004/ 060888 PCT/ EP2003/ 014{%11_ -177 Exanple 291

1- (4- Met hoxy-benzyl) - 2- et hyl

[ 2- (6-net hyl - pyridin-3-yl)gdhRi 4-yl] -1H pyrrol e-
3-carboxylic acid (3-nethoXy-j EErqg‘_‘lopy )-amde Qs 1. 5
The title conpound was obt ai ned using

r@{ig @mq(?e’ ng ns}g Bzl B?I}H -mfbthyl®Bt (Raiatheny ilramr2rgmathyl)-1H-

t |d|n - 3-car bat hi pam de
e RACL S) NHE YRS S posRE PRy e R Do e
1-(4 Met hoxy- benzyl ) - 2- met hyl - 5- (2- pyrazi n-2-yl -t hi azo
| -4-yl)-1H pyrrol e-3-carboxylic acid

(3- et hoxy- propyl ) - ani de l\l/'l'j_;:eﬁt itle conpound was
yjam.n

obt ai ned usi ng net hoxypr “R R2NH, 4-

The title compound was obtained using methoxypropylamine as R'R®NH,
tetrahydrofurfurylamine as R’-(CH3)m-NH; and 4-methoxyphenyl thioamide as
RYC(S)NH,, MS(ES+) 470 (M+H)™,

Example 280

5-[2-(4-Methoxy-phenoxyrmethyl)-thiazol-4-yl] -2-methyl-1-(tetrahydro-furan-2-
ylmethyl)-1H-pyrrole-3-carboxylic acid (3-.methoxy-propyl)—arnide

I I
e

The title compound was obtained using methoxypropylamine as R'R®NH,
tetrahydrofurfurylamine as R3-(CH,)m-NH; and 2-(4-methoxyphenoxy)ethanethioamide
as R*C(S)NH,, MS(ES+) 500 (M+H)".



10

15

met hoxybenzyl am ne as R37(CH2) m NH2 and
pyrazi ne- 2- car bot hi oam de as RAC(S)NH2, 15 MS(ES) 478

W@ Raokipeasss\O 2004/ 060888 PCT/ EP2003/ 014721 - 17BCEHXP20pS/@14721

293 5- [2-(2-Chl oro-phenyl)-thiazol -4-yl]
:2-net hyl -1 -t hi ophen- 2-yl net hyk, | H pyrrol e- 3-
carboxylic acid (3-nethoxy-propyl)-amde 8 CIl ' 5 The

title conpound was obtaineggﬁﬁﬂ%%%fethoxypropylanine

as RIR2ZNH, 3- (am nonet hyl "0 he as

R3 (CH2),,,-NH2 and 2-chl oro-phenyl thioam de as
Fg‘ﬁ@heﬂ\/ﬂeﬁﬁ@t ARG. [(2 batﬁyl ﬁ%@mheﬂ?aﬁazbm -yl]-2-methyl-1 H-

t hoxy= phenyl ) -
2o et hyl - | - PHTSaEEo 1}?@61%/434n PEpRyllzamide
carboxylic acid (3-methoxy-propyl)-amde 4 N5 The
title conpound was obtai ned_using nethoxypropylan1ne

as R1IR2NH, 3- (.am nonet hyk¥4 hi oph
R3-(CH2),,,-NH2 and 4- ngxﬁ hloanlde as 15
RAC( S) NH2i MS(ES+) 482 2004/ 060888

PCT/ EP2003/ 014721 é

The title compound was obtained using methoxypropylamine as R'R*NH, 2-(1-
cyclohexenyl)ethylamine as R®-(CHy)m-NH; and 2-ethyl-4-pyridine carbothiamide as
“C(S)NH,, MS(ES+) 493 (M+H)".

Example 282

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

Sas

The title compound was obtained using methoxypropylamine as R'R®NH, 3-
furylmethylamine as R’-(CH,)m-NH; and 2-chloro-phenyl thioamide as RYC(S)NH,,
MS(ES+) 470 (M+H)".



-179 Exanpl e 295
5-12-.(2-Ethyl -pyridin-4-yl)-thiazol-4-yl] -2-nethyl-

wo 2a0hioeqsBeNn- 2- yl met hyl -1 H pyrrol e- 3- car boxyl i BCHEPZN03/014721

10

15

(3-nmet hoxy-propyl)-anide 5 The title conpound was

obt ai ned usi ng net hoxypropyl am-ne as Rl R2ZNH, 3-

(am noret hyl ) t hi ophene as R3- ( )m NH2 and

2-ethyl -4-pyridine carbot higagi dg 285 R4C(S) NH2,

MS( ES+) 481 ( M+H) +. Exan‘ple—%g'—ﬂ)—

1-[ 2- (3, 4- D net hoxy- phenyl ) -et hyl ] -5-[ 2- (4- net hoxy- phe

‘noxmarmzlﬁmwﬂwlazqh =(4= rnétho;zy phenyl) thlazol -4-yl]-2-methyl-1H-pyrrole-3-
- met hyl - 1H-'pyrrol e

X
( 3- et hoxy pr opyF?r%Q?‘rﬁlf ‘14?/1(]3 {ﬁf’@ “BERIDBRas
obt ai ned usi ng et hoxypropyl am ne as Rl R2NH,
honmoveratryl am ne as R3-(CH2) m NH2 and

2- (4- met hoxyphenoxy) et hanet |oam de as 15 R4AC(S) NH2i
M5( ES+) 580 ( M+H) +. V\D 20 60 /EP2003/ 014721 .

-180 Exanple 297 4- rret hoxy- phenyl)
-ethyl] -4-(3-net hoxy pr“opyl arbarmyl) 5-nmethyl -1 H
pyrrol -2-yl] -thiazol e-2-ca oxyllc acid ethyl ester '
, ol

The title compound was obtained using methoxypropylamine as R'R*NH, 3-
furylmethylamine as R’-(CH3)m-NH, and 4-methoxyphenyl thioamide as RYC(S)NH,,
MS(ES+) 466 (M+H)".

Example 284

1-Furan-2-ylmethyl-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-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 R*-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as
R*C(S)NH;, MS(ES+) 496 (M+H)".



01 5 The title conpound was obtai ned using
nmet hoxypr opyl am ne as R R2ZNH, honoveratryl am ne as

WOR3s04/OHBBs NH2 and et hyl t hi ooxamat e as RAC( S) NP2T/EP2003/014721

10

15

MS(ES+) 516 (I\/H—|)+ Exanpl e 298 10
1- Cycl ohexyl net hyl - 174 -
[ 2- (4- met hoxy- phenyl ) t hi azol - 4-y| 1 -2-nmethyl -

| H pyrrol e-3- carboxylic a%ég&fﬁﬁglo“ n-4-yl am de O |
I Nomi \ The title conpoun S obt ai ned usi ng
1- am no- nor pholi ne as R R2ZNH, am nonet hyl cycl ohexane

efHeHe Ph M2 2 aReth il el h@@hf;ﬂhﬁiaml 4-bii) a@vpgle ors3-cdrboxylic acid
R4§:(S NH2 I\/BHF%P 495. 3 \Agzobm 060888
PCT/ EP2003/ 014721 .-1 “E&lé RopRagide

- Cy" cl ohexyl net hyl - - - met hoxy- phenyl)
-thiazol-4-yl ] -2- methylflj H pyrrol e-3- carboxylic

acid piperidin-1-ylam de

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—prqpyl)—amide

Va8
7

The title compound was obtained using methoxypropylamine as R'R*NH, 4-
methoxybenzylamine as R*-(CH,)m-NH; and 2-chloro-phenyl thicamide as R*C(S)NH,,

MS(ES+) 510 (M+H)".



Nom 5 The title conpound was obtai ned using

1-am no- pi peridine as RLR2ZNH, am nonet hyl cycl ohexane
W@200RB6(88H2) m NH2 and 4- net hoxyphenyl t hi oam deCEHEP2003/014721

RAC(S) NH2, MS(1SP) 493.4 (MH) +. Exanple 300 10

1- (4-Chl or o- phenyl ) - 5- - 175 -

[ 2- (4=met hoxy- phenyl ) -t hi azol - 4-yl]

-2-nethyI-IFprrroIe-3- calempid 287 aci d butyl am de H

A~ ON C The title conpound was obtained using
butylan1ne as R R2NH, 4-chloroaniline as R3 (CH2) m NH2

prity -g’idfﬁﬂ%ﬁ@ﬁ%y - {hinothoicpiphasy| RAG(#S] 4] 24 HR-pyerole-3-
-182 E§am§? e 301 1%8}’ R4 08 Pfﬁeﬁf%@cﬁyg@%ﬁﬁé@

exy
[2-(4- met hoxy- phenyl ) -thiazol -4-yl]

-2-met hyl -1 Hpyrrol e-3- capboxylic aC|d
(3, 4-di net hoxy phenyl ) - a)yiﬁé)\t

3

O\

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)NH..

506

Example 288

10 1-(4-Methoxy-benzyl)-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid (3-methoxy—propyl)-amide

oSO
\

Q

~

The title compound was obtained using methoxypropylamine as R'R*NH, 4-
methoxybenzylamine as R®-(CH,)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as
15  RC(S)NH,, MS(ES+) 536 (M+H)".



5 The title conpound was obtai ned using 3, 4-di met hoxy
aniline as R R2ZNH, am nonet hyl cycl ohexane as

WOR3s04/0HBBs NH2 and 4- net hoxyphenyl thi oam de aBCT/EP2003/014721
RAC(S) NH2, MS(ISP) 546.3 (MH) +. Exanple 302 10
1- Cycl ohexyl net hyl - 5-[ 2- (4- met pgxy- phenyl ) -t hi azol -4-y
] -2-methyl -1 H pyrrol e-3- carboxylic acid
(2-nitro-phenyl)-ani de ~Yr ngamE gbi tl e conmpound was
obt ai ned using 2-nitroaniline agez R2NH,
arri nomet hyI cycl ohexane as R3-(CH2) m NH2 and

{ db ]
Jmé ( NHD i§ hetidin- ulyll)oanﬁaz 438)-1- 1&&4&@? Yidr2i; 1)&5@%:&?) 1H-pyrrole-3

0608 /| EP2003/ 0147
Exanpl e 303 1- Q/SF‘ ‘f& ’P’Cg‘ oxy-propyl) Amide”

[ 2- (4- et hoxy- phenyl) th| azol 4-yl] -2-methyl -
1H pyrrol e-3- carboxylic aciqd

(4-trifl uoronethyl - pheryl der‘m title conpound
was obt ai ned using4tr|fl aniline as R R2NH,

am nonet hyl cycl ohexane a$ R34(CH2) m NH2 and
4- met hoxyphenyl thi oam de a RAC(S) NH2, M5(1SP) 554.3
(MtH) +. Exanpl e 304

°~

5 The title compound was obtained using methoxypropylamine as R'R*NH, 4-
methoxybenzylamine as R’-(CH,)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’-(CH;)m-NH, and ethylthiooxamate as RY'C(S)NH,., MS(ES+)
15 472 (M+H)".



1o N -{
1- Cycl ohexyl net hyl - 5-[ 2- (4- net hoxy- phenyl ) -t hi azol - 4-y

wo peo2ioemsshyl - | H pyrrol e- 3- PCT/EP2003/014721

10

15

car bonyl } - hydrazi necar boxylic acid ethyl ester. 0 0
The title conpound was obtainqgdyusing ethyl carbazate
as R R2ZNH, am nonet hyl cycl ohexane as R3- ( CH2) m NH2
and 4- net hoxyphenyl t hi oankgdgnals 29115 RAC( S) NH2,

MB(I SP) 497.4 (M+H)+. WD 2 /060888 PCT/ EP2003/ 014721
-184 Exanpl e 305 1-Cycl ohexyl net hyl -

T12¢4- Meﬂﬁix?@éhzﬁﬁ@%kﬂlgl b M@Jme‘thﬂlﬂyndm 3-yl)-thiazol-4-yl]-1H-pyrrole-
. -2-mét hyl -1 H pyrrol e-

(pyri di n- 2- yIne?h???o Hf8%529?%%“PVH?8P@%ﬁBBE%d was

obt ai ned using 2-(am nonet hyl ) pyri di ne as RLIR2NH,

am nonet hyl cycl ohexane as -(CH2) m NH2 and
4- et hoxyphenyl t hi oam de/a% R4C( H2, MS(1SP) 501.3
(MtH) +. Exanple 306 10 1 € t hyl - ,

[ 2- (4- met hoxy- phenyl ) - t Wi azo| - 4-yI] -2-nethyl -

| H pyrrol e-3- carboxylic acfdj (4-chloro-phenyl)-am de
The title conpound was obtaiyied using 4-chloro-aniline
as RIR2NH, ami nonet hyl cycl ohexane as R3- (CH2) m NH2
and 4- nmet hoxyphenyl thi oam de as

The title compound was obtained using methoxypropylamine as R'R*NH, 4-
methoxybenzylamine as R>-(CHj)m-NH, and 6-methyl-pyridine-3-carbothioamide as
R'C(S)NH,, MS(ES+) 491 (M+H)". -

Example 292

1-(4-Methoxy-benzyl)-2-methyl-5-(2-pyrazin-2-yl-thiazol-4-yl)-1H-pyrrole-3-carboxylic
acid (3-methoxy-propyl)- amlde

I é@v@

AN

The title compound was obtained using methoxypropylamine as R'R’NH, 4-
methoxybenzylamine as R’-(CH;)m-NH; and pyrazine-2-carbothioamide as R*C(S)NH,,
MS(ES+) 478 (M+H)".



15 RAC(S)NH2, MS(1SP) 520.3 (MrH)t. WD 2004/ 060888
PCT/ EP2003/ 014721 - 185 Exanpl e 307

wa20¢06Bexyl net hyl - 5- PCT/EP2003/014721

10

15

[ 2- (4- et hoxy- phenyl ) -t hi azol - 4-yl ]

- 2-met hyl - 1H pyrrol e-3- car baoxyki.c acid

(3, 4-dichloro-phenyl)-amde 5 The title conpound was
obt ai ned usi ng 3,4-dich|org§g5%kqg3as R1IR2NH

am nonet hyl cycl ohexane as - m NH2 and

4- met hoxyphenyl thioam de as R4AC(S)NH2, M5(1SP) 554.3

rac-I"- Cycl ohexyl net hyl.- 5-1 2- ( 4- met hoxy- phenyyl ) -t

-4-yl]-2- et hyl - FHPEFISF érmﬁfg}s’%R R '%{81\/‘18

sec-butylamde O The title conpound was obt ai ned

usi ng sec-butylamne as R R2NH

am nomet hyl cycl ohexane as ,R%- (CH2) mNH2 and

4- met hoxyphenyl thi oam de/as/ \15.R ) NH2a MS5( | SP)

466.4 (MrH) +. WO 2004/ 06:\ 8 8&/ P2D03/ 014721 -186
4

i azol

(MR @-Cﬁl@mﬂh@nﬁ%hilibl—4~ﬁg2 -methyl-1 -thiophen-2-y1meth?;l— 1H-pyrrole-3-

Exanpl e 309

The title compound was obtained using methoxypropylamine as R'R*NH, 3-
(aminomethyl)thiophene as R>-(CH,)m-NH; and 2-chloro-phenyl thiocamide as
R'C(S)NH,, MS(ES+) 486 (M+H)".

Example 294

5-[2-(4-Methoxy-phenyl)-thiazol-4-yl]-2-methyl- 1-thiophen-2-ylmethyl-1H-pyrrole-3-
carboxylic acid (3—methoxy—prppyl)-amide

&5l

The title compound was obtained using methoxypropylamine as R'R’*NH, 3-
(aminomethyl)thiophene as R®-(CH,)m-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ES+) 482 (M+H)™.



10

15

{1- Cycl ohexyl net hyl - 5-
[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ]

WO 2008060898 - | H- pyrrol -3-yl }- norpholin-4-yl - met PEMBPWO3/M4721

9 5 The title conpound was obtai ned using norpholine
as R R2ZNH, am nonet hyl cycl ohexgre as R3-(CH2), n- NH2
and 4-nmet hoxyphenyl thioam de as RAC(S) NH2, NM5(| SP)
480.3 (M+H)+. Exanpl e 310E%8mple 295

5- Met hyl -i soxazol e-3-carboxylic acid N -{

1- cycl ohexyl net hyl - 5-[ 2- (4- met hoxy- phenyl ) -

t5h[ 22 Ettgt-phidin-4-y1)-thiazol-4-yl] -2-methyl-1-thiophen-2-ylmethyl-1H-pyrrole-3-

-2-nmet hyl -1 H pyrr o%g)-éﬁfcca%@gg%L:élbgy_%;@p%}l)%mid'ghe title

conmpound was obt ar usi
5- met hyl i soxazol e- 3- car bohydrazi de as R R2NH,
am nonet hyl cycl ohexane as R3-(CH2) m - NH2 and

4- met hoxyphenyl thi oam de a6 15 R4C( S) NH2, M5(| SP)
534.3 (M-H) +. WD 2004/ 06088 { BP3Q03/ 014721 - 187
Exanpl e 311 { 1-Cy., cl ohegxyl trethyl - 5-| 2-

(4- et hoxy- phenyl ) - t hi azbl - iﬁl I
-2-nmet hyl -1 Hpyrrol -3-yl } - eri di n-1-yl - net hanone.
5 The title conpound was obtai ned using piperidine as
. R RZNH, am nonet hyl cycl ohexane as R3-(CH2) m NH2 and

-4- et hoxyphenc){l thi oam de as R4C(S) NH?, .'\/5(|1§P122 478. 3
wa

NH, 3-
(aminomethyl)thiophene as R’-(CHj)»-NH, and 2-ethyl-4-pyridine carbothiamide as
R*C(S)NH,, MS(ES+) 481 (M+H)™.

The title compound was obtained using methoxypropylamine as

Example 296

1-[2-(3,4-Dimethoxy-phenyl)-ethyl]-5-[2-(4-methoxy-phenoxymethyl)-thiazol-4-yl]-2-
methyl-1H-pyrrole-3-carboxylic acid (3-methoxy-propyl)-amide

o

\

The title compound was obtained using methoxypropylamine as R'R*NH,
homoveratrylamine as R*-(CH;)m-NH, and 2-(4-methoxyphenoxy)ethanethioamide as
R*C(S)NH;, MS(ES+) 580 (M+H)™.



(MrH) +. Exanple 312 10
5-[2- (4- Met hoxy- phenyl ) -thi azol -4-yl]-2-nethyl -1-phene
wo bool/obddspyr r ol e- 3- carboxylic acid butyl am depd@P2003/014721
title conpound was obtai ned using butylam ne as
R1R2NH, phenet hyl am ne as R3- gﬂ )m NH2 and
4- et hoxyphenyl thioam de as F% S)NH2, M5(ISP) 474.3
(MtH) +. 15 WD 2004/ 060888Egggg?§903/ 014721 -188
Exanpl e 313 1-(2-Cycl ohexyl-ethy 5-
[ 2-(4-nmet hoxy-phenyl ) -thiazol -4-yl] -2-nmethyl -

Hmymqua Q= ﬁméﬂgcts Wl- @wl}imtgtm&tﬁax;dgm@ ﬂéﬁﬂaahidyl)es -methyl-1H-
conpound was obt ai u ,

2-cycl ohexy! - ePH¢! %mgﬁlaggl %3. %%9—% ‘fﬁ@th@]&s er

4- met hoxyphenyl thi oam de as R4C( S) NH2, - M5( | SP) 480. 4

(MtH) +. 10 Exanpl e 314°1-(
[ 2- (4- met hoxy- phenyl ) - thi
-2-met hyl -1 H pyrrol e- 3- 7

5 The title compound was obtained using methoxypropylamine as R'R*NH,
homoveratrylamine as R®-(CH,)m-NH, and ethylthiooxamate as R*C(S)NH,, 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

The title compound was obtained using l-arﬁino-morpholine as R'R*’NH,
aminomethylcyclohexane as R>-(CHy)-NH, and 4-methoxyphenyl thioamide as
15 R*C(S)NH,;, MS(ISP) 495.3 (M+H)".



The title conpound was obtai ned using butyl am ne as

R1IR2NH, 3, 5-di net hyl benzyl am ne 15 as R3-(CH2) m NH2
w@nah4460388 hoxyphenyl thioam de as RAC(S) NH2i MI(T/BP003/014721

488.3 (MH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -189

Exanpl e 315 1- Cycl ohexyl met hyhgh:

[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl']

-2-met hyl - 1H-pyrrol e- 3- cagheil bsy aci d phenyl amide 5 .

The title conpound was obtai ne% ugsbl ng aniline as

R1R2NH, am nonet hyl cycl ohexane as - R3- ( CH2) m NH2 "and

4-11e aswznmu 1-3-[d-0nm ctieoxgspHRA @) -Bhidll 4 - NBQHS)hy# 8H-gyrrole-3-

(I\/HrH¥’+. arrp*e 2212@5- . X&}[Sp . 530 . Wﬁz ! 48

[ 2- (4- Met hoxy- phengPPOFRicasis pineridin-1-Yamidey, | .

| - (4-phenyl -butyl)-1H pyrrol e- 10 carboxylic acid

butyl am de The title conpoupd was obtained using

butyl am de as R R2NH, 4-pheqylbutyl ani ne as

R3- (CH2) m NH2 and 4- net hoxyghdnyl thi oam de as

RAC(S) NH2, MS(ISP) 502.3 (M+H) +_ 2004/ 060888

PCT/ EP2003/ 014721 -190 EA

1- (1-Ethyl -pyrrolidin-2-yl et hyl -

[ 2- (4- et hoxy- phenyl )-thiazol -4-yl} -2-nmethyl- | H

5 The title compound was obtained using 1-amino-piperidine as R'R’NH,
aminomethylcyclohexane as R>-(CH,)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*-
(CHy)m-NH; and 4-methoxyphenyl thioamide as R°C(S)NHz, MS(ISP) 480.3 (M+H)".

15



pyrrol e-3-carboxylic acid butylamde AlIl 5 The title
conpound was obtai ned using butylam ne as RLR2NH

wQ2qoanbesssret hyl ) - 1- et hyl pyrrolidi ne as R3- ( CHQTERA3/014721

10

15

and 4- et hoxyphenyl thioanm de as RAC(S)NH2, NM5(I SP)
481.3 (MrH) +. Exanpl e 318 10.3gg&ycl ohexyl net hyl -

[ 2-(4-i net hoxy-phenyl)-thiazol -4-yl]

- 2-met hyl -1H pyrrol e- 3- caEgﬁémnglacid am de H, N The .
title conpound was obtai ned using
aninonethylcyclohexane as R3-(CH2) m NH2 and

4 I@yH@KM@hﬂ }1-8.1> gahalosplRQl) Shidl4 53 GRlhyA 161 Byrrole--

4/0 088 [EF,’c 03/ @2 191
Exanpl e 319 5- C["1 HH% APidE v
-2-met hyl -1 -(2- nDrpholln 4-yl - ethyl) 1FprrroIe-
3-carboxylic acid butyl@n\de 5 The title conpound was
obt ai ned usi ng butylan1 as R RRNH, 4-(2-

am noet hyl ) nor phol i ne as (C}Q)n}NHZ and
4- et hoxyphenyl t hi oam de §§j&<;

The title compound was obtained using 3,4-dimethoxy aniline as R'R’NH,
aminomethylcyclohexane as R’-(CHz)m-NH, and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 546.3 (M+H)".

Example 302

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

o—\\ H
> " Y
ﬁj\@

The title compound was obtained using 2-nitroaniline as R'R*NH,
aminomethylcyclohexane as R>-(CHz)m-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 531.3 (M+H)™.



RAC(S) NH2, MS(1SP) 483.3 (M+H) +. Exanple 320 10
1- Cycl ohexyl net hyl -

W 200446038% hoxy- phenyl ) -t hi azol - 4-yl) PCT/EP2003/014721

10

15

-2-nmet hyl -1 H pyrrol e-3- carboxylic acid

(4-nmet hyl -thiazol -2-yl)-amdejgy.\ \~\ ' q 5 The
title conpound was obtai ned using:

2-am no-4-met hyl t hi azol e apxdh

am nonet hyl cycl ohexane as R3- m@) m NH2 and

4- met hoxyphenyl thioam de as 15 R4AC(S)NH2, MS(| SP)

" SO0IFCgclo n‘Ieth @Q‘ﬂin%ﬂ&&%plﬁﬁmﬁﬂﬁ@@% 91 47Rikthyl-182pyrrole-3-

[Ega?grl ?nst hoxy- Cé Wfs actl% nggkf%ﬂgVF thyl-phenyl)-amide

- 2-net hyl - 1H-pyrrol e-3- carboxylic acid butylam de 5
The title conpound was: aptai ned using butyl am ne as

RI R2NH, 3- et hoxybenzyl e as R3- (CH2) m NH2 and
4- et hoxyphenyl thi oam d C(S) NH2, MS(1SP) 490. 3
(MtH) +.  Exanple 322 1-(3, % \c \benzyl) 5-

[ 2- (4- met hoxy- phenyl ) -t hi az
-2-nmet hyl -i H pyrrole-3- 10 rboxyllc acid butyl am de

The title compound was obtained using 4-trifluoromethylaniline as R'R®NH,
aminomethylcyclohexane as R’-(CH,)-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 554.3 (M+H)",

Example 304

N'-{1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-
carbonyl}-hydrazinecarboxylic acid ethyl ester.

Y

o
" [\ \S/O/Q\
A

The title compound was obtained using ethyl carbazate as R'R®NH,
aminomethylcyclohexane as R*-(CH,)-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 497.4 (M+H)™,



The title conpound was obtai ned using butyl am ne as
RI R2NH, 3, 5-dichloroaniline as R3- (CH2) m NH2 and

wda200obi38y phenyl thi oam de as RAC(S) NH2, MS(| SRYT/BRB0R014721

10

15

(MrH) t. WD 2004/ 060888 PCT/ EP2003/ 014721 -193 Exanpl e
323 1-Indan-2-yl - 184 -

[ 2- (4- met hoxy- phenyl) t hi azol - 4-y|’] - 2- et hyl -

| H pyrrol e-3-carboxylic agkgmg}étg,bgam de i3 \N7 \ 5
The title conpound was obtained using butyl am de as
R1IR2NH, 2-am noi ndane as R3- (CH2) m NH2 and

: wm){%ﬁﬂ%éﬁﬁ@mﬂ Bﬂﬂqalﬁl&ﬁo@&pm)sﬂﬁ‘ﬁgl 4%@1%&)th}4&6{-@yrrole 3-

anpl
[ 2- ( 4- et hoxy- ph%aﬁé?}ﬁyhf RNt gﬁ'%e%) amide
-2-met hyl - 1H pyrrol e-3- 10 carboxylic acid
pyrimdin-2-ylamde N7 \ \ The title conpound was
obt ai ned usi ng 2-am nopyfi m di ne as RLR2NH,

am nonet hyl cycl ohexane a CH2) NH2 and
4- et hoxypheny! t hi oani de as NH2, MB(ISP) 488.3
(MtH)t. 15 WO 2004/ 060888 EP2003/ 014721

The title compound was obtained using 2-(aminomethyl)pyridine as R'R®NH,
aminomethylcyclohexane as R*-(CHj)m-NH; and 4-methoxyphenyl thioamide as
R'C(S)NH,, MS(ISP) 501.3 (M+H)™.

Example 306

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

Q
D \\7/@”\
Oﬁﬁj\&s

The title compound was obtained using 4-chloro-aniline as R!R®NH,
aminomethylcyclohexane as R*-(CHy).,-NH, and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 520.3 (M+H)".



-194 Exanple 325 1-(3, 4r
Di hydr oxy- benzyl ) -5-[ 2- (4- met hoxy- phenyl ) -t hi azol - 4-yl
wQ 2@4/061888/1 - | H pyrrol e- 3-carboxylic acid but yPEIER®OIAN4721
HO/ OH 5 The title conpound was obtai ned using
butyl ami ne as R RZNH, 3, 4 di hydeoxybenzyl am ne as
R3- (CH2) m NH2 and 4- met hoxyphenyl ‘thi oam de as

RAC(S) NH2, M5(1SP) 492. 3 (Meiddle sbxanpl e 326 10 ,
5-[_2-_(4-|vtethoxy-pheny|)-th*—%—l az0r~2-yl | - 2- et hyl - | - ( 3- pi
peridin-1-yl -propyl)-1H pyrrol e- 3-carboxylic acid

buf )d Gh lrhbthgfs -[_Mél-tdléth@xy‘lﬂm&)l)Pcﬁla\wl&l@l]tan‘mdﬂ/luﬁ pgrrole-3-

- but yf am ne as 3- i di
R3- ( CH2) m NH2 ar‘Fa cﬁ‘%i@p% }Sé?—[%r?w Sgﬁ,} 1(5‘e as
RAC( S) N2, MS(1 SP) 495, 415 (MH + WO 2004/ 060888

PCT/ EP2003/ 014721
:A N
éR?UQ

5 The title compound was obtained using 3,4-dichloroaniline as R'R*NH,
aminomethylcyclohexane as R>-(CH,)m-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 554.3 (M+H)".

Example 308

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

2
a/\\w\
ﬁ“m

The title compound was obtained using sec-butylamine as R'R®*NH,
aminomethylcyclohexane as R®-(CH,)m-NH; and 4-methoxyphenyl thioamide as
15 RAC(S)NH,, MS(ISP) 466.4 (M+H)".



10

15

-195 Exanpl e 327 rac-1I-Cycl ohexyl net hyl -
[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ]
WO 200am60398 - 1H- pyrrol e-3- carboxylic acid PCT/EP2003/014721

(5-hydroxy-2,2,6-trinmethyl -cycl ohexyl nethyl)-amde 5

The title conpound was obtai ng@gusi ng

am nonet hyl cycl ohexane as R3-(CH2)m NH2 and

- 4- met hoxyphenyl thi oam de @§a£ﬁlg(3§§NH2 M5(1 SP) 564.4 .
(MtH) +. Exanpl e 328 5-

[ 2- (4- Met hoxy- phenyl ) -t hi azol -4-yl] -2-nmethyl- |
{13€?dlbﬁéxykﬂﬁéﬂnﬁtﬂﬂmcw=bﬁﬂiydy)phénﬁb -tHiazol- 4-yl] 2-methyl-1H-pyrrol-3-yl}-
pyrr 6l e- 3-carboxylic aci c&ug g“ lf}l FO The

title conpound was . obfShEa™ uatny am ne as

RIR2NH, 3- (trifl uoronet hoxy) benzyl am ne as

R3- (CH2) m NH2 and 4- met hoxyphenyl thi oam de as

RAC(S) NH2, MS(ISP) 544.4MH) +. 15 WO 2004/ 060888
PCT/ EP2003/ 014721 - 196 "Exang e, 3 [2

r (4- Met hoxy- phenyl ) -t hi azol™= - -rrethyl-l-(4tr|flu
or onmet hoxy- benzyl ) - 1H

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

5-Methyl-isoxazole-3-carboxylic acid N'-{1-cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-
thiazol-4-yl]-2-methyl-1H-pyrrole-3-carbonyl}-hydrazide.

N{N
- M \,,\?/@/“\

The title compound was obtained using 5-methylisoxazole-3-carbohydrazide as R'R’NH,
aminomethylcyclohexane as R>-(CHz)m-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 534.3 (M+H)".



10

pyrrol e-3-carboxylic acid butylamde 5 The title
conpound was obtai ned using butylam ne as R R2NH, 4-

W@ 2ooisf0b0388 onet hoxy) benzyl am ne as R3- ( CH2) m NH2CHEP2003/014721
4- met hoxyphenyl thioanm de as RAC(S)NH2, M5(1SP) 544.3
(MrH) +. Exanple 330 10 7.

5-[2- (4- Met hoxy- phenyl ) - thlazgl-4:yl]-2-nethyl-I-(3-ne
t hyl -t hi ophen- 2-yl et hyl ) - gﬁhngggqple-s-carboxylic

acid butylam de The title conpound was obtai ned using

butylanine as R1R2NH (S-nethyl - thienyl)nethyl am ne
}Qﬂ?ﬂﬁ@t piilyihzdl @i e ethals 1H-pyrrol-3-yl}-

R4 $ NH2, I\/B(I SP) 480 g}-%% V\D §004/ 060888

PCT/ EP2003/ 014721 1P

[ 2- (4- Met hoxy- phenyl ) - thlazol 4-yl ] -2 methyl- | -
(4-nitro-benzyl)-1H pyrrol e-3- carboxylic acid

butylam de a.n. 5 TheRéﬁg' conmpound was obt ai ned
usi ng butylam ne as Rl \%ng@nzylanlne as R3-
(CH2) m NH2 and 4- net hoxyph thiveani de as R4C(S) NH2,
M5(1 SP) 505.4 (M+H) +. Exa

The title compound was obtained using piperidine as R'R*NH, aminomethylcyclohexane
as R>-(CH,)m-NH; and 4-methoxyphenyl thioamide as R4C(S)‘NH2, MS(ISP) 478.3
(M+H)".

Example 312

5-[2-(4-Methoxy-phenyl)-thidzol-4-yl]-2-methyl-1-phenethyl- 1H-pyrrole-3-carboxylic
acid butylamide

BN

R \N\?/@/\

5

The title compound was obtained using butylamine as R'R’NH, phenethylainine as R*-
(CH,)m-NH; and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ISP) 474.3 (M+H)".

15
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15

1- Benzhydryl -5- [ 2-(4-nmet hoxy-phenyl)-thiazol -4-yl]
-2-methyl-1 Hpyrrol e-3-carboxylic 10 acid butyl am de

WO bbo40em88 The title conmpound was obtai ned usi NnBCT/EP2003/014721

butyl am ne as R R2NH, benzhydryl am ne as R3- (CH2) mNH2
and 4- met hoxyphenyl thi oam de gﬁ_ RAC(S) NH2, MS( I SP)
536.4 (M+H)+. WD 2004/ 060888 FB / EP2003/ 014721 -198
Exanpl e 333 E

le313
1- Ben, yl - 5-[ 2- (4- met hoxy- pﬁ)éarﬁnyﬁ e) thiazol -4-yl]-2-nmethy
I-1H-pyrro|e 3- carboxyllc acid butylamde 5 The title

@@&H@hﬁ%ﬁggﬁ%&’& [@%HZ eyllylz;nhia@olaﬁ IRDR2My1-1H-pyrrole-3-

benzyl'am ne hoxyphenyl

t hi oanmi de as R4C(S) NHﬁa‘)bP/@( }C%%géa@l SkH) +.  Exanpl e
334 5- [2-(4-Methoxy-phenyl)-thiazol-4-yll

- 2-nethyl -1 -(2- pyridin2y| ethyl) 1H pyrrole-3- 10

carboxylic acid butyl amdey t| t e corrpound was
obt ai ned usi ng butyl am ne as,
)m NH2 and

2- (2-am noet hyl ) pyri di ne
4- met hoxyphenyl thi oam de as R4C( S)NH2, M5(I1SP) 475.3

(M-H) +.

The title compound was obtained using butylamine as R'R*NH, 2-cyclohexyl-ethylamine
as R3-(CH,)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NHg, MS(ISP) 480.4
(M+H)".

Example 314

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

—_\’\uﬁ_)\(‘ .
() \"\?/Q/\
\Q)

The title compound was obtained using butylamine as R'R*NH, 3,5-dimethylbenzylamine
as R3-(&H2)m-NH2 and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 488.3
(M+H)".



15 WO 2004/ 060888 PCT/ EP2003/ 014721 -199 Exanple 335
{1- Cycl ohexyl net hyl - 5-

WO 200446038% hoxy- phenyl ) -t hi azol - 4-yl ] PCT/EP2003/014721

10

-2-methyl -1 H pyrrol -3-yl}- pyrrolidin-1-yl-net hanone

5 The title conpound was obtaijged using pyrrolidine as
R R2NH, am nonet hyl cycl ohexane as 'R3-(CH2),,,-NH2 and
4- met hoxyphenyl thioam de ag. 965 NH2, MS(1 SP) 464.3 .
(MtH) +. Exanpl e 336 10 1- Cycl ohexyTl net hyl - 5-

[ 2- (3, 4-di et hoxy- phenyl ) -thi azol -4-yl] -2-nethyl -

conpbund was obt ai ned_usin ut,yl am.ne. as R R2NH,
am nomet hyl cycl ohexan‘éarg%fggﬁéglfléh?iy&% and

3, 4-di mret hoxyphenyl thioam de as RAC(S)NH2, M5(I| SP)
496.4 15 (M+H) +. WD 2004/ 060888 PCT/ EP2003/ 014721

- 200 Exanpl e 337 1-Cycl o@%xyl met hyl - 5-
[ 2- (2- met hoxy- phenyl ) -t hi

ZQl - 4-yl
-2-met hyl -1 H pyrrol e- 3- O,/J\ ¢ h

| H lbﬁl::@irﬁethgléﬁ-@M&!—Im&h@@i—ghdmﬂ)%ﬁﬂbld«ﬁ—ym&}nteithﬂlﬁH-pyrrole-3-

The title compound was obtained using aniline as R'R*NH, aminomethylcyclohexane as
R®-(CH,)m-NH; and 4-methoxyphenyl thioamide 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-pyrraole-3-
carboxylic acid butylamide

~ |

The title compound was obtained using butylamine as R'R*NH, 4-phenylbutylamine as
R3-(CH,)m-NH; and 4-methoxyphenyl thioamide as R“C(S)NHa, MS(ISP) 502.3 (M+H)".



carboxylic acid butylamde NI \ \~~1 V5 O5 The
title conpound was obtai ned using butyl am ne as

woemr2Mk88aM nonet hyl cycl ohexane as R3-( CH2) m NERZER29A3/014721

5

10

15

3, 4- di met hoxyphenyl thioam de as RAC(S) NH2, M5(I| SP)
466.3 (MHH) +. Exanpl e 338 10,

1- Cycl ohexyl net hyl - 2- et hyl - f% (4-trifluoronethyl-ph
enyl )-thiazol -4-yl]- 1H- pyrE)&gfg'l grecarboxylic acid
butyl am de The title conpoun vv%s obt ai ned usi ng

butyl am ne as R R2NH, am nonet hyl cycl ohexane as’

'%ﬁhﬁl@rmlm WHCEH 5 Ymr piRdy yl)-thhizolagryt]e2-arethyl- 1H-

V(I S Mt Y094/ 060858
SCH Erobos/ 01dva1 PE i%é?é%é']éc%‘% e

cl ohexyl met hyl - 5- [ 2-( 3- met hoxy- phenyl )- t hi azol - 4- yl]
-2-methyl -1 Hpyrrol e-3- carboxylic acid butylam de

rehTr/M ~ ~~ 7 ~ PV OL"
H o
3
The title compound was obtained using butylamine as R'R*NH, 2-(aminomethyl)-1-

ethylpyrrolidine as R’-(CH;)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NHo,
MS(ISP) 481.3 (M+H)™.

Example 318

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

. /\ Nﬁ/@/C’\
ﬁfh.\s

The title compound was obtained using aminomethylcyclohexane as R3-(CH,)m-NH; and
4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 410.3 (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@2000b60388 phenyl t hi oam de as R4AC(S) NH2, M5(| SRT/RBEB03014721

(MtH) +. Exanpl e 340 10

5-(2-Benzo[ 1, 3] di oxol -5-yl -thiggal -4-yl)-1-cycl ohexyl m

et hyl - 2-net hyl -1 H pyrrol e-3- carboxylic acid

butyl am de The title conpoqggnggﬁ1gbtained usi ng

butyl am ne as R R2NH, am nonet hyl cycl ohexane as

R3- (CH2) m NH2 and 1, 3- benzodi oxol e-5-car bot hi anm de as
‘B4 C((8) MethoxMBhESR)-tH80]-3-y1 13- rhéthil) (2 WO rphokd -a60888§1)- 1H-pyrrole-

- PCT/ EP2003/ 014721 - - 202 fxanpl e 34k 1amide

1- Cycl ohexyl net hyl -5

[2-(4-fluoro-phenyl)-thiazol-4-yl] -2-methyl-

| H pyrrol e-3- carboxylirc acid butylam de 5 The title

conmpound was obt ai ned usiwg_putyl ami ne as Rl R2NH,

am nonet hyl cycl ohexane as %{E&@W\NHZ and

4-f | uor ophenyl thi oam de as R ) NH2, MS(1 SP) 454.3

(M+H) +.  Exanpl e 342 1-Cycl o%xyl met hyl - 5-
[2-(2-fluoro-phenyl)-thiazol~4-yl] -2-nethyl -

| H pyrrol e-3- 10 carboxylic acid butyl am de

5 The title compound was obtained using butylamine as R'R*NH, 4-(2-
aminoethyl)morpholine as R>-(CH;),-NH; and 4-methoxyphenyl thioamide as
R*C(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 acid (4-methyl-thiazol-2-yl)-amide

The title compound was obtained using 2-amino-4-methylthiazole as R'R*NH,
aminomethylcyclohexane as R’-(CHz)m-NH, and 4-methoxyphenyl thioamide as
15 R*C(S)NH,, MS(ISP) 507.3 (M+H)".



V S F The title conmpound was obtai ned usi ng butyl am ne

as RLR2NH, am nonet hyl cycl ohexane as R3-(CH2) m NH2
wa@ee4PedsBsior ophenyl thi oam de as RAC(S) NH2, MIPCBEP2003/014721

454.3 (M +H) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -203

Exanpl e 343 1=Cycl ohexyl net hylg2 -nethyl-5 - [ 2-

(4-trifluoro nethoxy-phenyl) -thiazol-4-yl] -1 H

pyrrol e- 3-carboxylic acid gyglﬁ%@@ge' 5 The title

conmpound was obtai ned usi ng butylam ne as RLR2NH,

am nonet hyl cycl ohexane as R3-(CH2),,,-NH2 and

" 41((BrNIbthaRy-BERiy oY) -Pheryhoxtyhplaan) dRiaasl - REP2SnisHiA]- 1H-pyrrole-3-

MS(1 SP) 520.3 (M+H) +. l%xa Ie.cﬁém %O'd

1- Cycl ohexyl met hyl - 5- [3* Pﬁfﬁg‘-aa‘ﬁ‘ e Dhenyl ) - t hi azol

-4-yl]-2-methyl -1 H pyrrol e-3- carboxylic acid

butylamde H/ \ \ 1 \9 P The title conmpound was

obt ai ned usi ng butyl ani ne-g'sy RLR2NH,

am nonet hyl cycl ohexane as é—w}g\g N\H2 and

3, 5-di nmet hoxyphenyl t hi oam.deJ ak: S) NH2, MS(| SP)

496. 4 15 (MHH) +. (%J

2

The title compound was obtained using butylamine as R'R’NH, 3-methoxybenzylamine as
R®-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 490.3 (M+H)™.

Example 322

1-(3,5-Dichloro-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
10 carboxylic acid butylamide

™
KQ%LCYU\

a

The title compound was obtained using butylamine as R'R’NH, 3,5-dichloroaniline as R’-
(CHy)m-NH, and 4-methoxyphenyl thioamide as R‘C(S)NH,, MS(ISP) 528.2 (M+H)™.



WD 2004/ 060888 PCT/ EP2003/ 014721 -204 Exanple 345
1- Cycl ohexyl net hyl - 2- met hyl -5-(2-mtol yl -t hi azol -4-yl)

WO 20440908801 e- 3- car boxylic acid butylam de 5 TPET/EP100&014721
conmpound was obtai ned using butylam ne as Rl R2NH,
am nonet hyl cycl ohexane as R31¢4£H2) m NH2 and
3-net hyl phenyl thioam de as RAC(S)NH2, MS(1SP) 450.3
(MtH)t. Exanpl e 346

Example 323
1- Oycl ohexyl et hyl - 2- et hyT =By 2 =ret hyl - [2, 4'
] bithiazolyl-4-yl)-1H pyrrole-3- 10 carboxylic acid

‘ qufﬁdaﬁ@-?l%-'[@-(4Me?ﬁd)dyl-p}\enyl‘)—tthc\l-zﬁleZThﬁtH)ﬁl-tlHePyrrole-Z*)-carboxylic

conmpound’was obtai ned usin utyl ami ne as RLR2NH,
ani nonet hyl cycl ohexane & ‘-“f/%ﬁﬁgl‘?n NH2 and

2-met hyl - 1, 3-t hi azol e- 4- car bot hi oam de ‘as RAC( S) NH2,
MS(ISP) 457.3 (MrH)t. ~15 WD 2004/ 060888

PCT/ EP2003/ 014721 -205 ’\—\N” 7

3

5 The title compound was obtained using butylamine as R!R®NH, 2-aminoindane as R’-
(CH3)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 486.4 (M+H)™.

Example 324

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

y /,N\ \ YO/O\
?C

The title compound was obtained using 2-aminopyrimidine as R'R®NH,
aminomethylcyclohexane as R3-(CH,)m-NH; and 4-methoxyphenyl thioamide as
RYC(S)NH,, MS(ISP) 488.3 (M+H)".

15



Exanpl e 347 1-Cycl ohexyl net hyl - 5-
[ 2- (4- et hyl - phenyl)-thiazol -4-yl]

WO 2008060898 - | H- pyrrol e-3- carboxylic acid butyl pei/Er2083/014721

5

10

15

The title conpound was obtai ned using butyl am ne as

R R2NH, am nonet hyl cycl ohexangqgsas R3-(CH2) m NH2 and
4- et hyl phenyl thioam de as R4%?§) NH2, MS(1SP) 464.3

(MtH) +.  Exanpl e 348 5-

E le 325
[ 2- (4- Chl or o- phenyl ) - t hi azoT —Aeyi T
-1-cycl ohexyl net hyl - 2-nmet hyl - | H-pyrrol e-3- 10

" CA[NOTNK d%o@ﬂbﬁuz?gt%[ﬁm-ﬁ%t&f&}ﬂleh 1) tkiagsip@iHrdmessl- 1H-pyrrole-
obt ai'ned usi'ng butyl ne as. Rl .

am nomet hyl cycl ohexa%carggx’aé-af@ﬁﬁ‘fﬂ?w and

4- chl orophenyl thioam de as RAC(S)NH2, ‘M5(1SP) 470. 3
(M+H) +. WO 2004/ 060888 PQT/ EP2003/ 014721 - 206
Exanple 349 5 - [ 2.;, (%:t‘rt-B utyl - phenyl)

-t hi azol -4-y1] -1-cycl oheX{ net hyl - 2- net hyl - |
Hpyrrol e-3 - carboxylic acld byifljam de 5 The title
conpound was obtai ned usi butyl ami ne as R R2NH,

am nonet hyl cycl ohexane R3- (CH2) m NH2 and
4-tertbutyl phenyl thioam de as R4C(S)NH2i MS(| SP)
492.4 (M+H) +.

The title compound was obtained using butylamine as R'R’NH, 3,4-
dihydroxybenzylamine as R’-(CH3)m-NH; and 4-methoxyphenyl thioamide as

R*C(S)NH,, MS(ISP) 492.3 (M+H)™.

Example 326

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

‘J/)\ satl

The title compound was obtained using butylamine as R'R®NH, 3-piperidino-propylamine
as R*-(CHy)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 495.4
(M+H)".



5

10

Exanpl e 350 10 1-Cycl ohexyl net hyl -
[ 2- (2, 3-di hydro-benzof uran-5-yl)-thiazol -4-yl]
WO 2e0a060898 - 1 H pyrrol e-3-carboxylic acid but yPEIER®03/014721
The title conpound was obtai ned using butyl am ne as
R RZNH, am nomnet hyl cycl ohexanggsas R3- (CH2) m NH2 and
2, 3-di hydr obenzo[ b] f ur an- 5- car bot hi oam de as

RAC(S) NH2, 15 MS(1SP) 478. Bx{Miklss7 WO 2004/ 060888
PCT/ EP2003/ 014721 - 207 anpl'e 351
1- Cycl ohexyl net hyl - 2- net hyl -5- (2-p-tol yl -thi azol -4-yl)
radH [T cgdﬂeﬁylﬁregﬁy[-bq&y(lzll-rﬁetih@kﬂphatyﬂ)yﬂﬁkmoﬂe -y8]-Thigethylt 1F8-pyrrole-3-
corrpoun S .obt a usin t a
ani nonef?‘lrygwgl %}#e(ggl?‘yél ’8’59 Eg%(’é—%;n ﬁexlXHnthN/_i )-amide
4- et hyl phenyl thi oam de as RAC(S) NH2, ‘M5(1SP) 450. 3
(M+H) +.  Exanpl e 352 1-Cycl ohexyl net hyI -
[ 2- (6- met hoxy- pyri di n- 3- " -thiazol-4-yl] -2-nmethyl -
| H pyrrol e-3- 10 'carbo acid butylam de O The
title conpound was obt ai “ned Js) g/’ﬁﬁt\ll am de as

as R3-(CH2) m NH2 and

R R2NH, am nonet hyI cycl ohex
6- met hoxy- ni cot anmi de as RACKS) NH2i MS(1 SP) 467. 3

( MtH) +.

The title compound was obtained using aminomethylcyclohexane as R*-(CH3)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-
pyrrole-3-carboxylic acid butylamide

The title compound was obtained using butylamine as R'R*NH, 3-
(trifluoromethoxy)benzylamine as R*-(CHz)m-NH, and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 544.4 (M+H)™. ‘

15



WD 2004/ 060888 PCT/ EP2003/ 014721 -208 Exanple 353
1- Cycl ohexyl net hyl -5- [ 2-

wWQ® 2904/0688% | or o- phenyl ) -t hi azol - 4-yl ] PCT/EP2003/014721

10

15

-2-nmet hyl -1 H pyrrol e-3- carboxylic acid butylam de " i
0 5 The title conpound was ohtjggned using butyl am ne
as RI R2ZNH, am nonet hyl cycl ohexane * as R3-( CH2) m NH2
and 2, 4-di chl orophenyl thi Eﬁdjﬁ]%@3§§ RAC(S) NH2, NMS( 1 SP)
504.2 (MtH) +. Exanpl e 354 10 1-Cycl ohexyl nmet hyl - 5-

[ 2- (4- met hoxy- phenyl ) -t hi azol - 4-yl ]

- Z- (RO ethdtypiticnel) ¢hBzoleaylhaxitetlyl-aoiarifievtomhahdebenzyl)- 1H-

The f'itl e conmpound_wa bt ai ned usi ent,yl am ne as
R R2NH, ami nonet hwré@%%a%a@%’ﬁg‘c gad %gt’é)aﬂj—lﬁl%m NH2 and
4- met hoxyphenyl thioam de as 15 R4AC(S)NH2, MS(| SP)
481.3 (MtH) +. WO 2004/ 060888 PCT/ EP2003/ 014721 -209
Exanpl e 355 1-Cycl ohexyl rreghyl - 5-

[ 2- (4- et hoxy- phenyl)-thia %ﬁ;yl ]
-2-met hyl - 1H pyrrol e- 3- 03 \\r@/\

V3o 1

The title compound was obtained uéing butylamine as R'R*NH, 4-
(trifluoromethoxy)benzylamine as R*-(CH,),-NH, and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 544.3 (M+H)".

Example 330

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

I AT

The title compound was obtained using butylamine as R'R*NH, (3-methyl-2-
thienyl)methylamine as R%-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,,
MS(ISP) 480.3 (M+H)".



carboxylic acid propylamde -10 5 The title conpound
was obt ai ned using propylam ne as R R2NH
wa@rinoemsshyl cycl ohexane as R3-(CH2) m NH2 and PCT/EP2003/014721
4- met hoxyphenyl thioanm de as RAC(S)NH2, M5(1SP) 452.3
(MrH) +. Exanpl e 356 10 1-Cyclgbgxyl nethyl - 5-
[ 2- (4- met hoxy- phenyl ) -thiazol -4-yl'] -2-nmethyl-1
H-pyrrol e-3- carboxylic acgghngebohexylamde g cN | \.
~ 1 The title conpound was oégalned usi ng
cycl ohexyl am ne as RILR2NH, am nonet hyl cycl ohexane as

R3‘5([_@'@)Mkﬂi%}é?ﬁ%y‘})—ﬂﬁiﬂbb&)’y@]wﬁﬁéthﬂm-O@ﬁitﬁtﬁ-b&&yl)lﬁi-pyrrole-.’)—

RAC(E) N2, SP)’ 492, + \\D 2004/ 060888
PCT/ EP2003/ 014721 . - 256‘%&%51 byfffacinde

1- Cyycl ohexyl nmet 4yl -5- [2- (4-net hoxy-phenyl) -
-thiazol-4-yl] -2-methyl- | Hpyrrole-3- carboxylic
acid cycl opentyl am de H™™{7 | W W W B

/\\N\?/O/d\

!

5  The title compound was obtained using butylamine as R'R®NH, 4-nitrobenzylamine as R*-
(CHy)m-NH, 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-carb oxylic
10 ‘ acid butylamide

The title compound was obtained using butylamine as R'R*NH, benzhydrylamine as R*-
(CH,)m-NH, and 4-methoxyphenyl thioamide as RY*C(S)NH,, MS(ISP) 536.4 (M+H)™.



V S5 The title conmpound was obtai ned using
cycl opentyl am ne as RI R2ZNH, am nonet hyl cycl ohexane as

WOR3s04/0HBBs NH2 and 4- net hoxyphenyl thi oam de aBCT/EP2003/014721

5

10

15

RAC(S) NH2, MS(ISP) 478.3 (M+H) +. Exanpl e 358 10

1- Cycl ohexyl net hyl - 5- - 198 -

[2- (4- met ho) cy- phenyl ) -thi azoll- 4-yl ]

-2-nmet hyl -1 Hpyrrol e-3- caghexyl 343 acid

cycl opropyl am de V 9 The t1 compound was obt ai ned
usi ng cycl opropyl ani ne as R R2NH,

‘ qnﬁé?ﬂ;gef;-WK&-YIQ&H&SI&%&y@&hB@OI(%@)MH@I-&Hipyrrole-3-carboxylic acid

4- met hoxyphenyl thioam de as RAC(S) NH2, MS( | SP)
450.3 (M+H) +. WO 2004/ 0608 B OMETEP2 003/ 014721 211
Exanpl e 359 '

1- Cycl ohexyl met hyl - 5-[ 2- (4- met hoxy- phenyl ) -t hi azol -4-y
] -2-nethyl-1H pyrrol e-3- ©C rboxylic acid

cycl obutylam de 5 The titl ownd- was obt ai ned

usi ng cycl obutyl am ne as RI. np\)/@d

am nonet hyl cycl ohexane as (CH2) m NH2 and

4- met hoxyphenyl thi oam de RAC(S) NH2, MS(1 SP) 464.3
(MrH) t .

The title compound was obtained using butylamine as. R'R*NH, benzylamine as R%-
(CH,)m-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-
carboxylic acid butylamide

,\_—_\N
4\ \u7/©/°\

5

The title compound was obtained using butylamine as R'R*NH, 2-(2-aminoethyl)pyridine
as R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as RY*C(S)NH,, MS(ISP) 475.3

(M+H)™.



Exanpl e 360 10 (trans)
rac-1| - Cycl ohexyl net hyl - 5-[ 2- ( 4- net hoxy- phenyl ) -t hi azol

WO Zeoglopos8s net hyl -1 H pyrrol e- 3-carboxyl i ¢ aci dPCT/EP2003/014721
(2- hydroxy-cycl opentyl)-am de The title conpound was
obt ai ned using trans-2-am nocygd opent anol as RIRZNH,
am nonet hyl cycl ohexane as R3-¥CH2)‘m NH2 and
4- met hoxyphenyl t hi oam de C(S)NH2, Ms5(1 SP)
494.3 (MrHt. WO 2004/ boosaa R oaa7or o b12
Exanpl e 361 1-(41; .
PRCychbeAm¥i-5:[D A4 (et pkdtryDherb)-4 tyll- 22wdthyl- \H pyirol-3-yl}-
-methyl - 1'H pyrrol e-3-_carboxyl C atg d butylamde i ~
9a 5 The title conpouRd HEUNTVEPREA"S ng but yl ani ne
as R R2NH, 4-chloroaniline as R3- (CH2)m NH2 and
4- met hoxyphenyl thioam de as RAC(S)NH2, M5S(1SP) 494. 2
(MtH) +. Exanpl e 362 1- (3, 4- Di chl oro- benzyl) - 5-
[ 2- (4- met hoxy- phenyl ) -t hiva - 4- yFh-o -
-2-methyl -1 H-pyrrole-3- 1 XyhM c acid butyl am de i
~ 9a The title conpound obt ai ned usi ng butyl am ne

~as RIRZNH, 3, 4-dichl oroanitine as R3-

5 The title compound was obtained using pyrrolidine as R'R®*NH, aminomethylcyclohexane
as R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 464.3
(M+H)™.

Example 336

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

_—\—\ﬁ o

The title compound was obtained using butylamine as R'R?NH, aminomethylcyclohexane
as R*>-(CH,)m-NH; and 3,4-dimethoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 496.4
15 (M+H)'.



(CH2) m NH2 and 4- met hoxyphenyl thioam de as RAC(S) NH2,

M5(1 SP) 527.2 (M+H)+. WD 2004/ 060888 PCT/ EP2003/ 014721
WO 2d3/060888pl € 363 PCT/EP2003/014721

1-(4-Chloro-3-trifluoronethyl -benzyl) - 5-

[ 2- (4- et hoxy-phenyl ) -thi-azolL9fgyl] -2-methyl -

1H pyrrol e- 3-carboxylic aci d butyllamde F F 5 The

title conpound was obtaine 1Qg3joutyl am de as

RI R2NH, 3-trifl uoronethyl, oro aniline as

R3- (CH2) m NH2 and 4- net hoxyphenyl t hi oam de as

R41CQ§MBITBGY m&B{1 SP)-(BatRoxyMtdhyl)-tibaasipl-¢l | 26rhet§l-1H-pyrrole-3-

1
Di net hyl - benzyl tihoxy- phenyl ) -t hi azo
) yI] et byl - pr%rﬂ’8i‘7[h°§g bg“EBISS?y i ¢ acid

butylam de I\, The title conpound was ‘obtai ned using
butyl am ne as RLR2NH, 8, 4- d| nmet hyI benzyl am ne as

R3- (CH2) m NH2 and 4- rret eny th| oam de as
RAC(S) NH2, MS(I| SP) 488. 3 15¢% 2004/ 060888
PCT/ EP2003/ 014721 -214

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R>-(CH,)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

The title compound was obtained using butylamine as R'R®*NH, aminomethylcyclohexane
as R*-(CH,)m-NH; and 4-trifluoromethylphenyl thioamide as R*C(S)NH_, MS(ISP) 504.2
15 (M+H)"



Exanpl e 365 5- [2; (4-Met hoxy-phenyl)-thiazol -4-yl]
-2-nmethyl -1 -(2-nmethyl -benzyl)-1H pyrrol e-3- carboxylic

wa@edod/obnssy/| am de 5 The title conpound was obt aPeEEP2003/014721

10

15

usi ng butyl am ne as RLR2NH, 2-net hyl benzyl am ne as
R3- (CH2),, -NH2 and 4- met hoxyphgpy! thioanide as
RAC(S)NH2, MS(I1SP) 474.3 (M+H)+. ‘Exanpl e 366.

1- (3, 4- D net hoxy- benzyl ) - 5g le 339
[ 2- (4- et hoxy- phenyl ) - t hi azoT -2t T
-2-met hyl -1 H pyrrol.e- 10 3-carboxylic acid butyl am de

' The dytibh8qtasmausgz s @bsaj- peshyl) shigolPuy) L Bettey]- ¥ -pyrrole-3-

RIR2NH, 3, 4-di net hoxybenzyl.- am.n S .R3- (CH2) m NH2
and 4- met hoxyphenyl tﬁ?%é’%}'lbceacggsb@w{l%i MS( | SP)
520.4 (M+H)+. 15 WO 2004/ 060888 PCT/ EP2003/ 014721
-215 Exanpl e 367 1-(3, 4-D net hyl - benzyl) - 5-

[ 2- (4- met hoxy- phenyl ) - t hirazol - 4- yl ]
-2-met hyl - 1H pyrrol e-3- car lic
The title conpound was obt ai '
RI R2NH, 2, 4-

id butylam de 5.
rbutyl am ne as

The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*-(CH,)m-NH; and 3-methoxyphenyl thioamide as R*C(S)NH_, MS(ISP) 466.3
(M+H)".

Example 340

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

__-\—_\
uy /N\ \Nﬁ/@}
ﬁi,

The title compound was obtained using butylamine as R'R®NH, aminomethylcyc;lohexane
as R>-(CH,)m-NH; and 1,3-benzodioxole-5-carbothiamide as R*C(S)NH,, MS(ISP) 480.3

(M+H).".



di met hoxybenzyl am ne as R3-(CH2) m NH2 and
4- met hoxyphenyl thioam de as R4AC(S)NH2i M5S(I SP) 520. 3
W@ ko688 0 Exanpl e 368 1-( 3, 5- Di net hoxy- benzyPQF/BP2003/014721
2- (4- met hoxy- phenyl ) -thi azol -4-yl] -2-nmethyl-1
H-pyrrol e- 3-carboxylic acid._bBgsylam de The title
conpound was obtai ned using butylam ne as RLR2NH,
3, 5- net hoxybenzyl am ne 15Fga§n#t334CH2) m NH2 and :
4- met hoxyphenyl thi oanm de as NH2, MS(1SP) 520.3
(MrH) +. WD 2004/ 060888 PCT/ EP2003/ 014721 -216 Exanple
369 -Cy&lykd:gheetiiyln®e{ hy4-flaoro-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-

[ 2- (4- hydr oxy-phenyl ) -t hi - Al :

-2-nmet hyl - 1H pyrrol e- §9rbé’g§1gcloa>?€/ql¥%th§r&1%ﬁ butyl am de N /
pry [/~AY=J7\ \Hh \ ' V 9 5 The title conpound was

obt ai ned usi ng butylamne as RLR2NH,

am nonet hyl cycl ohexane’ -as_\ -(CH2) m NH2 and
4- hydr oxyphenyl thi oam de a y \4C($@,H2, M5(1 SP) 452.3
o

(M-H) +. .
| o

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*~(CH,)m-NH, and 4-fluorophenyl thioamide as R*C(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 carboxylic acid butylamide

The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R3-(CH,)m-NH; and 2-fluorophenyl thioamide as R*C(S)NH,, MS(ISP) 454.3 (M+H)".



Exanple 370 io
1- (4-1sopropyl - benzyl)-5-[ 2-(4=net hoxy- phenyl ) -t hi azol

WO Zeoglopos8s net hyl - 1H pyrrol e- 3- carboxyl i ¢ aci dPCT/EP2003/014721
butylam de ~\ \\ z The title conpound was obt ai ned

usi ng butylam ne as RIR2NH, 4;isopropyl benzyl am ne as
R3- (CH2) m NH2 and 4- net hoxyph% 1 "t hi oani de as

RAC(S) NH2, MS(ISP) 502.3 I (MHE WO 2004/ 060888
PCT/ EP2003/ 014721 -217 5-

[ 2- (4- Met hoxy- phenyl ) -t hi azol - 4-yl ]

- 291 Lz {91 Rafivd-ne i fyl)-thiazol-4-yl]-1H-
cal B SRR TR g ORIy Byl el e

was obt ai ned usi ngPyBilePsaTherylicack pytxjamide

2- (am nonet hyl ) pyridine as R3-(CH2) m NH2 and

4- met hoxyphenyl thioam de as RAC(S)NH2, M5(1SP) 461. 3
(M+H) +. Exanple 372 10 '

1- Cycl ohexyl met hyl - 5- [ 2- (2\4get hoxy- phenyl ) - t hi azol - 4-y
|1 -2-methyl-1Hpyrrol e-3- 2»@7%& aci d
(4-trifluoronethoxy-phenyl m de

5 The title compound was obtained using butylamine as RIRZNH, aminomethylcyclohexane
as R>-(CH,)m-NH; and 4-(trifluoromethoxy)phenyl thioamide as R*C(S)NH,, MS(ISP)

520.3 (M+H)".

Example 344

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

gpﬁ@

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

as R>-(CH,)m-NH, and 3,5-dimethoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 496.4
15 (M+H)".



F) F O0ONH/ O NDb The title conmpound was

obt ai ned using 4-(trifluoronmetho)Cy)aniline as R R2NH,
wa@eowioanses hyl cycl ohexane as R3- (CH2) m NH2 and PCT/EP2003/014721

4- met hoxyphenyl thioam de as 15 R4AC(S)NH2. MS( | SP)

569.6 (M+H)+. WO 2004/ 060888_£ / EP2003/ 014721 -218

Exanpl e 373 5- [2-(4-Met hoxy enyl ) -t hi azol -4-yl]

-2-methyl -1 -(3,4,5-trinet zyl)-1H

pyrrol e- 3-car boxylic acid B ﬁéulég%%de NNs OS5 The

title conpound was obtai ned using butylamne as

| F{ BedbhexsitetRyits- PR 18X 0= m-tolyl-thiazol-4-yl)-1H-pyrrole-3-carboxylic acid
butylamide

—‘\—_\‘u
égx@r@

5 The title compound was obtained using butylamine as R'R®*NH, aminomethylcyclohexane
as R?-(CH,)m-NH, and 3-methylphenyl thioamide as RAC(S)NH,, MS(ISP) 450.3 (M+H)™.

Example 346

1-Cyclohexylmethyl-2-methyl-5-(2'-methyl-[2,4 |bithiazolyl-4-yl)-1H-pyrrole-3-
10 carboxylic acid butylamide

’\’\.".

The title compound was obtained using butylamine as R'R®NH, aminomethylcyclohexane
as R>-(CH,)m-NH, and 2-methyl-1,3-thiazole-4-carbothioamide as R*C(S)NH,, MS(ISP)
457.3 (M+H)".

15



benzyl ami ne as R3-(CH2) m NH2 and 4- net hoxyphenyl

thi oam de as RAC(S)NH2. M5(ISP) 549.2 (MtH)+. Exanpl e
W@ Zeb4/060888 PCT/EP2003/014721

5-[ 2- (4- Met hoxy- phenyl ) -thi azol -4-yl]-2-methyl -1-(2-p-

tolyl-ethyl)-1H pyrrole-3- cappoxylic acid butylam de

H/ O N s The title conpound was obtai ned usi ng

butyl am ne as RLIR2NH, 2- ( ppi@ll 3£t hyl am ne as

R3- (CH2) m NH2 and 4- net hoxypheny hi oam de as

RAC(S) NH2. MS(ISP) .487.6 (M+H)+. 15 WO 2004/ 060888

PCT{ kel Qﬁ%métﬁ 115-[2 24 QtHsXpRBR)-BABz0]-4-y1]-2-methyl-1H-pyrrole-3-
1- Q/’élyghex | met hyl -[5‘%2- Cc j] oh}.%)éyl -t hi yzoI - 4- yr) - 2-prrytret

hyl - | H pyrr ol e- 3- car b&XPPIRICAE] utﬂﬁlpﬁffeam' de 5 The

title conpound was obtained using butylanm ne as

R R2NH, am nonet hyl cyct ohexane as R3-(CH2) m NH2 and
cycl ohexane car bot hi oafri_c@\‘as RAC(S) NH2. NM5( | SP)

441.68 (M+H) +. | (;%L@/U\

5 The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*-(CH,)m-NH; and 4-ethylphenyl thioamide as RYC(S)NH,, MS(ISP) 464.3 (M+H)™.

Example 348

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

_/\—‘\
H m \,\7/@/6
‘ﬁa\is

The title compound was obtained using butylamine as R'R*NH, afninomethylcyclohexane
as R>-(CH,)m-NH; and 4-chlorophenyl thioamide as R*C(S)NH,, MS(ISP) 470.3 (M+H)™.



Exanpl e 376 10 1-Cycl ohexyl -
[ 2- (4- met hoxy- phenyl) -t hi azol -4-yl] -2-methyl -
WO bopyseses e- 3- car boxylic' acid cycl opropyl met hgT/ERIO0SI14721
N HN_ N~ S The title conpound was obtai ned using
cycl opropyl et hyl ami ne as R1 i, cycl ohexyl am ne as
R3- (CH2) m NH2 and 4- net hoxyphenyl ‘t hi oani de as
RAC(S)NH2. 15 M5(1SP) 45053 4i+. WO 2004/ 060888
PCT/ EP2003/ 014721 -220 Exa
rac- 1- c5- Hydroxy-1, 3, 3-tri nmet hyl - cycl ohexyl net hyl ) - 5-

! %-%4(4':@3& I- Pl'ﬂ@ﬁlf)l—t)nlézm @-&g'-l' éfycldﬁe)cylrr%tmnhm‘iethyl 1H-pyrrole-3-
rrol e- 3-carboxyl i

H/ O [/ ~\N
| "HO5 The title c SGWG %a&%%ﬁ?ﬁ1ﬁed usi ng

butylan1ne as R RZNH, 3-am nonet hyl - 3, 5, 5-
trimet hyl -cycl ohexanol ~as R3-(CH2) m NH2 and
4- et hoxyphenyl thioanidgﬂ?s

5 The title compound was obtained using butylamine as R'R®NH, aminomethylcyclohexane
as R>-(CH,)m-NH, and 4-tertbutylphenyl thioamide as R*C(S)NH,, MS(ISP) 492.4

(M+H)".

Example 350

10 1-Cyclohexylmethyl-5-[2-(2,3-dihydro-benzofuran-5-yl) -thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid butylamide

AN
()

The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*-(CHj)m-NH; and 2,3-dihydrobenzo [b]furan-5-carbothioamide as RYC(S)NHa,,

15 MS(ISB) 478.3 (M+H)™.



RAC(S)NH2. Ms(I SP) 524.4 (M+H) +. WD 2004/ 060888

PCT/ EP2003/ 014721 -221 Gal enical Exanples “~Exanple A
wo-200ai060388 ed t abl ets contai ning the foll ow ng PCI/EP2003/014721

i ngredients can be manufactured in a conventiona

manner: | ngredients Per tablety;Kernel: Conpound of

formula (1) 10.0 ng.200.0 ny crocrystalline

cellulose 23.5 ng 43.5 ny Ekﬁﬁ%@gglhydrous 60.0 ny
70.0 ng Povidone K30 12.5 ngy .0 ng Sodium starch

glycolate 12.5 ng 17.0 ny Magnesium stearate 1.5 ny
4.15C lloh k8 a1 - 2\Veie @ 1-5- (3 30 dy1 P 236104-91) PIH - plykobe- Baaboxylic acid

Hydroxypropyl “methyl "cellulose 3.5 ng 7.0 ny
Pol yet hyl ene gl ycol 6000 Oﬁ%“ﬁﬁmfgﬁ gy

O) d

5 The title compound was obtained using butylamine as R'R®*NH, aminomethylcyclohexane
as R?-(CH,)m-NH, and 4-methylphenyl thioamide as R*C(S)NH,, MS(ISP) 450.3 (M+H)".

Example 352

1-Cyclohexylmethyl-5-[2-(6-methoxy-pyridin-3-yl)-thiazol-4-yl] -2—'methy1- 1H-pyrrole-3-

10 carboxylic acid butylamide

"-\’\n =

The title compound was obtained using butylamine as R'R®NH, aminomethylcyclohexane
as R>-(CH,)m-NH; and 6-methoxy-nicotamide as R*C(S)NH,, MS(ISP) 467.3 (M+H)".



Talc 1.3 ng 2.6 ng Iron oxyde (yellow) 0.8 ng 1.6 ngy
Titan dioxide 0.8 ng 1.6 ng 5 The active ingredient

WO 200806086l and m xed with microcrystalline cel PCi/8B®03/014721

10

15

and the mxture is granulated with a solution of

pol yvi nyl pyrrolidone in water.)pghe granulate is m xed
W th sodium starch glycol ate and nagesi um stearate and
conpressed to yield kernegg,ahek29 or 350 ny
respectively. The kernels are Tacquered with an aq.
solution /. 10 suspension of the above nentioned film

C qaty 1MMx7RR4h A 80 B8R, RAihidrd Yhdh 1 4Hiddol - 4~ A R-2-mEBhglrPHepyrrole-3-
B Capsul es -cont ali ni ng t.he . ol L‘ﬁl\gi nﬁﬂjﬂn%r edi ents can

be manufactured in.a CHTEIUHAIYRERARSr . | ngredients

Per capsul e Conpound of fornmula (1) 25.0 ng Lactose

- 150.0 ng Maize starch 20.0 ng Talc 5.0 ny

——.\’\u o ‘
s

The title compound was obtained using butylamine as R'R*NH, aminomethylcyclohexane
as R*-(CH,)-NH; and 2,4-dichlorophenyl thioamide as R4C(S)NH2, MS(ISP) 504.2
(M+H)".

Example 354

1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl}-2-methyl-1H-pyrrole-3-
carboxylic acid pentylamide

M
s \\YU“\
‘ﬁ—>\<\’

The title compound was obtained using pentylamine as R'R’NH,
aminomethylcyclohexane as R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as
RAC(S)NH,, MS(ISP) 481.3 (M+H)".



5 The conponents are sieved and m xed and filled into
capsul es of size 2. Exanple C Injection solutions can

whanwe/064368 f ol | owi ng conposition: Conpound of fPRCTIEPR03/014721
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(1) 3.0 ng Polyethylene glycol 400 150.0 ng Acetic
acid g.s. ad pH 5.0 Water fangpnjection solutions O
ad 1.0 m 10 The active ingredient is dissolved in a

m xture of Polyethylene gl yehp486sand water, for
injection (part). The pH IS aaﬁusted to 5.0 by

addition of acetic acid. The volunme is adjusted to

1. § AkloR¥xydethll- 9294 -rhétRoxyephediyBL thagsludyl | of - madtiy@ 1 H-pyrrole-3-
The soluti'on is filtere ed into.vials using an

AR
appropri ate overage aﬁﬂg§9@$?99iﬁﬂPﬂﬂﬁy§oo4/060888
PCT/ EP2003/ 014721 -223- Cainms |. Conpounds of
formula (1) RORs 2 R N R4
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The title compound was obtained using propylamine as R'R*NH,
aminomethylcyclohexane as R>-(CH,)m-NH; and 4-methoxyphenyl thioamide as
R*C(S)NH,, MS(ISP) 452.3 (M+H)".

Example 356

1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-pyrrole-3-
carboxylic acid cyclohexylamide
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The title compound was obtained using cyclohexylamine as R'R’NH, -
aminomethylcyclohexane as R*-(CHz)m-NH; and 4-methoxyphenyl thioamide as
R'C(S)NH,, MS(ISP) 492.3 (M+H)".



F25 NR3 S R7 (I) wherein 5 R is hydrogen, or |ower
al kyl; R2 is hydrogen, |ower alkyl, |ower alkenyl,

wo oaeemBkoxy- | ower al kyl, |ower al koxycar bonpCEHEP2903/014721

>

10

-(CH2)mR2a or -NHC(O-R2a; or R and R2 together with

the nitrogen atomto which they,are attached forma 5-

or 6-nenbered, saturated heterocyclic ring optionally
contai ni ng one or two furtﬁgﬁnéﬁggﬁteroaton(S)

i ndependently selected fromnitrogen, oxygen and

sul fur, said heterocyclic ring being optionally

MNeyclo ln%hﬂIS—F.ﬁP@ﬁieltHd#y%en Indigipsiideyt] {2ymethyl-1H-pyrrole-3-
hydr%xy, ower' al kyl. | ower. .al kox 1541 1o, | ower

al kyl ani no, fluorin ?ﬁﬂﬁﬂ%ﬁé@‘ﬁTQg%ﬁ%?n¥¥%orinated

| oner al koxy; Rea is cycloal kyl, optionally nono-,

di-, tri- or tetra-substituted, independently, by 15

hydr oxy, |ower al kyl, | r' al koxy, fluorinated | ower
al kyl or fluorinated | ower-4al koxy,. _cycl oal kenyl,
optional ly mono-, di- or tri2 tuted,

i ndependently, by hydroxy, | al kyl, | ower al koxy,
fluorinated | ower alkyl o | uori nated | ower al koxy; .

" a 5-or 6-nenbered nonoval ent saturated heterocyclic

ring containing one to three heteroatons

The title compound was obtained using cyclopentylamine as R'R*NH,
aminomethylcyclohexane as R®-(CH,)m-NH, and 4-methoxyphenyl thioamide as
R'C(S)NH,, MS(ISP) 478.3 (M+H)".

Example 358

1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl) -thiazol-4-y1]-2-methyl-1H-pyrrole-3-
carboxylic acid cyclopropylamide
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The title compound was obtained using cyclopropylamine as R'R*NH,
aminomethylcyclohexane as R3-(CH,)m-NH, and 4-methoxyphenyl thioamide as

15 RYC(S)NH,, MS(ISP) 450.3 (M+H)™.
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i ndependently sel ected fromnitrogen, oxygen and,
sul fur, said heterocyclic ring being 20 optionally

WOr0wa/060888 - or tri-substituted, independently, POYEP2003/014721

hydroxy, |ower alkyl, |ower alkoxy, am no, |ower

al kyl am no, fluorinated | ower g kyl or fluorinated

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

het eroaromati c ring contai maﬁ%lé)gl@ to three

het eroat ons i ndependently selected from nitrogen,

oxygen and .sul fur, said heteroaromatic ring being

0Rt-Coaahdxylri@hifl=5- H{4-nethdxyiptetiisthiazdledyl]-2-methyl-1H-pyrrole-3-

i ndependent |y, by hydﬁp§% Igyer Igﬁiid%omer 25

al koxy, hal ogen,  amADOXTH5AsH %FK@P W€ “or phenyl ,

whi ch may optionally be nono-, di WO 2004/ 060888

PCT/ EP2003/ 014721 -224 or tri-substituted,

i ndependent |y, by hydrng,‘Iomer al kyl, | ower al koxy,

hal ogen, |ower- al kyl am no;\_hal og ed | ower al kyl,

hal ogenat ed | ower al koxy gﬁ%ﬁ%ﬁﬁéiﬁﬁgr R3 is | ower

al kyl, | ower al kenyl, Iom€5)al oxy- | ower al kyl,

di - phenyl -1 ower al kyl, or\/-(CH2)n-R3a; 0 5 R3a is

cycl oal kyl, which nmay optionally be fused to a phenyl

ring; or cycloal kyl which nmay optionally be nono-,

di- or tri-substituted, independently, b dr oxy,
kgg%gialkyl or

{h Rk 181 IR e 28 RRITH,) CNE,@al hempthoxyticall tityimide as

opt 1 onal’l e_Nnono- . Or tri-substituted,
R§H§H%H@@ﬁ§I§,>%V¢H9@f%ky, | ower al kyl, |ower al koxy,

fluorinated | ower al kyl or fluorinated | ower al koxy; a
5-or 6-nmenbered : ‘
Example 360

(trans) rac-1-Cyclohexylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid (2-hydroxy—;yclopentyl)-amide

o
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The title compound was obtained using trans-2-aminocyclopentanol as R'R’NH,
aminomethylcyclohexane as R’-(CH,)m-NH; and 4-methoxyphenyl thioamide as
RYC(S)NH,, MS(ISP) 494.3 (M+H)".
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10 nonoval ent saturated heterocyclic ring containing
one to three heteroatons independently selected from

waoRamoesss oxygen and sul fur, said heterocycli BCT/EP03/014721

being optionally nono-, di- or tri-substituted,
i ndependently, by hydroxy, |oyer_alkyl, |ower alkoxy,

am no, |ower alkylam no, fluorinated | ower alkyl or
fluorinated | ower al koxy; Baaipl@3616- Menber ed
nonoval ent het eroaronmatic rlné cont ai ning one to three
het eroat ons 15 i ndependently sel ected from nitrogen,

" O1Y@EOhIBRSIb ety f)Le-[2- (s@netﬁtmyepma thiab6l-4-y1Q-hethyty 1H-pyrrole-3-

optibnal | y noho-, it ut
i ndependent |y, by hyd?%&?ﬂﬁVBWg bﬂ%@ﬁﬁ | ower al koxy,

hal ogen, am no or |ower al kylam no; or phenyl, which

may optionally be nono-, di- or tri- substituted,

i ndependent |y, by hydroxy#\lomer al kyl, 1 ower al koxy,
hal ogen, |ower al kyl am noy | og ated | ower al kyl,
hal ogenat ed | ower al koxy or \20 R4 is |ower

al kyl, | ower al koxycarbonyl; 1 oal kyl, which may
optionally be nono-, di- or tri=substituted,

i ndependent |y, by hydroxy, |ower alkyl, |ower alkoxy,

fluorinated |ower alkyl or quorlnated | ower alkoxy,
a 5-or 6-nenbered nonoval ent heteroarqngtlc 3
Elomtithé evirmppumdevasobtaimeseusing tpla tTJélPﬁaaSﬂdelﬁﬁn/ét-éhtOF?ﬂmhne as R’

ﬁcg—ttgg}r@ﬁ S8 LIS Réhyl GV a@R@C(%l)le-ersggpm%z MAH)".

oaromatic rin bei'ng optionally nono-, di-
tri-substituted,. 25 independently, by hydroxy, Iomer
al kyl, | ower al koxy, hal ogen, am no, |ower alkylam no;

phenoxy- | ower al kyl, mherekn tqe ggenyl noi ety may

optionally be nono-, di- o bstituted,
i ndependently, by hydroxy | oner al kyl, Iomer al koxy,

ﬁ{o‘gif’ihl%r& st ’X‘?y@%roxﬂt)kn%gﬁﬁﬁh%,t AR5 AP pysrole-3-

carboxyhc acid butylamide

—’\_—\
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The title compound was obtained using butylamine as R'R®NH, 3,4-dichloroaniline as R*-
(CH,)m-NH; and 4-methoxyphenyl thioamide as RYC(S)NH,, MS(ISP) 527.2 (M+H)".



may optionally be nono-, di- or tri-substituted,

i ndependently, by, hydroxy, |ower alkyl, 30 | ower
wa@bdangisshal ogen, | ower al kyl am no, hal ogenat eRICT/8pm03/014721

al kyl, hal ogenated | ower alkoxy or nitro; or two

adj acent substituents of the_sasd phenyl residue

together are -0- (CH2)p-O or -(CH2)2-0- ; WO

2004/ 060888 PCT/ EP2003/ 014F2nple 2@ R and R6 are each

i ndependent |y sel ect ed fron1ﬁyérogen, | ower al kyl ,

hal ogen or.. fluorinated nmethyl; 1 is hydrogen, |ower

3l (eythi6Fo- Mhﬂ@@f@methyhb%n@l) -3, 2-Z4QﬁetBOX)5plﬁenY‘5) -{hjakpR4-31]-2-methyl-

or 47 pis 1, 2 ngd ty accept abl e
salts thereof 2. %W&OQ?CQEgﬁlélagléquo ]‘u{n}/de

Wherein R is hydrogen. 3. Conpounds accordlng to any
of claims 1 or 2, wherein R2 is lower alkyl or a io
residue -(CH2),,,-R2a or - O -R2a. 4. Conpounds
according to claim2, wherej »%a:rg a cycl oal kyl
residues with three to six d n atonms, which may
optionally be nono- or tetra- tituted,

i ndependently, by |ower al kyl—rand/ or hydroxy.

5 The title compound was obtained using butylamine as R'R*NH, 3-trifluoromethyl,4-
chloro aniline as R>-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NHo,
MS(ISP) 562.2 (M+H)".

Example 364

10 1-(3,4-Dimethyl-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl] -2-methyl-1H-pyrrole-3-
carboxylic acid butylamide

"\__\“
i

The title compound was obtained using butylamine as R'R’NH, 3,4-dimethylbenzylamine
as R>-(CH,)m-NH; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 488.3
15 (M+H)".
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5. Conpounds according to claim?2, wherein R 2a is
cycl ohexenyl. 15 6. Conpounds according to claim 2,

wokedes0ssRea i S an unsubstituted 5-nenbered nPCDERI003014721

saturated heterocyclic ring containing one or two

het er oat ons i ndependent |y sebg&:ed fromnitrogen and
oxygen. 7. Conpounds according to claim®6, wherein Rea
i s piperidinyl, norpholinoggnplt ¢ ahydrof uranyl. 20
8. Conpounds according to clarm wherein Rea is a 5-
or 6-nmenbered nonaval ent heterocyclic ring containing

Or¥e[20(4- M’éﬂqdi?li}ﬂfeﬁﬁl)-@lﬁ&zdlmd P—Q%@ﬁh&] 3(-(Sﬁhﬁh?lelﬁhnzﬁb-om-pyrrole -3-

ni trbgen and’ sul fur et er dc ring bein
optional Iy substltuteaa%9x¥8ﬁ5¥i 9. Conpounds
according to claim8, wherein R 2a |s pyridinyl,
pyrimdinyl, 25 thiazolyl or isoxazolyl, optionally

" WD 2004/ 060888
Co nds according to
s "a phenyl residue

substituted by |ower al
PCT/ EP2003/ 014721 - 226
any of clains 1 to 9, wheret
which is optionally nono- or substi tut ed,

i ndependent|y, by | ower al kox hal ogen, 'halogenated

| ower al kyl., hal ogenated | ower al koxy or nitro. 11.
Conmpounds according to any of clainms 1 to 10, mherein

mis 0 or 1. 5 12, ounds according to clai .
Thetide WYMOWWW%Q FRg WW]HH{“P@SHF% Brltﬂjle% meth}’ benZYlamfllne as

R*-(CH,)m-NH; and 4-methoxyphenyl thioamide as R *C(S)NH,, MS(ISP) 474.3 (M+H)".

Example 366.

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

Bt
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The title compound was obtained using butylamine as R'R*NH, 3,4-dimethoxybenzyl-
amine as R*>-(CH,)m-NH,; and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 520.4
(M+H)".



atomto which they are attached forma 5- or
6- mnenbered, saturated heterocyclic ring optionally

W@ omiAases8Hg an oxygen atomin' the ring. 13. Ceopapud3014721
according to claim 12, wherein RlL and R2 together with
‘the nitrogen atomto which i@y are attached are
unsubstituted pyrrolidinyl, piperidinyl or 10
nor phol i no. 14. Conpounds Beag®ledgrg to any of clains 1
to 13, wherein R3 is a residue -(CH2)n-R3a. 15.
Conmpounds .according to claim 14, wherein R3a is

‘ 1CY3;{§EghiéﬂiylfDH§7|gtD).-5¢€«§4—Mﬂhy¢y—phdmyb:thwoﬂéﬁyl]%gﬁ&gﬁdﬂ-gynole-&
according to claim er.ei n .q@n unsubstitute
cycl oal kyl residue V\ﬁatr]%]xfylil\clgc%rlgﬁg'll%(ﬁlggr bon atons. 17.
"Conmpounds according to claim 14, wherein R3a is a 5-
or 6-nenberd heterocyclic ring containing one or two
het er oat ons i ndependent y$el ected from nitrogen and
oxygen, said heterocyclic Ag bepng. optional ly nono-,
di- or tri-substituted, 20 Twdgpgendently, by | ower
al kyl . 18. Conpounds according to claim14, wherein
R3a is a 5- or 6-nenbered héteroaromatic ring
cont ai ni ng one heteroatom sel ected from nitrogen,

- oxygen and sul fur, said heteroaromatic ring being
optionally nono-substituted by | ower al kyl. 19.

5 Conpounds according to claim 14, wherein R3a is phenyl

optionally nono- or

The title compound was obtained using butylamine as R'R’NH, 2,4-

dimethoxybenzylamine as R®-(CH,)n-NH; and 4-methoxyphenyl thioamide as
R*C(S)NHa, MS(ISP) 520.3 (M+H)".

/

10 . Exarhple 368

1—(3,5-Dimethoxy—benzyl)—5-[2-(4—methoxy-phenyl)-thiazol-4-y1] -2-methyl-1H-pyrrole- |
3-carboxylic acid butylamide

——\’\—ﬁ_)\ﬁ
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The title compound was obtained using butylamine as R'R’NH, 3,5-methoxybenzylamine
15 as R3—(éHz)m-NH2 and 4-methoxyphenyl thioamide as R*C(S)NH,, MS(ISP) 520.3

(M+H)".



25 di -substituted, independently, by hydroxy, |ower
al kyl, | ower al koxy, hal ogen, hal ogenated | ower

wa@bdoglogoseal ogenat ed | ower al koxy or nitro. , 20PCT/EP2003/014721
Compounds according to any of clains 14 to 19, wherein
nis 1 or 2. 21. Conpounds aggprding to any of clains
1 to 20, wherein Ris unsubstituted cyclohexyl. WO
2004/ 060888 PCT/ EP2003/ 014%2dnple 2387 22. Conpounds
according to any of clainms 1 to , Wherein R4 is a 5-
or 6- nenbered heteroaromatic ring containing one or

ot VPCQQBEJ)@Bﬁ&Hﬁ—S-[Eie@hﬁdieme}lemﬂ}-dﬁﬁzeﬂ-él-}ﬂ}-mmethylr- Ogeyrrole-3-
and Sul fur, said heterg ro%aggglﬁﬁggagging optionally
nono- substituted by Fower arkyl’ .. Conpounds
accordingto any of clainms 1 to 20, wherein R4 is |
phenyl nono- or di-substituted, independently, by
hydr oky, | ower al kyl, | r' al koxy, hal ogen,
hal ogenated |ower al kyl, gen | ower al koxy or
nitro. 24. Conpounds accor di % y of claims 1 to
20, wherein two adj acent stituents of a phenyl
residue R4 together are -OYCH2) -0- or -(CH2)2-0-. 10

- 25. Conpounds according to any of clains 1 to 24,
sel ected fromthe group consisting of:
1- Cycl ohexyl et hyl - 5- 2- (4- et hoxy-phen

5 Thet%i/@ezmmmglyﬂd Was)é)bﬁaémélpsiqg l}(uptpl?wleﬂ aéﬁllEPNHYarz'linomethylcyclohexane

as R3-(CH2)m-NH2 and 4-hydroxyphenyl thioamide as R4C(S)NH2, MS(ISP) 452.3

(M+H)+.

Example 370

10 1-(4-Isopropyl—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, 4-isopropylbenzylamine
as R-(CH,)m-NH; and 4-methoxyphenyl thioamide as R“C(S)NH,, MS(ISP) 502.3

15 (M+H)"



3-c arboxylic acid butyl am de,,
1- (4- Met hoxy-benzyl ) -5-

W@ 2604460388 hoxy- phenyl ) -t hi azol -4-yl] -2-net hyl PCFERD03/014721

10

pyrrol e-3 -carboxylic acid butyl am de,

Tac-1| - Cycl ohexyl met hyl - 5-

=217 -
[ 2- (4- met hoxy- phenyl ) -t hiazol -4-yl] -2-methyl -1 H
pyrrol e-3-c arboxylic aciqhégg?pyﬁylanide, rac- -
- Cycl ohexyl net hyl -5- [ 2-(4- oxy- phenoxynet hyl )
-thiazol -4-yl] -2-npethyl- 1H pyrr ol e-3-carboxylic

‘ ?gi[%&Methuwbamym)ethi&@l-&-ywmnwnmw-pmctmt}ﬂmethyl-1H-pyrrole-3-

nmet hoxy- phenyl ) -t hi azol -.4- vyl .
i2-nethy|-iFprrroIe-cﬁggxy¥68§§%ﬁ%mgg%d

‘i sobutyl -am de, 1-Furan-2-ylnethyl-5-

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

H pyrrol e-3- ¢ arboxylic acid isobutyl-am de,
1-(4-N®thoxy-benzy|)»5\L%-( - met hoxy- phenyl ) -t hi azol -4
-yl] -2-nmethyl-M 25 pyrr

Ke, -3 -carboxylic acid
i sobutyl -ami de, i -Cycl ohex vgyﬂzgﬁw$2-

(4- met hoxy- phenyl ) -thiazol - ! -Z-methyl -1

H pyrrole- 3-c arboxylic acidyan yl am de,

. 1- Cycl ohexyl net hyl - 5- Z

[ 2- (4- met hoxy- phenyl) -t hi azol - 4-yl ]

-2-nmet hyl -1 H pyrrol e- 3-carboxylic acid

cycl ohexyl net hyl - am de, 30
1-Cyc|ohexy|nethyl-2-nethy|-5-(21pyra§i9-2-¥I-thiazol- .
Thetifle dthpyumdolas-ddtainedeostyg butylemérd as R R°NH, 2-(aminomethyl)pyridine
sl ey hem! Lvd 4 30iiSkyphenyl thioamide as R*C(S)NH,, MS(ISP) 461.3

(M+H)™.

Example 372

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

F7LF

Q
; . \NYO/O\
e

The title compound was obtained using 4-(trifluoromethoxy)aniline as R'R®NH,

" aminomethylcyclohexane as Réﬁ(CHz)m—NHz and 4-methoxyphenyl thioamide as

15

RC(S)NH,. MS(ISP) 569.6 (M+H)".



WD 2004/ 060888 PCT/ EP2003/ 014721 -228 1-
(4- Met hoxy- benzyl ) - 5-
W@ 2604460388 hoxy- phenyl ) -t hi azol -4-yl] -2-net hyl PCFHEP2003/014721
pyrrol e-3 -carboxylic acid cycl ohexyl nethyl -am de, 5=
[ 2- (4- Met hoxy- phenoxynet hyl ) -4 azol -4-yl ] -
| - (3-nmet hoxy- propyl)-2-nethyl - 1H py

rrol e-3-carboxylic acid cwﬁhﬁﬁ%ﬁygnethyl-anide, 5 «
.4-[1-[2-(3, 4- Di et hoxy- phenyl)-ethyl ] -4-(3-nmet hoxy- pr
opyl car banoyl ) - 5-net hyl - 1H
‘ pysr[gl(42M}zﬂh]ox>t-?hamj-&ﬂa&onarytp]oz.yﬂlémylapt314,ettﬁydetmm/é1enzyl)-1H-
1- Cycl ohexyl ne hyI-5-l_ lic acid butvlamide
[ 2- ( 4- et hoxy- pheRIFPLE HicaPerY lf-afﬂ ty
-2-nmet hyl -1H pyrrol e- 3-carboxylic acid
pi peridin-1-ylam de, N -{ 1-Cycl ohexyl net hyl -5-
[ 2- (4- met hoxy- phenyl )=t hi aZzol -4-yl] -2-nethyl- IH 10
pyrrol e- 3-car bonyl } - hydrazi/necar boxyl i ¢ aci d et hyl
ester, rac- | -Cyclohexylhe Imp§£;39ag-
(4- met hoxy- phenyl) -thiaz -<met hyl - | H
pyrrol e-3-carboxylic acid ses<byfyd ami de, {

- 1- Cycl ohexyl net hyl -5
'[2-(4-nethoxy-pheny|)-thiazoLm4-®I]-2-nethyI-IFprrro
| - 3-yl}-piperidin-I-yl-nethanone, 15
1- Cycl ohexyl net hyl - 5- :

[ 2- (4- et hoxy- phenyl ) -t hi azol - 4-yl ]

-2-nmethyl -1 Hpyrrol e- 3-carboxyl i.c aci l-am ;

5 "lj_h@ngq @%@&g}}q@g\%{%ﬁ%_tgged[z \Qs_nt&,rlg %&%/qs;lﬂgz@ﬂ)egx,ﬂirmge%hoxy
bdyiagehe 4 B/L(CH3x Nyl d 4-hieptymayphenyl thioamide as R'C(S)NHz. MS(ISP)
549.2 (M+H)". '

Example 374

10 5-[2-(4-Methoxy-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
. R3-(CH;)m-NH; and 4-methoxyphenyl thioamide as RYC(S)NH,. MS(ISP) 487.6 (M+H)".

15



3-carboxylic acid pyrimdin-2-ylam de,
rac-1| - Cycl ohexyl net hyl - 5-

WO 2004460388 hoxy- phenyl ) -t hi azol - 4-yl] -2-net hyl PCT/EPE00RO14721
pyrrol e-3-carboxylic acid (5-hydroxy-2, 2;
-6-trinmethyl-cycl ohexyl net hyl )>@u de, 5- [2-

(4- Met ho) cy- phenyl ) -thi azol -4-yl] -2-nmethyl -

| -(3-trifluoronethoxy-benzyghkmidddtspyrrol e- 3- carboxylic
acid butylam de, 1-Benzyl-5- -(4- net hoxy- phenyl)
-thiazol -4-yl] -2-pethyl-1H pyrrol e-3-carboxylic acid

" RELUbRHyHReth 55-(2-cyclohexyl-thiazol-4-yl)-2-methyl- 1IH-pyrrole-3-carboxylic acid
{1'-Cycl ohexyl net hyl -5-[ 2- (4- net hgxy- phenyl ) -t hi azol - 4-
yl]-2-nmethyl -1 H pyrrol - 3-§P‘§r'Faf‘B§Fro| idin- |
-yl - net hanone, 1- Cycl ohexyl et hyl - 5-

[ 2- (3, 4-di net hoxy-phenyl)-thiazol -4-yl] -2-nmethyl-IH

pyrrol e-3-carboxylic dcid butyl am de,
1-CyclohexylnethyI-S-aféfﬁ

-thi azol -4-yl] -2-nethyl -1
acid butylam de, WO 2004/ 0609% 2003/ 014721 -
229 5-(2-Benzo [ 1,3] dioxolsi5-y=thiazol-4-yl)- 1
- cycl ohexyl nmet hyl - 2- net hyl pyrrol e- 3-carboxylic
acid butyl am de, 1-Cycl ohexyl net hyl - 5-
[2-(4-fluoro-phenyl)-thiazol-4-yl] -2-nmethyl-1
H-pyrrole-3- carboxylic acid butylani de,

J- met hoxy- phenyl ) :

5 The title compound was obtained using butylamine as R'R?NH, aminomethylcyclohexane
as R*-(CH,)m-NH; and cyclohexane carbothioamide as RAC(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

M{F& :
" 7\ N\W/Q/ .
N \_{

The title compound was obtained using cyclopropylmethylamine as R'R*NH,
cyclohexylamine as R3-(CHj)m-NH, and 4-methoxyphenyl thioamide as R*C(S)NH,.
15  MS(ISP) 450.3 (M+H)".

™



5 1- Cycl ohexyl net hyl -
[ 2- (2-fl uoro-phenyl)-thiazol -4-yl]

WO 20060888 - | H pyrrol e-3- carboxylic acid butyl aarae2003/014721
1- Cycl ohexyl net hyl - 2- net hyl -
[2-(4-trifluoronetho)Cy-phenyh)gthi azol -4-yl] - iH
pyrrol e-3-carboxylic acid butylam-de,

1- Cycl ohexyl et hyl - 5- Example 377 ‘
[2-(3, 5-di et hoxy- phenyl ) - BR2BEPA U11 - 2- et hyl -1 H
1o pyrrol e-3-carboxylic acid butylan1de

gﬂ -Bliye¥oly NS, Bl-)thm%tlfwfc?déhe&ylme(tﬂyl -[2-(4- methoxy phenyl) -thiazol-4-
ag:fj bﬁlt ylt 2' qggl me th)ﬂ lH pyrrole cha{b%x%c acuf guty&)r(r}id
1- Cycl ohexyl met hyl - 2- net hyl - 5- (2' - net hyl -
[2,4"]bithiazolyl-4-yl)-1H pyrrol e-3- carboxylic acid
butyl am de, 15 1-Cycl ghexyl net hyl - '
[ 2- (4-ethyl -phenyl)-thiazolf4-yl]
-2-met hyl - 1Hpyrrol e-3- car ylic e butyl am de, 5-
[ 2-(4-Chioro-phenyl)-thiaz0l~<
- 1- cycl ohexyl net hyl - 2- ngt byl ! 1H-Pyrrol e-3- carboxylic
acid butyl am de, 5-
[2-(4-tert-Butyl -phenyl)t zol - 4-yl]-1-cycl ohexyl met h
yl -2-nmethyl -1 H pyrrol e- 20 3-carboxylic acid
but yl am de, 1-Cycl ohexyl net hyl - :
[ 2- (2, 3-di hydro- benzofuran- 5-yl) -thiazol-4-yl]

t hyl - carb li.c a Ian1de
TR SR bR ferhl Csie £ S10H YabthoRegy a5
tribhéthylraydobex@nobasFOxIH R m-NH, and 4- -methoxyphenyl thioamide as
RC(S)NH,. MS(ISP) 524.4 (M+H)*.
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acid butylam de, 25 1-Cycl ohexyl nethyl -
[ 2- (6- met hoxy- pyridin-3-yl)-thiazol -4-yl]

WO 20060888 - 1H  pyrrol e- 3-carboxylic acid butyl aarae2003/014721

1- Cycl ohexyl net hyl - 5-[ 2- (2, 4-di chl or o- phenyl ) -t hi azol -
4-yl] -2-nethyl -1 Hpyrrol e- ﬁ;rboxylic acid
butyl am de, 1-Cycl ohexyl net hyI net hyl - 5- :
[ 2- (4-nitro-phenyl)-thi agQlenfts pyrrol e-3- 30
carboxylic acid butyl am deen %815}%230888

CT/ EP2003/ 014721 - 230 1-Cycl ohexyl nethyl -

‘ e det hoxy- phenyl ) -t hi azol - 4-yl] -2-met hyl -

| H pyrrol e- 3-carboxylic acid pentyl am de,
1- Cypilahexieh ‘Fﬁﬂé’t&' tomaining the followm gredients can be manufactured in a
£2 (4- rrethoxy phenyl ) -thi azol - )ﬁl]n

nvsptieRal mannggir r of e- 3-car boxyl ic acid propylamde, 5
1- Cycl ohexyl nmet hyl -
fz-é - met hoxy- phenyl) t hi azol - 4-yl ]
%MI -1 H-pyrrol e- 3-carboxylic aC| d Per tablet
cycl ohexyl am de, 1-Cycl ohexyl net hyl -
Kerneh- net hoxy- phenyl ) - t hi azol - 4- yl]
c RV (P! e- 3-carboxylic aC| d

gg{ﬁgbgﬁw A cycl ohexyl met hyl - 10.0mg  200.0 mg
{\’écr@gx:yﬁ@lw@@l ‘—HW@nyI) t hi azol - 4-yl ] -2 metdyyFmg  43.5mg
Ehdiydem@ifus 10 3- carboxylic acid cycl opr opygo%r}n% 70.0 mg

Povidone K30 12.5mg 15.0 mg
Sodium starch glycolate 12.5mg 17.0 mg
Magnesium stearate 1.5mg 4.5 mg
(Kernel Weight) ‘ 120.0 mg  350.0 mg
Film Coat:

Hydroxypropyl methyl cellulose - 3.5mg 7.0 mg’
Polyethylene glycol 6000 ‘ 0.8 mg 1.6 mg
Talc : 1.3 mg 2.6 mg
Iron 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.
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1- Cycl ohexyl net hyl -5- [ 2-
(4- met hoxy- phenyl ) -thiazol -4-yl] -2-nethyl -

wokpywocedse- 3- car boxylic acid cycl obutyl am de, PCT/ERD®B/014721

rac-| - Cycl ohexyl net hyl - 5-[ 2- (4- et hoxy- phenyl ) -t hi azol
~4-yl]-2-nmethyl - 1H pyrrol e-396arboxylic acid

(2- hydr oxy-cycl opentyl)-am de, 151-

K4nfse Br o- benzyl ) -5- [

2- (4- met hoxy- phenyl ) -t hi azol -4-yl] -2-nmethyl -

I(_|-3 Py é{aos{glgf E}?rgglgrg}%gtgfg lf(;ll%gv?ggl 1czjlgrbe 1ienltsacrerlln e mail'nufactured ina

‘{O%Véﬁlndmm,gﬁ,yaphenyl )-thiazol-4-yl] -2-nmethyl-1 H
pyrrol e-3-carboxylic acid butylam de, 1-

(3, 4-Di net hyl -benzyl) -5- [ 2-(4-nethoxy-phenyl)
Inhdddened - 4-yl ] -2-nmethyl-1 H 20 pyrrol e-3-car bo&lcagu
acid butyl am de, 1-(3, 4-D nmethoxy-benzyl)-5-
Cempdumbofforyul{Bnyl ) -t hi azol -4-yl] -2-methyl -1 H 25.0 mg

gl e- 3-carboxyl i c acid butyl am de,
]%)écycl ohexyl net hyl - 150.0 mg
- Maize sarghdr oxy - phenyl )-thiazol-4-yl] -2-methyl-1  20.0mg
Thpyrrol e-3- carboxylic acid butylam de, 25 5.0 mg

1- (4-1sopropyl - benzyl) 5-

,b?ﬁ (4- nen%plgs)a%/%g y| ) { hlﬁf?f)rﬂf{@lﬂ zfecapgﬂes[cg‘){\;lzez

(4- Met hoxy phenyl) -th| azol -4-yl] -2-nmethyl -
%-P?rl n 2 yl methyl -1 Hpyrrol e- 3-carboxylic acid

1- Cycl ohexyl nmet hyl - 5- (2- cycl ohexyl -t hi azol - 4-yl) - 2- et
hy! - InfdcAyt 6slhiBods can have the following composition:

Compound of formula (I) . 3.0mg
Polyethylene glycol 400 : 150.0 mg
Acetic acid ' g.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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PCT/ EP2003/ 014721 -231 and pharmaceutically
wacoEpwoesste salts thereof. 26. A process for tRET/EP2003/014721

manuf acture of conpounds of fornula (1) as defined in

any of clainms 1 to 25, which pisacess conprises

reaction of an enamne of fornula A 0 N-(CH2).R3

RN ~~R RZ 5 wherein Rl, RciR3s RS and mare as

defined claim1; with an al fa-bronoketone of fornula

B: O 1 R7 NR4--</.6 Br S Rwherein R4, R6 and R7

are . 7. Conpounds according to any

- mﬁ*ﬁﬁﬂdiéﬁmﬁﬂ&la

of ¢ nuf actured by a process

ey

wherein
R' is hydrogen, or lower alkyl;

R?is hydrogen, lower alkyl, lower alkenyl, lower alkoxy-lower alkyl, lower
alkoxycarbonylamino, -(CH;)-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;
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
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
incie[i’éndentl}f selected from nifrogen, 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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1o according to claim26. 28. Pharnmaceutica

conposi tions conprising a conpound according to any of
w@eb@itne0sss t 0 25 and a pharmaceutical |y accept abCEEP2003/014721

carrier and/or adjuvant. 29. Conpounds according to

any of clainms 1 to 25 for useyas. therapeutic active

substances. 15 30. Conmpounds according to any of

or |tﬁisﬁ§st1]euﬂe@ iddepRdetie bzihy&ﬂ'(b&i] Apeettdlieyl Elﬁtvéf\/ﬁkoxy, halogen, lower

Ay osanctpseonca o sbab FaPueried e BRI B of < e

"CB1 receptor. 31. A nethod for the treatnent and/or

pr onftyd BWeBalRyl, Binee alkesyl biveihalladxg-lawsioaky] didpheniyt-Towehelkyl, or
nodul 3Lon of the CB 1 receptors which nethod

es administering a 20 conpound according to any
of cl alrrB 1to 25 to a'human being or animl. 32. "The

;JS e R?LISQZ Kyl ckshial esuyHprign i1ty ’t&rfusddfto @l}ﬁﬂeﬂﬂ ringt or &f&loalkyl which
or the atment . and/ or pro di.s
T eponRlly Be BoaParkuonir b ‘?%Hlaﬁégfrfcg’ﬂﬂ%’fbygﬁ’%mxy’ lower alkyl,
lbl_ﬁ&eﬂk Sff’lu&@la@&@lﬂ)@@ﬁﬁl&ﬁ%r?@&ﬁ&@@ Q53¢ ed hio cyelB&Rer@i& which may
e use of conpounds accordin to
‘ chjlo'néﬁy P 1@OpP g@%ﬂroét g 6tptu eﬁegﬁdggq@ﬁggy,ﬁvg%yaw Tower alkyl, lower
Jk RS MRHnaedbofer dkfdRAMludNhsedlovitr skos B A6 @-Iﬁnaa]ﬂlﬁared

assom ated wt t he dul ati on.of CB tors,
IRABOYARAE Faty erecy 6188§9%t§mé%°%ﬁ°t]¥8 %ﬁg‘f Toaips as

ﬁnti@péﬁ%l@ntﬁf sefldl 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 h'eteroaromatic 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 hydroxy, 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 mono-, 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-
(CHa)p-O- or -(CHz),-0O-;
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-225-

R® and R® are each independently selected from hydrogen, lower alkyl, halogen or
fluorinated methyl;

R is hydrogen, lower alkyl or halogen;
mis0, 1,2 or3;
nis0,1,2,3 or4;

pisl,2or3;

and pharmaceutically acceptable salts thereof.
2. Compounds according to claim 1, wherein R' is hydrogen.

3. Compounds according to any of claims 1 or 2, wherein R? is lower alkyl or a
residue -(CH,)m-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 ring containing one or two heteroatoms independently selected

from nitrogen 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.



10

15

20

25

WO 2004/060888

PCT/EP2003/014721
-226-

10. Compoun‘ds according to any of claims 1 to 9, wherein R® is a phenyl residue
which is optionally mono- or di-substituted, independently, by lower alkoxy, halogen,

'halogerlgated lower al_kyl, halc;genated lower alkoxy or nitro.

11. Compounds according to any of claims 1 to 10, wherein m is 0 or 1.

$

12. Compounds according to claim 1, wherein R! and R? together with the nitrogen
atom to which they are attached form a 5- or 6-membered, saturated heterocyclic ring

optionally containing an oxygen atom in the ring.

13. Compounds according to claim 12, wherein R' and R? together with the
nitrogen atom to which they are attached are unsubstituted pyrrolidinyl, piperidinyl or
morpholino.

14. Compounds according to any of claims 1 to 13, wherein R® is a residue
"(CHZ)n'Rsa-

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 alky].

18. Compounds accordlng 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
di-substituted, independently, by hydroxy, lower alkyl, lower alkoxy, halogen, halogenated
lower alkyl, halogenated lower alkoxy or nitro.

20. Compounds‘ according 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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22. Compounds according to any of claims 1 to 20, wherein R*is a 5. or 6-

membered heteroaromatic ring containing one or two heteroatoms independently selected

“from mtrogen and sulfur, said heteroaromatic ring being optionally mono-substituted by
lower alkyl

23. Compounds according to any of claims 1 to 20,‘ wherein R* is phenyl mono- or
di-substituted, independently, by hydroxy, 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 ~(CH2)2-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-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-y1]-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-Furan-2-ylmethyl-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H- pyrrole-S—
c arboxylic acid isobutyl-amide,

1-(4-Methoxy-benzyl)-5-[2-(4-methoxy-phenyl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3 -carboxylic acid isobutyl-amide,

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

3-c arboxylic acid allylamide,

" «1-Cyclohexylmethyl-5- [2;(4—methoxy-pheny1)-thiazol—4-yl] -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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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-methyl-
1H-py rrole-3-carboxylic acid cyclohexylmethyl-amide,

4-[1-2~( 3,4.-Dimethoxy-phtcnyl) -ethyl]-4- (3-methoxy-propylcarbamoyl) -5-methyl-
1H- pyrrol-2-yl]-thiazole-2-carboxylic acid ethyl ester, = -

1 -Cyclohéxylmethyl-s- [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-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,

1-Cyciohexylmethy1-5- {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-yl]-2-methyl-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-trifluoromethoxy-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-
3-yl}-pyrrolidin-1-yl-methanone,

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

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-yl)-1-cyclohexylmethyl-2-methyl-1H-pyrrole-
3-carboxylic acid butylamide,

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

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

1-Cyclohexylmethyl-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-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid butylamide,

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

1-Cyclohexylmethyl-2-methyl-5-(2'-methyl-[2,4' |bithiazolyl-4-yl)-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-Cyclohexylmethyl-5-[2-(2,3-dihydro-benzofuran- 5-yl)-thiazol-4-yl]-2-methyl-
1H-pyrrole-3-carboxylic acid butylamide,

1-Cyclohexylmethyl—Z-methyl-5—(2-p—tolyl-thiazol—4—yl)- 1H-pyrrole-3-carboxylic
acid butylamide,

1-Cyclohexylmethyl-5-[2-(6-methoxy-pyridin-3 -yl)-thiazol-4-yl]-2-methyl-1H-
pyrrole-3-carboxylic acid butylamide,

1-Cyclohexylmethyl-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-yl]-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-yl} -2-methyl-1H-pyrrole-
3-carboxylic acid propylamide,

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

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

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

1-Cyclohexylmethyl-5-(2-cyclohexyl-thiazol-4-yl)-2-methyl-1H-pyrrole-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

claims 1 to 25, which process comprises reaction of an enamine of formula A:

N/<CHa)mR3

wherein R}, R?, R?, R’ and m are as defined claim 1;

with an alfa-bromoketone of formula B:

N R’
4 _
R_<S | Br

RB
wherein R*, R® and R are as defined claim 1.

27. Compounds according to any of claims 1 to 25 when manufactured by a process
according to claim 26.

28. Pharmaceutical compositions comprising a compound according to any of

claims 1 to 25 and a pharmaceutically acceptable carrier and/or adjuvant.

29. Compounds according to any of claims 1 to 25 for use as therapeutic active

substances.

30. 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.

31. A method for the treatment and/or prophylaxis of diseases which are associated
with the modulation of the CB1 receptors which method comprises administering a

compound according to any of claims 1 to 25 to a human being or animal.

32. The use of compounds according to any of claims 1 to 25 for the treatment

and/or prophylaxis of diseases which are associated with the modulation of CB1 receptors.
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33, The use of compounds 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.

34, The novel compounds, processes and methods as well as the use of such

5 compounds substantially as described hereinbefore.
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