THI AZCOLYLPI PERI DI NEDERI VATI VESAS MTP | NHI Bl TORS [ 0001]
The invention relates to conpounds that are inhibitors
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| ocated in the reticulum of hepatocytes and
enterocytes, which catal yses the assenbly of

bi onol ecul es that transport triglycerides, the apo B
| i poproteins. [0003] The termapo B nore particularly

denotgg otein
100 ol R P M BB RS e

apoproteins are reflected in man by very |low |l evels or
even an absence of apo B |ipoproteins. The
| i poproteins con

[0001] The invention relates to compounds that are inhibitors of microsomal
triglyceride transfer protein (MTP), to pharmaceutical compositions comprising

same, and to the use thereof in medicine.

[0002] MTP (microsomal triglyceride transfer protein) is a transfer protein
located in the reticulum of hepatocytes and enterocytes, which catalyses the
assembly of biomolecules that transport triglycerides, the apo B lipoproteins.

[0003] The term apo B more particularly denotes apoprotein 48 of the intes-

tine and apoprotein 100 of the liver.

[0004] ‘Mutations in MTP or in the B apoproteins are reflected in man by
very low levels or even an absence of apo B lipoproteins. The lipoproteins con-
taining apo B (chylomicrons, very low density lipoproteins) and their metabolic
residues (chylomicron remnants, low density lipoproteins) are recognized as being
a major risk factor in the development of atherosclerosis, a major cause of death in
industrialized countries. It is observed that, in individuals who are heterozygous for
these mutations, levels reduced on average by a half are associated with a low
cardiovascular risk (C.J. Glueck, P.S. Gartside, M.J. Mellies, P.M. Steiner, Trans.
Assoc. Am. Physicians, 90, 184 (1977)). This suggests that modulation of the
secretions of triglyceride-rich lipoproteins by means of MTP antagonists and/or of
secretion of apo B might be useful in the treatment of atherosclerosis and more

broadly of pathologies characterized by an increase in apo B lipoproteins.

[0005] Molecules that inhibit MTP and/or the secretion of apo B might thus-

be useful for the treatment of hypertriglyceridaemia, hypercholesterolaemia and
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[0007] As a result of this activity, these compounds have an entirely
advantageous possible application in the treatment of hypertriglyceridaemia,
hypercholesterolaemia and dyslipidaemia associated with diabetes, and also with

the prevention and treatment of obesity.

[0008] Thus, the present invention relates firstly to compounds of thia-
zolylpiperidine structure of the general formula (1): A

O

A
T D
S
G—N )
R

in which:
o A represents a radical chosen from radicals a1 and a2 below:

'/O\RZ' /N\R3

al ; a2
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obesity. [0006] It has now been discovered that
certain conpounds of thiazold/d piperidine structure
have i nhibitory properties towards MIP and/ or apoB
secretion. [0007] As a result of this activity, these
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application 1n “treatnment of hypertriglyceridaenta,
hyper ci®bekiver ol eni a and dysl i pi daenm a associated with
di abetes, and also with the prevention and treat nment

of obesity. [00D8] Thus, the;ﬁr&sent i nvefiti on rel ates
firstly to co%ra\g{nds of th!\a | pi peridi—ﬁe*structure
of the general fornula (1):% o

gl ; g2 ; g3 ; |

« R'is chosen from hydrogen and an alkyl, alkenyl, alkynyl, cycloalkyl,
heterocycloalkyl, aryl, heteroaryl, alkylcarbonyl or alkoxycarbonyl radi-
cal; '

e R2, R? and R° which may be identical or different, are chosen,
independently of each other, from a hydrogen atom, an alkyl, alkenyl,
alkynyl, cycloalkyl, heterocycloalkyl, aryl or heteroaryl radical and a '
radical -NRR'; or

e R?and R® together form, with the nitrogen atom that bears them, a
heterocycle; '

« R*and R® which may be identical or different, are chosen, independ-
ently of each other, from a hydrogen atom, an alkyl, alkenyl, alkynyl,
cycloalkyl, heterocycloalkyl, aryl or hetéroaryl radical and a radical
-NRR; | |

e R and R', which may be identical or different, represent, independently
of each other, a hydrogen atom or a radical chosen from alkyl, alkenyl,
alkynyl,  cycloalkyl, heterocycloalkyl, aryl and heteroaryl;
or together form, with the nitrogen atom that bears them, a heterocycle,
or together form the double bond of an alken-1-yl radical;

e Y represents an oxygen or sulfur atom; and

o Z represents -NH- or an oxygen atom;

the possible geometrical and/or optical isomers, epimers and various tautomeric.
forms, and possible oxidized forms, especially amine oxides, thereof, the solvates

and the hydrates of these compounds;
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O (I) in which: A represents a radical chosen from
radicals al and a2 below. R2 al ; a2 Grepresents a

wal2awaloedies bond or radi cal chosen from groups gRCT/gE20841005931
g3 below. Y Y O- s~ 0091 ; 22 o IC

and also the possible pharmaceutically acceptable salts thereof with an acid or a

base, or the pharmaceutically acceptable prodrugs of these compounds.

[0009] The definitions that follow specify the natures of the various groups
and radicals defined above. Unless otherwise mentioned, these definitions apply

for all the terms of the present invention thus explained.

[0010] The term “halogen atom” denotes a fluorine, chlorine, bromine or
iodine atom.
[0011] The term "alkyl" denotes a linear or branched alkyl radical containing

from 1to 12 carbon atoms, optionally substituted by one or more chemical spe-
cies, which may be identical or different, chosen from a halogen atom, an oxo, thi-
oxo, hydroxyl, thiol, -NRR' (where R and R', which may be identical or different,

“are as defined above), cyano, nitro or carboxyl group, and an alkoxy, alkenylfoxy,

alkynyfoxy, alkyithio, alkyldisutfany! (alkyl-S-S-), alkylsulfinyl (alky}-S(=0)-), alkyl-
sulfonyl (alkyl-S(=0),-), alkenylthio, alkynylthio, alkylcarbonyl, alkoxycarbonyl,
alkylcarbonyiamino, atkoxycarbonylamino, ary!céfbonyl, arylcarbonylamino,
(di)alkylaminocarbonyl, cycloalkyl, cycloalkoxy, cycloalkyithio, - heterbcycloalkyl,
heterocycloalkoxy, heterocycloalkylthio, aryl, aryloxy, arylthio, heteroaryl, hetero-
arylcarbonyl, heteroaryloxy or heteroarylthio radical.

[0012] Examples of alkyl radicals, which may be optionally substituted as
indicated above, are methyl, éthyl, propyl, isopropyl, butyl, isobutyl, tert-butyl,
pentyl, isopentyl, neopentyl, 2-methylbutyl, 1-ethylpropyl, hexyl, isohexyl, neo-
hexyl, 1-methylpentyl, 3-methylpentyl, 1,1-dimethylbutyl, 1,3-dimethylbutyl, 1-ethyl~
butyl, 1-methyl-1-ethylpropy!, heptyl, 1-methylhexyl, 1-propyibutyl, 4,4-dimethyl-
pentyl, octyl, 1-methylheptyl, 2-methylhexyl, 5,5-dimethylhexyl, nonyl, decyl,
1-methylnonyl, 3,7-dimethyloctyl and 7,7-dimethyloctyl.
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Rl is chosen from hydrogen and an al kyl, al kenyl,

al kynyl, cycloal kyl, 5 heterocycloal kyl, aryl,
wedosoaxes/| , al kyl carbonyl or al koxycarbonyl rBdi/EREN04/005931

R2, R2 and R3, which may be identical or different,

are chosen, independently ofseach other, froma

hydrogen atom an al kyl, al kenyl, al kynyl, cycl oal kyl,

het er ocycl oal kyl, aryl or heteroaryl radical and a

0

§gdi cal THYRRarmO® an oget: fQr t .
[Oon?frogen Ha&:ao%npha?lkég)gr sg?rﬁg?ng g h@?err é)gy?f ae'l;Mr{e@ a@é radical
conyijsingniat leashpnbainsdturatiomin doublefberdeform and cohiadting from 2 to

i ndepend ently. of eac otp(g froma hydrogen atom an
12 el ’atgm(se 'P”éf')%?H §t’ltu ed by one or more chemical species, which
may be identical or different, chosen from a halogen atom, an oxo, thioxo,
hydroxyl, thiol, -NRR' (in which R and R’, which may be identical or different, are
as defined above), cyano, nitro or carboxyl group, and an alkoxy, alkenyloxy,
alkynyloxy, alkylthio, alkyldisulfanyl (alkyl-S-S-), alkyisulfinyl (alkyl-S(=0)-), alkyl-
sulfonyl (alkyl-S(=0).-), alkenylthio, alkynylthio, alkylcarbonyl, alkoxycarbonyl,
alkylcarbonylamino, alkoxycarbonylamino, arylcarbonyl, arylcarbonylamino, (di)-
alkylaminocarbonyl, cycloalkyl, cycloalkoxy, cycloalkylthio, heterocycioalkyl,
heterocycloalkoxy, heterocycloalkylthio, aryl, aryloxy, arylthio, heteroaryl, hetero-

arylcarbonyl, heteroaryloxy or heteroarylthio radical.

[0014] Examples of alkenyl radicals, which may be optionally substituted as
indicated above, are ethylenyl, propenyl, propadienyl, butenyl, butadiehyl, pen-
tenyl, pentadienyl, hexenyl, hexadienyl, heptenyl, heptadienyi, octenyl, octadienyt,
nonenyl, nonadienyl, decenyl and decadienyl, and also the branched isomers
thereof, the absence of indication of the position of the double bond(s) being nec-
essarily understood as meaning that no limitation is placed on the double bond(s).
For example, the “pentenyl” radical includes, without preference, the pent-1-en-1-
yl, pent-2-en-1-yl and pent-3-en-1-yl radicals, but also the pent-1-en-2-yl,
pent-2-en-2-yl and pent-3-en-2-yl radicals, as well as the pent-1-en-3-yl,
pent-2-en-3-yl and pent-3-en-3-yl radicals.

[0015] The term “alkynyl” denotes a linear or branched alkyl radical compris-
ing at least one unsaturation in triple bond form and containing from 2 to 12 carbon
atoms, optionally substituted by one or more chemical species, which may be
identical or different, chosen from a halogen atom, an oxo, thioxo, hydroxyl, thiol,
-NRR’ (in which R and R’, which may be identical or different, are as defined
above), cyano, nifro or carboxyl group, and an alkoxy, alkenyloxy, alkynyloxy,
alkylthio, alkyldisulfanyl (alkyl-S-S-), alkylsulfinyl (alkyl-S(=0)-), alkyisulfonyl
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i s cycloal kyl, heterocycl oal kyl, aryl or heteroaryl
radi cal and a radical -NRRl; R and R, which may be

wo desoxias or different, represent, independenptCEPR{004/005931
each other, a hydrogen atomor a radical chosen from
al kyl, al kenyl, al kynyl, cyél-oal kyl, heterocycl oal kyl ,
aryl and heteroaryl; 20 or together form with the
nitrogen atomthat bears them a heterocycle, or

(alkyl- %ﬁmﬁ f fkahjitrio,dostkyreyithi) d aI)FEyI@mbahbilenalk()}dycarbonyl alkyl-
Y represents an oxygen or sul fur ataqm

carbﬁnylemle@,eml@xyma{:bomylaawngxﬂﬂﬁa@ogm gry{q?ébgwgmn% (di)alkyl-
eonet ri,c

ami GBI e RRRL cfabafiBs, SPUBERIGE! TRAErRAoplon, heteo-

cycIGHIRGE}, ahbterasydicalkyities anflhergoky, tndtrio) hetersaryl, heteroaryl-

carbonyl, heteroaryloxy or heteroarylthio radical.

[0016] Examples of alkynyl radicals, which may be optionally substituted as
indicated above, are ethynyl, propynyl, propadiynyl, butynyl, butadiynyl, pentynyl,
pentadiynyl, hexynyl, hexadiynyl, heptynyl, heptadiynyi, octynyl, 'octadiynyl,
nonynyl, nonadiynyl, decynyl and decadiynyl, and also the branched isomers
thereof, the absence of indication of the position of the double bond(s) being nec-
essarily understood as meaning that no limitation is placed on the double bond(s).
For example, the “pentynyl” radical includes, without preference, the pent-1-
yn-1-yl, pent-2-yn-1-yl and pent-3-yn-1-yl radicals, but also the pent-1-yn-2-yl,
pent-2-yn-2-yl and pent-3-yn-2-yl radicals, as well as the pent-1-yn-3-yl,
pent-2-yn-3-yl and pent-3-yn-3-yi radicals.

[0017] AThe term "cycloalkyl" denotes a mohocyclic, bicyclic or tricyclic,
bridged or unbridged cycloalkyll radical containing from 3to 13 carbon atoms,
optionally comprising one or more double bonds, also including spirane com-
pounds, and optionally substituted by one or more chemical species, which may
be identical or different, chosen from a halogen atom, an oxo, thioxo, hydroxyl,
thiol, -NRR' (in which R and R’, which may be identical or different, are as defined
above), cyano, nitro or carboxyl group, and an alkyl, especially substituted by one
or more halogen atoms, in particular perhaloalkyl, for instance trifluoromethyl,
alkenyl, alkynyl, alkoxy, alkenyloxy, alkynyloxy, alkyithio, alkyldisulfanyl
(alkyl-S-S-), alkylsulfinyl (alkyl-S(=0)-), alkylsulfonyl (alkyI-S(=O)2-), alkenylthio,
alkynylthio, alkylcarbonyl, alkoxycarbonyl, alkylcarbonylamino, alkoxycarbonyl-
amino, arylcarbonyl, arylcarbonylamino, (di)alkylaminocarbonyl, cycloalkyl,
cycloalkoxy, cycloalkylthio, heterocycloalkyl, heterocycloalkoxy, heterocycloalkyl-
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and the hydrates of these conpounds;and al so the

possi bl e pharmaceutical ™ acceptable salts thereof with
w@arooaodx2or a base, or the pharnmaceutical A acce@t/aptoed/005931

prodrugs of these conpounds. [0009] The definitions

that follow specify the natures of the various groups

s and radi cals defined above. Unl ess otherw se

~mentioned, these definitions apply for all the terms
thimfaryharyorg eaylthioy betcroaryt, hsterespyieamedy!, HOd@bryBE or hetero-

&E.r m "hal ogen atont' denotes a fluorine, chlorine,
ary '8rﬁaﬂg3 r iodine atom 10 [0011] The term "al kyl"

denotes a linear or branched al kyl radical containing

from1l to 12 carbon atons, optionally substituted by
[0088F or noxamplesnefceyclaaikylcgremipsinhich mry ditiongéptsudatituted as
. or . different, chosen froma hal ogen atom an oxo
md«pﬁfe(g{(above, are especially cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyi,
cycloheptyl, cyclooctyl and cyclodecyl, adamantyl, diamantyl, norbornyl and bornyl

groups.

[0019] The term "heterocycloalkyl" denotes a monocyclic, bicyclic or tricyclic
radical containing a total of from 3 to 13 atoms, among which 1, 2, 3 or 4 are cho-
sen, independently of each other, from nitrogen, oxygen and sulfur, the other
atoms being carbon atoms, the said heterocyclic radical also optionaily comprising
1, 2, 3 or 4 double bonds, also including spirane compounds, and being optionally

- substituted by one or more chemical species, which may be identical or different,

chosen from a halogen atom, an oxo, thioxo, hydroxyl, thiol, -NRR' (in which R and
R’, which may be identical or different, are as defined above), cyana, nitro or car-
boxyl group, and an alkyl, especially substituted by one or more halogen atoms, in
particular perhaloalkyl, for instance triﬂuoromethyl, alkenyl, alkynyl, alkoxy,
alkenyloxy, alkynyloxy, alkylthio, alkyldisulfanyl (alkyl-S-S-), alkylsulfinyl
(alkyl-S(=Q}-), alkylsulfonyl (alkyl-S(=0)z-), alkenylthio, alkynylthio, alkylcarbonyl,

~ alkoxycarbonyl, alkylcarbonylamino, alkoxycarbonylamino, arylcarbonyl, aryi-

carbonylamino, (di)alkylaminocarbonyl, cycloalkyl, cycloalkoxy, cycloalkyithio,
heterocycloalkyl, heterocycloalkoxy, heterocycloalkylthio, aryl, aryloxy, aryithio,
heteroaryl, heteroaryicarbonyl, heteroaryloxy or heteroarylthio radical.

[0020] In particular," saturated or partially unsaturated, monocyclic hetero-
cycles of 51o 8 atoms are saturated, or partially unsaturated, derivatives of the
heteroaryls defined later. More particularly, among the héterocycloalkyl radicals
that may be mentioned are morpholino, morpholinyl, piperidyi, thiazolidinyl, oxa-~
zolidinyl, tetrahydrothienyl, tetrahydrofuryl, tetrahydropyranyl, pyrrolidinyl, isoxa-~
zolidinyl, imidazolidinyl and pyrazolidinyl radicals.
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hydroxyl, thiol, -NRR 1 (where R and R, which may be

identical or different, i s are as defined above),
w@y@soe3iz tro or carboxyl group, and an al KoXyPCT/EP2004/005931

al kenyl oxy, afkynyfoxy, alkylthio, alkyldisulfanyl

(al kyl -S-S-), alkylsutfiny)-8a)ky)-S(=0-),

al kyl sul fonyl (al kyl-S(=0 2-), alkenylthio,

al kynyl t hi o, al kyl carbonyl, al koxycarbonyl,

al kyi car bonyl am no, al koxycarb snyl am no,

aryl carbonyl, aryl carbonyl am no,

[002H ) al kylhghieRac Ao sgnotasya Inenaeyrlic, dyjeyaial kdgigyclic aryl radical
loa i 044N C I . het | koxy
corRAFLBIIEH SREy BRI, ond" SHEF A 9 BRer o
chetrétalr spegies, Waiotr artyy beaideatiydl, ohaiffsredt; YdHosenofrom a halogen

het eroaryl thi o radical. Exampl es of al

alompg @ aXe, ”’\WQ}WYFHWYJe”H[BEiqu | §n ek iR Lﬂ"é’dl%lsWhiCh may be
o] SR BHONS, SBIATBA Oy, BB BN an o
alkyhezapevially, substitittes | Hyuodye or Inetehyhipgepdtomisgity barticular perhalo-
alkyil,sf%p?ﬁ(&lahcg ?r?fruoromethyl, alkenyl, alkynyl, alkoxy, alkenyloxy, alkynyloxy,
alkylthio, alkyldisulfanyl (alkyl-S-S-), alkylsulfinyl (alkyl-S(=0)-), avlkylsulfonyl
(alkyl-8(=0).-), alkenylthio, alkynylthio, a phosphoric acid derivative
[(alkyl-O)2-P-O-alkyl], alkylcarbonyl, alkoxycarbonyl, alkylcarbonylamino, alkoxy-
carbonylamino, arylcarbonyl, arylcarbonylamino, (di)alkylaminocarbonyl, cyclo-
alkyl, cycloalkoxy, cycloalkylthio, heterocycloalkyl, heterocycloalkoxy, heterocyclo-
alkyithio, aryl, aryloxy, arylthio, heteroaryl, heteroarylcarbonyl, heteroaryloxy or

heteroarylthio radical.

[0022] '4Aryl radicals that may be mentioned, in a non-limiting manner,
include phenyl, naphthyl, anthryl and phenanthryl radicals. ‘

[0023] The term “heteroaryl” denotes a monocyclic, bicyclic or tricyclic aro-
matic radical containing a total of from 3 to 13 atoms, among which 1, 2, 3 or 4 are
chosen, independently of each other, from nitrogen, oxygen and sulfur, optiohally
in oxidized form (in the case of nitrogen and sulfur), the other atoms being carbon
atoms, the said heteroaryl radical being optionally substituted by one or more
chemical species, which may be identical or different, chosen from a halogen
atom, an oxo, thioxo, hydrdxy(, thiol, -NRR' (in which R and R’, which may be
identical or different, are as defined above), cyano, nitro or carboxyl group, and an
alkyl, especially substituted by one or more halogen atoms, in patticular perhalo-
alkyl, for instance trifluoromethyl, alkenyl, alkynyl, alkoxy, alkenyloxy, alkynyloxy,
alkylthio, alkyldisulfanyl (alkyl-S-S-), alkylsulfinyl (alkyl-S(=0Q)-), alkylsulfonyl
(alkyl-S(=0),~), alkenyithio, alkynyithio, alkyicarbonyl, alkoxycarbonyl, alkyl-
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hexyl, 1-nethyl pentyl, 3-nethyl pentyl,

1, 1-di net hyl butyl, 1, 3-dinethylbutyl, 1-ethylbutyl,
wda0ussiks 1- et hyl propyl, heptyl, 1-nethyl hexyl PCT/EP2004/005931

1-proryl butyl, 4,4-dinethyl pentyl, octyl,

1- met hyl heptyl, 2-nethyl hexyb,. 5, 5-di net hyl hexyl ,

nonyl, decyl, 1-nethylnonyl, 3,7-dinethyloctyl and

7,7-di methyl octyl. 0[0013] The term "al kenyl " denotes

' or b g\;}%ql fadi cal ri sing .
Cérgﬁgylgﬁgg?’urat%'gﬁ In %@Jﬁ%@%@nd % yl%gﬁg@ont é'?f{ﬁ'icég&%&'ammo’
(dn)afl@mmlrlooanm?fhr wnlloatk(yhs cydpalkorg| ICyCIS)aqult_hngt hgtdviycycloalkyl,
one o re nm cal, speci.es, i ch may jdentica
ety tlorliet, RerocaroRRYNE. RallogBloR ! diRieroaryl, hetero-
arylcareey, FietBVGHr?Wk/prh@té}baadtNmacﬁddF. which R and R,
whi ch may be identical or different, are as defined
above), cyano, nitro or carboxyl group, and an al koxy,

l,kenyl nyl,0x al kyl thio, aikyldisulfanyl
[oo?gj(kyl ) ?%ﬁraalbygfl I§a¥§ pﬂ@laé(tbpkmopg g%fg)qonsﬂ?ur%g the hetero-
cychd kyhtaind #6iM 1 to 4 endocyclic hetero atoms and more preferably from 1 to
4 endocyclic hetero atoms. According to the invention, the heterocyclic polycyciic
nucleus consists of one or more monocycles each containing from 5to 8 atoms

included in the ring.

[0025] Examples of heteroaryl radicals, optionally substituted as has just
been described, are radicals derived from heteroaromatic compounds, such as
pyridine, furan, thiophene, pyrrole, imidazole, thiazole, isothiazole, isoxazole,
furazane, pyridazine, pyrimidine, pyrazine, thiazines, oxazole, pyrazole, oxadi-
azole, triazole and thiadiazole. Among the preferred heteroaryls that may be men-
tioned are pyridyls, pyrimidinyls, triazolyls, thiadiazolyls, oxazolyls, thiazolyls and

thienyls.

[0026] Examples of bicyclic heteroaryl radicals in which each monocycle
contains from 5 to 8 endocyclic atoms are derived from aromatic compounds cho-
sen from indolizine, indole, isoindole, benzofuran, benzothiophene, indazole,
benzimidazole, benzothiazole, benzofurazane, benzothiofurazane, purine, quino-
line, isoquinoline, cinnoline, phthalazine, quinazbline, quinoxaline, naphthyridines,

pyrazolotriazines, pyrazolopyrimidine and pteridine.

[0027] Among the heteroaryls defined above, quinolyl, pyridyl, benzotri-
azolyl, triazolyl, acridyl, phenazinyl and carbazoly! radicals are preferred.

[0028] When the radicals R? and R® form, together with the nitrogen atom
that bears them, a heterocycle, the said heterocycle is a monocycle, bicycle or
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(al kyl -S(=O 2-), alkenylthio, alkynylthio,

al kyl car bonyl, al koxycarbonyl, al kyl carbonyl am no,
wa@bkdsxnyxias bonyl am no, aryl carbonyl, aryl car bonp¢t BRP2004/005931

(di)- | o al kyl am nocar bonyl, cycl oal kyl, cycl oal koxy,

cycl oal kyl thi o, heterocycl e&@kyl, heterocycl oal koxy,

het erocycl oal kyl thi o, aryl, ary)oxy, arylthio,

het eroaryl, heteroaryl carbonyl, heteroaryl oxy or

trlcyBFét @csrqawﬂ]g hitetal afifrem 3 td @Q%mgm@dtm:ag thé n&hb’@lybtom among

radicals, which may be optionally substituted as i
whighndli 2a8 &4 %W@@wosanelrmwnéﬁmly ogeaﬁwmer Bpabaaiw oxygen
I
and %ngtbﬁ &Héﬁg{&?ﬁ% )lrlalei hepﬁaﬁ aé%@sn{%d%ﬁﬂﬁete%ﬁféyélso option-
ally eetraistiy i, 2nergnydoublematidsnglso idelaeing spirghe compounds, and

decadi I d al the b hed h
bemgb@@m%r?%fsubgﬂﬁué% P SN gg%g@tﬁeeb&?bm@y%e iden-
c r
tical 81“@1 ﬁse)rte f Hbdan frﬁgﬁg dh%‘}? ?ﬂd&goub 1 3D, (R%?(b”gnfd?&iyl thiot,

ion1s p
-NRR' (m which R and R’, which may be identical or different, are as defined

above), cyano, nitro or carboxyl group, and an alkyi, alkenyl, alkynyl, alkoxy,
alkenyloxy, alkynyloxy, alkylthio, alkyldisulfanyl (alkyl-S-S-), alkylsulfinyl
(alkyl-S(=0)-), alkylsulfonyl (alkyl-S(=0O).-), alkenylthio, alkynyithio, alkylcarbonyl,
alkoxycarbonyl, alkylcarbonylamino, alkoxycarbonylamino, arylcarbonylamino,
(diyalkylaminocarbonyl, cycloalkyl, cycloalkoxy, cycloalkyithio, heterocycloalkyl,
heterocycloalkoxy, heterocycloalkylthio, aryl, aryloxy, arylthio, heteroaryl, hetero-

aryloxy or heteroarylthio radical.

[0029] For the compounds of the formula (I} presented abave, the term
“geometrical isomer” means a cis/trans or E/Z isomerism. More particularly, the
possible double bond(s) present in the various substituents of the compounds of
the general formula (I) can be of E or Z configuration. These pure or irhpure geo- |
metrical isomers, alone or as a mixture, form an integral part of the compounds of

the formula (1).

[0030]' The term “optical isomer” includes all the isomeric forms, alone or as
mixtures, resuiting from the preéence of one or more axes and/or centres of sym-
metry in the molecule, and resulting in the rotation of a beam of polarized light.
The term “optical isomer” more particularly includes enantiomers and disastero-

isomers, in pure form or as a mixture.

[0031] The acids capable of forming pharmaceutically acceptable salts with
the compounds of the formula (1) above are organic or mineral acids. Non-limiting

examples that may be mentioned include hydrochloric acid, hydrobromic acid,
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20 For exanple, the "pentenyl" radical includes,
W t hout preference, the pent-1l-en-1- yl,
wWEeos/Ha3ien- 1-y) and peni-3-en-1-y! radicals, betT/BP®04/005931
t he pent-1-en-2-yl, pent-2-en-2-yl and pent- 3-en-2-yl
radi cals, as well as the pentt-l-en-3-yl,
pent - 2-en-3-yl and pent-3-en-3-yl radicals. 5 [0015]
The term "al kynyl " denotes a |inear or branched al kyl

phdspiofia| aci@MBUKSrid BEidattahSAS tacR EcitRS AL %5!%7& iae-g acetic acid,
triple bond formand containing from?2 to 12 carbon
fumarienacidoglkasiesnifgnis Lanid,i naphibalepesutonic aid e patetdloaiesulfonic

. [ ' identical .qr different, chosen
ac"?’?ﬁ%*fifﬁhoaf?’f*%%%fﬁb %@%ﬁ%aﬁ? NG #58x0, hydroxyl, thiol,
-NRR (in which Rand R, which may be identical or

different, are as defined O above), cyano, nitro or
[0034k boxy| The Bages earabie ohfabing pheksagehcally sidegptdblgalts with

' v i Sl f I -S-S-), alkylsulfinyl
tno S s o i el A, oLy Y bLEY Among
thess Keasds! hnan-liaitingn \dxamples athlay | maybBBY mentioned include sodium
al ké)xyca{ borbyl ,,al kyl carbonyl am no ) . )
hydroxide,” potassium "hydroxide, ammonia, dlethylamme, triethylamine, ethanol-
amine, diethanolamine, piperidine, piperazine, morpholine, basic amino acids,
such as arginine and lysine, osamines, for example meglumine, and amino alco-

hols, such as 3-aminobutanol and 2-aminobutanol.

[0033] The invention especially covers the pharmaceutically acceptable
salts, as indicated above, but also salts allowing a suitable separation or crystaifi-
zation of the compounds of the formula (1), such as the salts obtained with chiral

amines.

[0034] The compounds of the formula (1) above aiso comprise the prodrugs

of these compounds.

[0035) The term “prodrugs” means compounds which, once administered to
the patient, are chemically and/or biologically converted by the living body into

compounds of the formula (1).

[0036]  Among the compounds of the formula (1) according to the invention
that are preferred are those for which the radical R® represents hydrogen,

‘the possible geometrical and/or optical isomers, epimers and various tautomeric

forms, and optional oxidized forms, especially amine oxides, thereof, and the sol-.

vates and hydrates of these compouhds; A
and also the possible pharmaceutically acceptable saits thereof with an acid or a

base, or the pharmaceutically acceptable prodrugs of these compounds.



10

15

20

25

30

al koxycar bonyl am no, aryl carbonyl, aryl carbonyl am no,

(di)al kyl am nocarb snyl, cycloal kyl, cycl oal koxy,
waey@soediky/| t hi o, heterocycl oal kyl, het erocycl opCRER3004/005931

het er ocycl oal kyl thio, aryl, aryloxy, arylthio,

heteroaryl, heteroaryl- 5 €& bonyl, heteroaryl oxy or

heteroarylthio radical. [0016] Exanples of al kynyl

radi cals, which may be optionally substituted as

indicated above, are ethynyl, propynyl, propadiynyl

utynyl . but adi ynyl ent nI ent adi
[OOiﬁaxad, nyyqa erqgg{rf,—%}q;o Bw@ﬁ%’tgy ?rﬁ%mp%ﬁ'&n@d the fon¥1u}/a (1) accord-

ng GShEhn GrimatiR Pt 1S,

the absﬁb@ge(ﬁmembat ainddor offtidahésqosist iepimefs ahé \dwighisetautomeric
ond(.s) belng nec e und rstood as, megnin

| h
formiso A ARIARED et (LG SRPRHANGULRG ORSied, L)ereRbrand the sol-
vate@% Vratdi&of tﬂ@é‘é KHBH{JOUF\@Q* cal includes, w thout

rence, the
and also the possnble pharmaceutlcally acceptable salts thereof with an acid or a

base, or the pharmaceutically acceptable prodrugs of these compounds.

[0038] Another preferred group of compounds according to the present
invention consists of compounds of the formula (1) in which the thiazolyl radical is
branched in position 3 or in position 4 of the piperidine nucleus, preferably in posi-

tion 4 of the piperidine nucleus.

[0039] Another preferred group of compounds according to the present
invention consists of compounds of the general formula (1) in which G represents
the radical g1, preferably in which Y represents an oxygen atom,

the possible geometrical and/or optical isomers, epimers and various tautomeric
forms, and optional oxidized forms, especially amine oxides, thereof, a'nd the sol-

vates and hydrates of these compounds;

~and also the possible pharmaceutically acceptable salts thereof with an acid or a

base, or the pharmaceutically acceptable prodrugs of these compounds.

[0040] Another preferredhgroup of compounds according to the present
invention consists of compounds of the general formula (l) in which the radical R*
represents hydrogen, the radical R® represents hydrogen, the thiazolyl radical is
branched in position 4 of the piperidine nucleus, and G represents the radical gt in
which Y represents an oxygen atom,

the possible geometrical and/or optical isomers, epimers and various tautomeric
forms, and optional oxidized forms, especially amine oxides, thereof, and the sol-

vates and hydrates of these compounds;
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yn-1-yl, pent-2-yn-1~yl and pent-3-yn-1-yl radicals,

but also the pent-1-yn-2-yl, i s pent-2-yn-2-yl and
WEeousA831y- 2-yl radicals, as well as the PCT/EP2004/005931

pent - 1-yn-3-yl, pent-2-yn-3-yl and pent-3-yn-3-yl

radi cal s. [0017] The term *&§el oal kyl" denotes a

nmonocyclic, bicyclic or tricyclic, bridged or

unbri dged cycl oal kyl radical containing from3 to 13

and%ﬁé@@tﬁb poBible Pharhasnaichlty eeoptablensale thereofmaith an acid or a
doubl e bonds, al so including spirane_com pounds, and

basel tbﬁaph%rmmytl@allytweewm@rqﬂruaﬁpét'ﬁf&ﬁ@apoun .
speci es, which may be identical or different, chosen
froma hal ogen atom an oxo, thioxo, hydroxyl thio

[004MRR 1 QAndtivdri Glefétred @rdlip oNtsbmpcrmyjsbef thee frtvientibn aronsists of
ano, nitro

different, are as deflne% %égs
compaupegAr te seperal dermiia &)y whi Beaéa{qsyné%sgﬁwtag@a' espe-
CIaHgérh%ﬂ?I §IUEE' lwfb{??hgﬁzmgbt Bl ?r?JnggﬁFE PLF&HK‘%IS The compounds
of the general formula (1) in which R" represents a b:pheny) radical, optionally sub-
stituted by one or more alkyl radicals, preferably methyl, ethyl or propyl, and/or
with a perhaloalkyl or perhaloalkoxy radical, are most particularly preferred. The
compounds of the general formula (I) in which R! represents a substituted biphe-
nyl radical, for example a ftrifluoromethylbiphenyl or methyltrifluoromethoxy-

biphenyl radical, are more particular preferred.

[0042] Among the compounds of the general formula (1), another preferred
group of compounds consists of those for which A represents a2, the other sub-
stituents having the same definitions as those given above,

the possible geometrical and/or optical isomers, epimers and various tautomeric
forms, and Optlonal oxidized forms, especially amine oxides, thereof, and the sol-
vates and hydrates of these compounds; A

and also the possible pharmaceutically acceptable salts thereof with an acid or a

base, or the pharmaceutically acceptable prodrugs of these compounds.

[0043] Among the above compounds, the ones most particularly preferred
are those for which a2 represents a radical of the formula a2' below:
ko)
R’H)J\ 7
_ RO a2
/N\R3

in which R® and R”, which may be identical or different, and independently of each
other, have the same definitions as the radicals R? and R® defined above,

the other substituents having the same definitions as those given above,
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al kenyl , al kynyl, al koxy, al kenyl oxy, al kynyl oxy,
al kyl t hi o, al kyl di sul fanyl (alkyl-SS), alkylsulfinyl

w@ 20089031 =O) - ), al kyl sul fonyl (al kyl-S(=0 2-PCT/EP2004/005931
al kenyl t hi o, al kynyl thio, alkyl carbonyl,
al koxycar bonyl , al kyl car bonykam no, al koxycar bonyl
am no, aryl carbonyl, aryl carbonyl am no,
(di)alkylaninocarbonyl cycl oal kyl, 30 cycloalkoxy,

the (I?bt Sh oc@é grhs%tﬁ ?Ilﬁ?ﬁépgpfﬁéﬁ%ﬂem '"@dlﬁfe‘?:?)é‘h'doﬁér‘f&)@’ tautomeric

, aryloxy, arylthio,
fornhtetza’rd)apydmal heddized fgrea rdspryially mleem@emﬂyemf and the sol-
et er th| radi cal 0018] Exanpl es of cycl oal kyl
Vateg'ir%nu‘ﬂ)g é%?%ﬂ E‘@ée&&m%& Py substituted as 5
and! élgb GRé 85 s@ﬁ)@é’?haﬁﬁﬁc&ﬁ%@ﬂy %'cb&pt%ﬂ‘)?é 8ptP Mdreof with an acid or a
cycl obut'yl | opentyl, cycl ohexyl, cycloheptyl,
baseyai %@c@hﬂr@ﬁ@uﬁ%ly@i@@ﬂablg@mﬁgwof t!mwmppunds

nor bonyl and bornyl groups. [0019] The term
"het erocycl oal kyl " denotes a nonocyclic, bicyclic or

[0044] cycl ixcpreferred sub-group of compounds consists of compounds of the
generai formula () in which G represents the radical g1, with Y representing an
oxygen atom, R' represents a biphenyl radical, optionally substitutedy by one or
more alky! radicals, preferably methyl, ethyl or propyl, and/or a trifluoromethyl or
trifluoromethoxy radical, and A represents a2,

the other substituents being as defined above,

the possible geometrical and/or optical isomers, epimers and various tautomeric
forms, and optional oxidized forms, especially amine oxides, thereof, and the sol-
vates and hydrates of these compounds; |

and also the possible pharmaceutically acceptable salts thereof with an acid or a

base, or the pharmaceutically acceptable prodrugs of these compounds.

[0045] In this sub-group, the compounds that are more particulariy preferred |
are those of the general formula (l) in which G represents the radical g1, with Y
representing an oxygen atom, R’ represents a biphenyl radical, optionally substi-
tuted by one or more alkyl radicals, preferably methyl, ethyl or propyl, and/or a
triﬂuorbmethyl or trifluoromethoxy radical, and A represents a2' as defined above,
the other substituents being as defined above, '

the possible geometncal and/or optical isomers, epimers and various tautomerlc
forms, and optional oxidized forms, especially amine oxides, thereof, and the sol-
vates and hydrates of these compounds; ‘

and also the possible pharmaceutically acceptable salts thereof with an acid or a

base, or the pharmaceutically acceptable prodrugs of these compounds.
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i o radical containing a total of from3 to 13 atons,

anong which 1, 2, 3 or 4 are cho sen, independently of
weawk/oatiker, from nitrogen, oxygen and sul fur, PCTEP2004/005931

ot her atons being carbon atons, the said heterocyclic

radi cal also optionally conmgising 1, 2, 3 or 4 double

bonds, al so including spirane conpounds, and bei ng

optionally substituted by one or nore chemica

[omgec' eSPaMBu‘HThg?%éf@ﬁedi &S Friptéd opﬁompfofu‘?ﬁ%néoco'rdlﬁg {0 the pre-

osen froma gen atom "an oxo, thioxo, hydr
senttinvexitjon aRRChgsen fidmch R and R, which may be

i tro oR-eBsRkyimafEla-SaraPhe i 2 b sy
b|ph§H932Jcb|=Bcﬁﬂll B}pé?ﬂeu 9l]tH'E3£cﬁeJ43éé?58ﬁ13“€é ons, in

particul ar perha oa or instance trifl uoronethyl,

aI keny| N-ethilyNy(t mamyﬁz;oxoﬁwnsui’oxiﬁth)é) Ryt dxifluoromethy!-
ion i b ey S S 2 s
al keny| NbdtRyl- Nl(KMﬁé!ﬂhtthibxoainhbﬁ?lbtmﬂ')/?wﬁ -(6-methyl-4"-trifluoro-
methoxybiphenyl-2-carbonyl)piperid-4-yiJthiazole-4-carbamte; ’
- N-ethyl-N-(1-methyl-2-ox0-2-pyrid-2-ylethyl) 2-[1-(6-methyl-4'-
trifluoromethoxybiphenyl-2-carbonyl)piperid-4-ylijthiazole-4-carbamate.
- N-[cyano(4-fluorophenyl)methyl]-N-phenyl-2-[1-(4'trifluoromethyl-
biphenyl-2-carbonyl)piperid-4-ylJthiazole-4-carboxamide;
- N-(a-cyanobenzyl)-N-ethyl-2-[1-(4'-trifluoromethylbiphenyl-2-car-

bonyl)piperid-4-yljthiazole-4-carboxamide;

- 2-{1-{4'-(trifluoromethyl)-1,1-biphenyl-2-yljcarboxyl}piperid-4-yl}-1,3-
thiazole-4-carboxylic acid

- 1-(4-{4~(3-hydroxypiperid-1-yl)methanoyljthiazol-2-yl}piperid-1-yt)-1-
(4'-trifluoromethylbiphenyl-2-yl)methanone *

- N-methyl-N-(1 -methyl-2-ox0-2-phenethyl)-2-[1 -(4'-triﬂuororﬁethylbi-
phenyl-2-carbonyl)piperid-4-yl]thiazole-4-carboxamide

- N-methyl-N-(1-methyl-2-ox0-2(S)-phenethyl)-2-[1-(4"-trifluoromethyl-
biphenyl-2-carbonyl)piperid-4-ylJthiazole-4-carboxamide

| - N-(7-oxo-7H-thieno[3,2-b]pyran-6-yl)-2-[1-(4'-trifluoromethylbiphenyi-

2-carbonyl)piperid-4-yljthiazole-4-carboxamide

- N-(2-methyl-4-ox0-4H-chromen-3-yl)-2-[1-(6-methyl-4'-trifluoro-
methoxybiphenyl-2-carbonyl)piperid-4-ylithiazole-4-carboxamide

- N-(a-cyanobenzyl)-N-isopropyl-2-[1-(4'-trifluoromethylbiphenyl-2-car-

bonyl)piperid-4-yl]thiazole-4-carboxamide; and

- N-[1-cyano-1-(pyrid-4-yl)methyl)-N-isopropyl-2-[1-(4-trifluoromethyl-
biphenyl-2-carbonyl)piperid-4-yllthiazole-4-carboxamide;
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al koxycar bonyl , al kyl car bonyl am no,
al koxycar bonyl am no, aryl carbonyl, aryl carbonyi am no,
w@ doopaniags ani nocar bonyl , cycl oal kyl, cycl oal kORGT/EP2004/005931

cycl oal kyl t hi o, heterocycl oal kyl, heterocycl oal koxy,
het erocycl oal kyl thi o, aryl-1&aryl oxy, arylthio,
heteroaryl, heteroaryl carbonyl, heteroaryl oxy or
heteroarylthio radical. 25 [0020] In particul ar,

the é@ﬁdéﬂ el tHepsdf, dxldizath fariy, dottitesTaRECYRIrates of these com-

heterocycles of 5 to 8 atons are saturate or
poungfitial ly unsaturated, derivatives of the het eroaryls

anc 3510 D58 P oS AUaY LE e RTSAM hcos ity g e, o
the Wrﬁ%euﬂeallmdﬁptébléﬂrodmgpejﬂthbde cdhpaaads.di nyl ,
oxa- 0 zolidinyl, tetrahydrothienyl, tetrahydrof uryI

tetrahydropyranyl pyrrolidinyl, |soxazoI|d|nyI

[004?21r daz oﬂl? p'%é) %spé/ff %Oﬂm‘e% 14 \n\feﬂﬂbﬁﬁeﬁ'\ BQQ%éba@?)efrom the

m*"ary es a rmnocyc bi'cyclic or
compoucysbf theafoyrhulaa(dlical
S
NH,
T—N
(10
R5

in which T represents a labile protecting group, for example fert-butoxy-
carbonyl (BOC), and R® is as defined above,

which is reacted with ethyl R*bromopyruvate, generally in equimolar pro-
portions, in a polar solvent, for example dimethylformamide, in the presence of én
excess of base, preferably an organic base, such as triethylamine, at a suitable
temperature, for example at room temperature, for a time ranging from 1to 40
hours and preferably between 4 and 18 hours,

so as to form the thiazolyl ring and give the compound of the formula (Ill):

0) /-"CH3
O

TN ),

in which T, R* and R® are as defined above,
which compound of the formula (111) is then saponified with a base of alkall
metal or alkaline-earth metal hydroxide type, for example sodium hydroxide, in '
polar medium, for instance tetrahydrofuran and/or water, especially a 2:1 tetra-
hydrofuran/water mixture, at room temperature, for a time ranging from 1 to 12

hours, so as to form the salt of the formula (IV):



10

15

containing from6 to 14 carbon atons, optionally
substituted by one or nore chem cal species, which may
wheoosdedies cal or different, chosen from a hal oPETEB2004/005931
atom an oxo, thioxo, hydroxyl, thiol, -NRR (in which
R and R, which may be identteal or different, are as
defi ned above), cyano, nitro or carboxyl group, and an
al kyl, especially substituted by one or nore hal ogen
atons, in particular perhalgal kyl, for instance
trifluoronethyl, alkenyl, al , koxy, al kenyl oxy,
al kynyl oxy, al kyl thi o, alkyldisulfanyl (alkyl-SS-),
al kyl sul finyl (alkyl-S(= al kyl sul fonyl i o
(al kyl -S(=0 2-), t hrorréal kynyl thio, a
phosphori c aci d~d&i vapi veS [ (al kyl - O 2%\50),0 al kyl ],
al kyl car bonyl, al k ar bonyl, al kyl car bonyl am no,
al koxycar bonyl anm no,raryl car bonyl, aryl carbonyl ani no,
(di)aik{Ianinocarbonyl, cycl oal kyl, cycl oal koxy,
in whichl BaRkgihd iR caretast defiegcdhoxiek ghd Merapressmtsdae labsa)i metal or

alkaﬂﬁé%ra?t‘lzyr%le?aﬂlcg}/igﬁ r(]j'e(r]llved from the base that is useful for the saponifica-

tion reaction,
which compound of the formula (V) is next hydrolysed and then/or esteri-

fied to a compound of the formula (V1):

O
ail

V1),

in which R*, R®, a1 and T are as defined above,
or converted into the corresponding amide of the formula (V2):

O ;Q
N\
R3
/ S\ "
L | (vV2),

in which RZ, R®, R*, R and T are as defined above,

via the action of an amine of the formula HNR?R?®, generally in equimolar
proportions, in the presence of a base, preferably an organic base, such as diiso-
propylethylamine (DIPEA), and a catalyst, for example O-benzotriazol-1-yl-
N,N,N',N'-tetraethyluronium hexaflucrophosphate (HBTU), in a polar aprotic sol-
vent, such as dimethylformamide, at room temperature, for a time that can range

from 1 to 50 hours and generally from 4 to 20 hours,
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aryl, aryloxy, arylthio, heteroaryl,
het er oaryl carbonyl, heteroaryloxy or i s
whedosoaexes/| t hi o radi cal. [0022] Aryl radi cal s pPOEEPI0AY005931
be nentioned, in a non-limting manner, include
phenyl , naphthyl, anthryl an®phenanthryl radicals. 0
[0023] The term "heteroaryl" denotes a nonocyclic, .
bicyclic or tricyclic aro matic radical containing a
t ot dheotorfipounds obthesfatuias (dipagd vivi2g hogethgr f@maing4he com-

ar osen, pendently of each other, from

po%ﬂéﬁ@%@ﬁ?”ﬁ%ﬁg@i and sul fur, optionally in oxidized
form (in the case of nitrogeg and sul fur), the other
atons being carbon atons, the\said heteroaryl radica
bei ng optionally substituted by ‘one or nmore 5 chem ca
speci es, which may be ideptigal or different, chosen
froma hal ogen ato 0, jox0, hydroxyl, thiol,
-NRR (i n whi chTR-End which may be (),

in which R*, R®, A and T are as defined above, |

which compound of the formula (V) is then used in a reaction for deprotec-
tion of the amine function of the piperidine ring, via the action of an organic or
mineral acid, for example hydrochioric acid or trifluoroacetic acid, in dichloro-
methane (DCM) or dioxane medium, at room temperature, for a time ranging from
a few minutes to a few hours, generally ranging from five minutes to 12 hours, to

give the compound of the formula (VI1):

O
A
{ \\ R?
=N S ° v,

which is a special case of the compounds of the formula (1), in which R’ represents

hydrogen, G represents a bond, A, R* and R°® being as defined above,

~ which is then subjected to the action of a compound chosen from:
Y

A e d e
SRV . Rl : =Y 1_g—
R—X ; R’ X ; Rﬁ\z/JL\x ; Rl\hf;// and R g X

in which X represents a halogen atom, preferably chlorine, R', Y and Z
being as defined above, | ‘

in the presence of a base, preferably an organic base, such as diiso-
propylethylamine (DIPEA), and a catalyst, for example O-benzotriazol-1-yl-
N,N,N',N'-tetraethyluronium hexaﬂuordphosphate (HBTU), in a polér aprotic sol-
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identical or different, are as defined above), cyano,

nitro or carboxyl group, and an al kyl, especially
wamsioiizt ed by one or nore hal ogen atons, i n PCT/EP2004/005931

parti cul ar perhal oal kyl, for instance trifl uoronethyl,

al kenyl , al kynyl, al koxy, aitkenyl oxy, al kynyl oxy, o

al kyl thi o, al kyl di sul fanyl (alkyl-SS), alkylsulfinyl

(al kyl -S(=0)-), al kylsul fonyl (alkyl-S(=0 2~),

vengl é;.gﬂ%b& Wirﬁet@lfbgrﬁébf({ég:%g Or@bu'ﬂ’ﬂefﬁ%&@ﬂ)’rb; for a time that can range

car bonyl’, nyl am no,
froral1koxoft howsranchgemerallnfrphcéitdddyiourar yl car bonyl ani  po,

di )al kyl ani b | oal kyl I :
Cyctoge PEE PRaTLe Loy dbaariay s et oxy .
het erocycl oal kyl thio, aryl, aryloxy, arylthio,

heteroaryl, heteroaryl carbonyl, het eroar%/)l ox¥ or
[0043 er oarAdcoriing rtadinsavariant| hecaympeends ablthe fermuladbtcan also

be 3feRia bV FodR Y SobaRBiEy e i PRoafL fREVG Tor e

preferably froml to Y Y

‘ I
REOH ;R ; R! )J\ d RL—s—
H R OH > oK and R (’S-)l -OH

in which R1, Y and Z are as defined above,

with a compound of the formula (VIil):
0]

H—N NH,
Vi),

~ in which R® is as defined above,

in the presence of an acyl chloride, such as oxalyl chloride, in basic
medium, for example triethylamine,land in an apolar aprotic solvent, for example
dichloromethane, at room temperature, for a time ran'ging from 1 to 50 hours and
generally from 4 to 20 hours,

to give the compound of the formula (VIII):
0

NH,

R . (Viin),

in which G, R" and R® are as defined above,

which is then converted into the correspbnding thioamide of the formula
(1X) via the action of Lawesson’s reagent, in a polar solvent, for example dimethyl .
ether, at a temperature of about 50°C, for a time generally of about 2.5 hours:



4 endocyclic hetero atonms. According to the invention,
the heterocyclic polycyclic nucleus consists of one or
woreos/opaeocycl es each containing from5 to 8 aPCIEP1004005931

included in the ring. [0025] Exanples of heteroaryl
radical s, optionally substpputed as has just been
descri bed, are radicals derived from heteroaromatic
compounds, such as pyridine, furan, thiophene,
pyrrole, imdazole, thiazole, isothiazole, isoxazofe,
I s furazane, pyridazine, pyrimdine, pyrazine,
t hi azi nes, oxazole, p e, adi azole, triazole and
t hi adi azol e. AnongSTh erred heteroaryls that nay
be nmen tioned arR' pyri , pyrinidK bs, triazolylJs,
t hi adi azol yl s, oxazolyl ®R° thiazolyls and thienyls. 20
[ 0026] Exanples of bicyclic heteroaryl radicals in

in whith &) Réaarid Romoz gis Idefined above,

the thiazole ring then being formed in a manner similar to that presented

above for the formation of the compound of the formula (1), via the action of ethyl

R*-bromopyruvate, to give the compound of the formula (X):

5
0] /"’ CH,
o
[ \ R4
6—N S X),

in which G, R', R* and R® are as defined above,
which compound of‘ the formula (X) is then saponified, in a manner similar

to thaf for the formation of the compound of the formula (IV), to give the acid of the

10 formula (Ion):

0
OH
N
=
G—N S (Ton),
R

which is a special case of the compound of the formula (1) in which A represents

-0-R?, R? representing a hydrogen atom,
which compound of the formula (lon) is then optionally used in
) . 203
cation reaction, or subjected to the action of an amine of the formula HNR"R", in

order to give the compounds of the formula (1) in which A represents, respectively, -

an esterifi-

15

a1, with R? other than hydrogen, and a2.
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contains from5 to 8 endocydic atons are derived from
aromati ¢ conpounds cho sen fromindozi ne, indole,

w0 s@soaake, benzofuran, benzot hi ophene, i ndazoP@l/EP2004/005931
benzi m dazol e, benzot hi azol e, benzof urazane,
benzot hi of urazane, purine, -guinoline, isoquinoline,
ci nnol i ne, phthal azi ne, qui nazoline, quinoxaline, .
napht hyri di nes, 5 pyrazol otri azi nes,

[0049])" 82 ol aRYhé girgd;&%gér&bs%%a doke, [t08UId VB NEdEREOd that the

eroaryl s defined above, quinolyl, pyrlqyl, . _
opehatimgotonditiony lcantvana subglantialy aeya furpiienagf thel diffgeent substitu-

entsf éé?@;%léy }ﬁ%r %ﬁgﬁ%ﬁf‘g}?ﬁ?% ggg{réggﬁt\/@ﬁtthg %@%\w&% goggﬁe formula
(1) tRA1OMNS H8sirERS Brdped) Sac PARtRMECArRd atiBiftatiohd are readily acces-

heterocycle is a nonocycle, bicycle ortricycle
sible tmwapeisog skitest il thef art.riome3amwla From saientifieIrawiens. thee patent

B R PR e o AR et

sul fur, the other atons being carbon atons, the said
het eroc¥:cl e al so option

[0050] or the compounds of the general formula (I) for which A represents
a2', the intermediate amine H-a2' below: |
0
R\/U\Fg
T

in which R%, R® and R’ are as defined above,
which will be reacted with the compounds of the formulae (V2) and (lon)
defined above,
. can advantageously be prepared according to one of the synthetic routes
presented in the following scheme, and in which the various substituents are as

defined in the present invention:



ally comprising 1, 2, 3 or 4 double bonds, also
i ncl udi ng spirane conpounds, and 5 being optionally
wa szt ed by one or nore chem cal species, MI/EP2008§05931
be iden tical or different, chosen from a hal ogen
atom an oxo, thioxo, hydrazyl, thiol, -NRR (in which
R and R, which may be identical or different, are as
defi ned above), cyano, nitro or carboxyl group, and an
al kyl, al kenyl, al kynyl, aik xy, al kenyl oxy,

al kynyl oxy, aI kyI t hi o, (I sul fanyl fal kyl - S— S)
al kyl sul fPnyl i o(alky O) ), aIk Ifony

el kA, NW‘AO 2-),

al kyl carlqony| aIkoxyca&ﬁamxm, alkylcar 8ng{@ mo

al koxycdt bonyl ani no, aryl car bonyl am no,

(di)al kyl am nocar bonyl, cycl oal kyl, cycl oal koxy,
cycl oal kyl t hi o, heterocycloalkyl, heterocycl al koxy,

het erocycl oal kyl thi o, aryl, aryl oxyggasyd, ok
het eroaryl, heteroaryl oxy or heteroarylthio fadical.

R .
H PhS, K,CO, CH,;CN N\H]\ -
/N -~ - :
R3 w)j\o - S\ 0O 6 O
(3]

R NOO

Boc-0-Boc Ef;N CHCl,

b S
I
>LOYO 0 ‘ KOHMeOHM,0 re-N \,/“\OH
6
Ra/N\(U\O/ R
6

R

1) NaOH . EDC, HOBt

2) BocOBoc Dioxane/H,0. MeNOMe,
Et;N DMF

O
(o) R3NH, H,O H POC e
Br\(lLOH - RS/ \(U\O R3/N%N/O\
6 RG 6
R R3N*H, R

7 R\
iR o T Mg

THF or E,O oy

>LO O
H 9 TFAIDCM 1/1 \[\‘l// e
6 6
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15 [0029] For the conpounds of the formula (I)

present ed above, the term "geonetrical isoner" neans a
w@e®snoHes or EJZ isomerism More particul arl yPCT/BR2004/005931

possi bl e doubl e bond(s) present in the various

substituents of the conpound3-of the general fornula

(I') can be of E or Z configuration. These pure or .

i mpure geozo netrical isoners, alone or as a m xture,

[003gr m anThat S@saht RVdntiBh 4156 r@@t@@qaq&wa}fnédé@n&@w B ositions
(). [0030]" The term"optical isoner™ includes all t

comipsising A tmefa phlaonaceuticas amounirad | ce@pgrnd theéﬁfmula (1),
as ARPLERGRE &g iR fePin TR S, AR e Abe e scoertavle

vehicRisati on of a beam of polarized Iight. The term
"optical isonmer” nore particularly includes
enanti omers and di sast eroi soners,

[0052] These compositions can be administered orally in the form of
immediate-release or controlled-release tablets, gel capsules or granules, intrave-
nously in the form of an injectable solution, transdermally in the form of an adhe-

sive transdermal device, or locally in the form of a solution, cream or gel.

[0053] A solid composition for oral administration is prepared by adding to
the active principle a filler and, where appropriate, a binder, a disintegrating agent,
a lubricant, a colorant or a flavour enhancer, and by forming the mixture into a

tablet, a coated tablet, a granule, a powder or a capsule.

[0054] Examples of fillers include lactose, corn starch, sucrose, glucose,
sorbitol, crystalline cellulose and silicon dioxide, and examples of binders include
poly(vmyl alcohol) poly(vmyl ether), ethylcellulose, methylcellulose, acacia, gum
tragacanth gelatin, Shellac, hydroxypropylcellulose, hydroxypropylmethyl-

cellulose, calcium citrate, dextrin and pectin.

[0055] Examples of lubricants include magnesium stearate, talc, polyethyl-
ene glycol, silica and hardened plant oils. The colorant can be any colorant per-

mitted for use in medicaments.

[0056] Examples of flavour enhancers include cocoa powder, mint in herb
form, aromatic powder, mint in oil form, borneol and cinnamon powder. It should
be understood that the tablet or granule may be suitably coated with sugar, gelatin

or the like.
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in pure formor as a mxture. [0031] The acids capable
of form ng pharmaceutical® acceptable salts with o the
weomwpowes of the fornula (1) above are organi BCDEP2004/005931

m neral acids. Non-limting exanples that nmay be

ment i oned i ncl ude hydrochlo#4 ¢ acid, hydrobronic

aci d, phosphoric acid, sulfuric acid, tartaric acid,

citric acid, maleic acid, acetic acid, fumaric acid,
[ooal]kaneSAhfmjebtztﬁe:fafm oermbhbmlgethe&mlnﬂpnumi aftihe, present invention

par a-t ol uenesul f oni c a id, bis-trifl uoroacet{c aci

Oothey said compound

as afﬁue dHWﬁPR}SW% pEepared; Whes aPREOHILEs DY ANXING
witn [0 RARIGE oM Sl SEOREROLR SRrCE AR,  sabileer,
a tonroﬂgmal\gertbﬁﬂﬂor a\rmggenvmgsegeats@md hxorcdnwﬁfttngwtj\e mixture into a
exa es at e _nent d | ud.
formhipt Ak G050 BB AP AL IS U gl @ con-
vent‘dda‘??’r%:@s@ Wener@t AstebAgicNehe HHigétABROIGAM Bitained can be lyophi-
pI peridine, pi pera2| ne, morpholine, basic am no acids,

lized via a conventional process.

[0058] Examples of suspension agents include methylicellulose, polysorbate
80, hydroxyethylcellulose, acacia, powdered gum tragacanth, sodium carboxy-

methylcellulose and polyethoxylated sorbitan monolaurate.

[0059] Examples of solubilizers include castor oil solidified with- polyoxy-
ethylene, polysorbate 80, nicotinamide, polyethoxylated sorbitan monolaurate and

the ethyl ester of castor oil fatty acid.

[0060] In addition, the stabilizer includes sodium sulfite, sodium metasulfite
and ether, while the preserving agent includes methyl para-hydroxybenzoate, ethyl

para-hydroxybenzoate, sorbic acid, phenol, cresol and chlorocresol.

[0061] A subject of the present invention is also a use of a compound of the

formula (1) of the invention for the preparation of a medicament for the treatment of

hypertriglyceridaemia, hypercholesterolaemia and dyslipidaemia associated with

diabetes, and also for the prevention of and treating obesity.

[0062] The examples that follow illustrate the present invention without limit-

ing it in any way.
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20

such as arginine and | ysine, osam nes, for exanple

megl um ne, and am no al co hols, such as 3-am nobutano)
w@nasaexres nobut anol . [ 0033] The inventi on espeRCHEP2004/005931

covers the pharmaceutical® acceptable salts, as

i ndi cat ed above, but also sabts allowi ng a suitable

separation or crystalfization of the conpounds of the

formula (1), such as the salts obtained with chiral

am geampl88 34 thﬁﬁﬁoﬂé@@ﬁﬂ% eonipeuhds 'Edoibrﬂiﬂgf abahe inven-
~alsoconprise € prodrugs o ese conpounds. 5
tionThe term "prodrugs" neans conpounds which, once

adm nistered to the patient, are chenically and/or

bi ol ogically converted by the living body into
conggu@g_ieof; the formula (I).

21 -(6-Methyl-4’-trifluoromethoxybiphenyl-2-carbonyl)piperid-4-
yljthiazol-4-carbonyl[N-ethyl-N-(1-methyl-2-ox0-2-phenylethyl)]amide
Step a)
tert-Butyl 4-(4-ethoxycarbonyithiazol-2-yl)piperidine-1-carboxylate

tert-Butyl 4-(aminocarbothioyl)tetrahydropyridine—1(2H)-carboxylate (May-
bridge) (85 mmol; 20.8 g) is dissolved in 250 ml of dimethylformamide and placed
at 5°C. Ethyl bromopyruvate (1eq.; 85 mmol; 16.6 g) dissolved in 50 mi of
dimethylformamide is added dropwise. The reaction medium is stirred overnight
and excess friethylamine is then added dropwise. The reaction medium is evapo-
rated and the residual brown oil is taken up in ethyl acetate and washed with water
(twice) and then with saturated sodium chloride solution (twice). The‘ organic
phase is dried over sodium sulfate and evaporated to dryness. The crude product
is chromatographed on silica, eluting with dichloromethane to dichloromethane/3%
methanol, to giye 20.5 g of the expected product in the form of oily crystals. TLC:
1/1 ethyl acetate/hexane: Rf = 0.55 |

Yield =71 %.



10

15

20

25

[ 0036] Anong the conmpounds of the formula (1)
according to the invention that are preferred are
wao b@seofies whi ch the radical RS represents hydPOOEP2004/005931
t he possi bl e geonetrical and/or optical isoners,
epi mers and various tautomeft forns, and optional
oxi di zed forns, especially am ne oxides, thereof, rand
the sol vates and hydrates of these conmpounds; and
Stepbpo the possi bl e pharnmaceutical® acceptable salts
hereof with an acjd ar.a base, or the pharmaceutical”
r ef 18 is al sg(gi 12455009 ioéridinge-1-
for nelaﬁr an?l@) accorg (i@r%ﬁ%gc?trwﬁe&fy#@enti On%d?pé?énv\(}ql!ﬂgg?%rgoxylate
(60 manblr 20.4R9) isepissnieatd i AL M pfrg mixiurepek tatehydrofuran and water

eongttical and/.or . | cal ,iy$0 ., .
2/ 1géﬂdo s(ogmrgll;gp[cgacgé téo?ﬂ’s ] ng1gcﬁahw {g%]%l Ez!e%rop wise. The
readtiBh MediBfP RCHRdd aBrbion téhipeeture! GsraRfht. Bingl rédtionomedium is
vates and hydrates of these conpounds;

washed with ether and the aqueous phase is then acidified with saturated nitric

acid solution. The precipitate is filtered off, washed with water and dried to give

15.5 g of cream-coloured crystals.
TLC: 1/1/1 CH,Cl/EtOAc/MeOH: Rf = 0.6.

Yield: 83%.
Step ¢)
tert-Butyl - 4-{4-[ethyl(1-methyl-2-oxo0-2-phenylethyl)carbamovyl]thiazol-2-yl}-

piperidine-1-carboxylate

tert-Butyl  4-(4-carboxythiazol-2-yl)piperidine-1-carboxylate (6.5 mmol;
2.03 g) is dissolved in 40 mi of anhydrous dimethylformamide and placed under an
inert atmosphere, and 2-(ethylamino)propiophenone hydrochloride (1 eq.;
6.5 mmol; 1.39 g), HBTU (1 eq.; 6.5 mmol; 2.47 g) and N-ethyldiisopfopylamine
(3.5 eq.; 22.75 mmol; 3.97 ml) are then added. The reaction medium is stirred at
room temperature overnight. The reaction medium is evaporated to dryness and
then taken up in dichloromethane and washed with saturated potassium carbonate
(K2CO3) solution, citric acid solution and water (twice). The organic phase is dried

over sodium sulfate and then evaporated to dryness. The crude product is chro-

matographed on éilica, using a 1/1 ethyl acetate’/hexane mixture as eluent
(Rf = 0.55) to give 2.6 g of expected product in the form of an oil.
Yield: 85%.
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and al so the possi bl e pharmaceutical ® acceptable salts
thereof with an acid or a base, or the pharmaceutical ®
w@emeporks e prodrugs of these conpounds. i o [POBBP2004/005931
Anot her preferred group of conpounds according to the
present invention consists -gf7-conpounds of the fornula
(I') in which the thlazolyl radical is branched in .
position 3 or in position 4 of the piperidine nucleus,

Steplggferably in posi tion 4 of the piperidine nucleus. i
0039] Anot her preferred group of conpounds
4-;5&51 i1 maethyl- 2Hoxori-penylethyl)eathianmoviitiazstt2-yBpiperidinium_ chio-
conmpounds of the general forrmula (1) in which G

m—e*represents the radical gl, preferably in which Y

r epreR Sty A4GENGRN- rﬁéﬂﬂﬂ 21- @mhwemgﬁ%ﬁ'@érhbg;ﬁﬂgiazol-z-yl}
and/or optical isonmers, épiners and various tauto
Plpqr&lﬁ%T"%ﬁoéﬁﬂ@ieo@ﬁ n@mDHlZz@%l g) ta dissoveddoi 83.7§ rahdha 4M solu-

tion Bf iicRochiBAE $¥d iPBRxEAS. $RL reaction medium is stirred at room tem-

perature overnight and is then evaporated to dryness to give 2.24 g of a white

solid.
Yield = quantitative.

Step e)
2-[1-(6-Methyl-4 -trifluoromethoxybiphenyl-2-carbonvl)piperid-4-yllthiazol-4-car-

bonyl[N-ethyl-N-(1-methyl-2-ox0-2-phenylethyl)]Jamide

The title compound was obtained according to a procedure similar to that
used for the preparation of tert-butyl 4-{4-[ethyl(1-methyl-2-oxo—2-phenyléthyl)car-
bamoyljthiazol-2-yl}piperidine-1-carboxylate.

TLC: 1/1 CHRCI/EtOAc: Rf = 0.47

LC-MS: (ES+) 650.4 (M+H)

Yield: 88%.

Example 2:
1-(4-{4-(1-morpholin-4-yl)methanoyl]thiazol-2-yl} piperid-1-yl)-1-(4’-
trifluoromethylbiphenyi-2-yl)methanone

Step a)
1-{[4"-(trifluoromethyl)-1,1’-biphenyl-2-yllcarbonylipiperidine-4-carbox-

amide

4’-(Trifluoromethyl)-2-biphenylcarboxylic acid (20.5g; 77 mmol) is dis-
solved in 340 mi of dimethylformamide and 200 ml of dichloromethane. The reac- -
tion medium is placed at 0°C and oxalyl chloride (1.8 eq.; 138.6 mmol; 12'ml) is
added. The reaction medium is stirred at room temperature for 3 hours and then

evaporated to dryness. The crude product is taken up in 270 mi of dichloro-
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20 vates and hydrates of these conmpounds; and al so the
possi bl e pharmaceutical ™ acceptable salts thereof with
w@eosodx20r a base, or the pharnaceutical ® acce@I/EP1084/005931

prodrugs of these conpounds. 40040] Anot her preferred
group of conpounds accordi ng28o the present 25

|nvent|on consi sts of conpounds of the general fornula
a& in which the radical R4 represents hydrogen, the

hahe alfoliRBvedpbye saddifony df ogesolutibe bhi Bpalpdcotamideal (0.97 eq.;

4 of d I
7o SR b P B Rl 150 S, AT 70 mi o
dlcﬁrd)r@m)eﬂﬁ’éhe’:\tmgteé hg PCsSTY enigerEns réll@ﬁx}eoaw/v%rm to room tem-
optical isomers, epinmers and various tautoneric

Peﬂ%ll"ﬁsOVeérﬂ@ lapuiriso alurate diqueadus sogim étypemgeﬂ tgrrbamafaesolutlon is
A e R o .

Thacrganighpreasealst wathed eth wivt Bo@uﬁnﬁ‘h‘yércﬁ( dé! solution and then with
water, dried over sodium sulfate and evaporated to dryness. The crude product is
dispersed in dusopropyl ether and then filtered off and dried to glve 23.09g of
coupling product.

Yield: 79.6 %.

Step b)
1-{[4’-(trifluoromethyl)-1,1’-biphenyl-2-yllcarbonylipiperidine-4-carbothioamide

1-{[4’~(Trifluoromethyl)-1,1’-biphenyl-2-yllcarboxyi}piperidine-4-carbox-
amide (11.29 g; 30 mmol) is dissolved in a mixture of Lawesson’s reagent (1 eq.;
30 mmol; 12.13 g), dimethyl ether (100 ml) and chloroform (40 ml). The reaction
medium is heated at 50°C for 2 hours 30 minutes and then evaporated to dryness
and taken up in ethyl acetate. The organic phase is washed with saturated potas-
sium carbonate solution and then with water, dried over sodium carbonate and
evaporated to dryness. The yellow solid is dispersed in diisopropyl ether and then

filtered off and dried to give 10.5 g of product.
Yield: 89 %.

Step ¢) .
Ethyl 2-{1-{[4 -(trifluoromethyl)-1,1’-biphenyi-2-vljcarbonvllpiperidine-4-yl}-1.3-thia-

- zole-4-carboxylate

1-{[4’-(Trifluoromethyl)-1,1'"-biphenyi- 2-yl]carbonyl}p|per|dme—4 carbothio-
amide (10.5g; 26.75 mmol) is dissolved in 100 ml of dnmethylformamlde and
placed at 0°C. 90% [lacuna] bromopyruvate (1 eq.; 26.75 mmol; 3.73 ml) is added,
the mixture is left at 0°C for 30 minutes and is then allowed to warm to room tem-
perature over 12 hours, followed by addition of 10 ml of triethylamine. The reaction
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base, or the pharnmaceutical ™ acceptabl e prodrugs of
t hese conpounds. [0041] Another preferred group of
w@oepoesies of the invention consists of 5 conpPCrEB2004/005931
the general fornula (1) in which RL represents an aryl
radi cal, espe cially phenyl-2gsubstituted by one or
nore aryl and/or al kyl radicals. The conmpounds of the
general formula (1) in which Rl represents a bi pheny )
mediah %'eva@@?dt@@%ddyth@énﬁfe' bRt by 1988 e%ra@%roet %Qﬂmes with
radi cal s, preferabl et hyl or propyl,
ethyi aqet@tepama@r@amq/phaae pewamemmbxgatumw aqueaue soofim chlo-

ndeggcﬂéfrlcgr}i'l@&%%hesz)ﬁ;vf ﬂv%%? gqpc,_eg e @éﬁgg\«@s@ﬁ) fgoglum chloride, and
is theRsdridditoveér dda@ny sulfR€i & .evaPbr&a™® @rhess. The residue is

trifluoromethyl bi phenyl or
chrefaipgraphed uen oflica ofgluepnedsi3 dichlommethnsetroeibanol) to give
[ 0042] Anong the conpounds of
10'%@%2%%’?8@%%{@&? anot her preferred
Yield: 79 %.

Step ad)
2-{1-{4’-(Trifluoromethvy!)-1,1’-biphenyl-2-yllcarboxyl}piperid-4-yi}-1.3-thiazole-4-

carboxylic acid
The title compound was obtained according to a procedure similar to that
used for the preparation of tert-butyl 4-(4-carboxythiazol-2-yl)piperidine-1-car-

boxylate.
Yield: quantitative.

Step e) A
1-(4-{4-(1- Morphol|n-4-v)methanovﬂth|azol 2-vl}p|perld 1-y1)-1-(4’-trifluoromethyl-

biphenyl-2-yl)methanone
The title compound was obtained according to a procedure similar to that

~ used for the preparation of tert-butyl 4-{4-[ethyl(1-methyl-2-oxo-2-phenylethyl)car-

bamoyl]thiazol-2-yl}piperidine-1-carboxylate.
Yield: 87%.

As an additional example, the procedure below shows a synthetic route

that can be used for the preparation of an amine of the formula H-a2";



10

15

20

25

30

i s group of compounds consists of those for which A
represents a2, the other substituents having the sane
waledosnitizons as those given above, the possi bl BCT/EP2004/005931
geonetrical and/or optical isoners, epinmers and
various tautoneric forns, ad@- optional oxidized fornms,
especi ally am ne oxi des, thereof, and the sol vates
and hydrates of these conmpounds; 20 and al so the
POSPr&bSratital BRERE#HIAMINGACSIald-glpTaphn-1-oeeeni thé tform of
an acid or a base, or the pharmaceutically acceptable
the peisbisalywith bishtrifluernasetiseid] 0043] Anong t he above
Ste8 ounds, the ones nost particularly preferred are
se for which a2 represents a radical of the fornula
a2' Meghwaw-(BnirobenyénssuliBayiartin®propbnate may be

identical or different, and | ndependently $f each .
DL-Alanine methyl ester hydrochioride (13.96 g; 0. mol? is dissolved in

800 m! of dichloromethane and placed at 0°C. Triethylamine (2.3 eq.; 230 mmol;
32 ml) is added dropwise, along with portionwise addition of 2-nitrobenzene-
sulfonyl chioride (1 eq.; 100 mmol; 22.16 g), and the reaction medium is allowed to

return to room temperature overnight. The reaction medium is washed with water
and then dried over sodium sulfate, filtered through silica and evaporated to dry-
ness to give 25.3 g of solid corresponding to the title compound.

Yield: 88 %.

Step b)

Methyl 2-[ethyl(2-nitrobenzenesulfonyl)amino]propionate

Methyl 2-(2-nitrobenzenesulfonylamino)propionate (17 g; 59 mmol) is dis-
solved in 600 ml of dimethylformamide, and caesium carbonate (1.5 eq.; 88 mmol;
28.69g)is then added. The reaction medium is stirred for 30 minutes at room tem-
perature, followed by dropwise addition of ethyl bromide (4 eq.; 236 mmol;
17.6 ml) and the resulting mixture is stirred overnight at room temperature. The
reaction medium is evaporated to dryness, taken up in dichloromethane, filtered
and evaporated to dryness. The crude product is chromatographed on silica
(eluting with dichloromethane) to give 17.1 g of the expected product.

Yield: 92 %. |

Step ¢) :
Methyl 2-ethylaminopropionate
Methyl 2-[ethyl(2-nitrobenzenesulfonyl)amino]propionate | (8.07 g; .
25.5 mmol) is dissolved in 250 ml of acetonitrile, and thiophenol (1.12 eq.;
28.7 mmol; 2.93 ml) and K,COj3 (3.25 eq.; 82.9 mmol; 11.45 g) are then added. .

The reaction medium is stirred overnight at room temperature. The crude product
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ot her, have the sane definitions as the radicals R2
and R3 defined above, the other substituents having

wao b@sseares defi niti ons as those gi ven above, t heP@DER10b4/@5931
geonetrical and/or optical isomers, epinmers and
various tautomeric forns, a®t-optional oxidized forns,
especially am ne oxi des, thereof, and the sol vates
and hydrates of these compounds; and al so the possible

is ex@ﬁﬂr%@%ﬁdrﬂ}ﬁéésyaﬁ&ﬁféﬂ@kbﬁ upAhtethéhahecdrgahidplasedieiatidified

base; or the pharmaceutically acceptable
W|thp‘rhd>d‘rydgmhb¢rlc ae@eamdmlwumhepomtnyval@rpﬁéfeea%@ous phases are

comHRaFR RS RO N G B 3o SO c5Pnere e

basualaqu@dua phdstisesarddted with eegehreat times Rlhe ¢preesethes phases
bi phenyl radical, optionally substituted b

are Waﬁbe@ vtk yatar aﬁﬂ%ﬁl%’ with spiraindagradua so yﬁypﬁgpge solution,
dried a@\{p%apogfgl%oskll@é d;g%%gét@éi' td Irclryr‘ié&s! 9" VBt Vg of the
expected product.

Yield: 31 %.

Step d)

Methyl 2-(tert-butoxycarbonylethylamino)propionate
Methyl 2-ethy|arhinopropionate (0.96 g; 7.3 mmol) is dissolved in 10 mi of |
dichloromethane, and triethylamine (1 eq.; 7.3 mmol; 1ml) and Boc-O-Boc
(1.1 eq.; 8 mmol; 1.75 g) are added. The reaction medium is stirred for 12 hours at

room temperature and then washed with water, dried over sodium sulfate and
evaporated to dryness to give 1.28 g of the expected product.
Yield: 76 %.

Step e) ‘

2-(tert-Butoxycarbonylethylamino)propionic acid
Methyl 2-(tert-butoxycarbonylethylamino)propionate (1.27 g; 5.5 mmol) is

| dissolved in 5 ml of methanol, and potassium hydroxide (1.2 eq.; 6.6 mmol; 0.37 g)

dissolved in 1.6 ml of water is then added. The reaction medium is left at room
temperature for 12 hours and then evaporated to dryness, taken up in water and
washed with ether. The aqueous phase is acidified by adding 1N hydrochloric acid
and extracted three times with ether. The organic phases are combined, dried over
sodium sulfate and evaporated to dryness to give 0.88 g of a white solid.

Yield: 74 %.
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the other substituents being as defined above, the

possi bl e geonetrical and/or optical isoners, epiners
w@paswedizous tautoneric fornms, and optional oxPCI/ERI04/005931

fornms, especially am ne oxi des, thereof, and the sol

5 vates and hydrates of the®e conpounds; and al so the

possi bl e pharmaceutically acceptable salts thereof.

with an acid or a base, or the pharmaceutically

Stepaé:ggp){/qmrﬂa%@ebmgs of dt heﬁe conpounds [0045] In this

sub- group, e conpounds that are arti

or dPler2 BPEPEAPIONIR S ((P-2 Ge0 Geneas o %Pﬁ?{ﬂd;'"(ﬁé I} of water
b t rAgt G N O\1;

ont F6 RRURFRE T80 ol 25 1,20 91 by EgBrcn i esctor

mediaph |l@Bﬁlh‘é§l atubstm tdropedtire fond 20homr@¢lﬂk§fh e.vaaor.eae@ to dry-
preferably nethy

nesst ANF| tAKEBEP Hi igp ) welesrid 'ﬁé%‘" C30&f sptium hydroxide
(1.0 PP, 998 Hedicfion nfstidiffis BEdinedffdrated to dryness.

The crude product is dissolved in 500 mi of water and 250 ml of dioxane.
The reaction medium is placed at 0°C and di(fert-butyl) carbonate (1.1 eq.;
0.55 mol; 120 g) dissolved in 200 ml of dioxane is added dropwise. The pH is
maintained at 10 by adding sodium hydroxide. The reaction medium is stirred at
room temperature for 24 hours and then filtered. The filtrate is concentrated and
then taken up in 700 ml of water and acidified to pH 2-3 with citric acid. The pre-
cipitate is filtered off and dried (1 08.6 g).

Yield: 62 %.

Step 1)
Dimethyl ethyl ethyl[1-(methoxymethylcarbamoyl)ethyllcarbamate

2-(tert—Butoxycarbonylethylarhino)propionic acid (40 mmol; 873 mg) is dis-
solved in 5ml of dimethylformamide, and N,O-dimethylhydroxylamine. hydro-
chloride (1.25eq.; 5.0 mmol; 490 mg), HOBT (1.25eq.; 5.0 mmol; 676 mg),
triethylamine (1.25 eq.; 5.0 mmol; 0.7 ml) and EDC (1.25 eq.; 5.0 mmol; 960 mg)
are added. The reaction medium is stirred for 12 hours and then evaporated to
dryness. The crude product is extracted with ether, washed successively, twice
with aqueous 4% citric acid solution, twice with aqueous 4% sodium hydrogen sul-

fite solution, with water and then with saturated sodium chloride solution. The

organic phase is dried over sodium sulfate, evaporated to dryness and chroma-
tographed on silica (eluent: 1/2 ethyl acetate/hexahe; Rf = 0.45) to give 795 mg of
a colourless product.

Yield: 76 %.



10

15

20

25

30

the other substituents being as defined above, 5 the

possi bl e geonetrical and/or optical isoners, epiners
w@paswedizous tautoneric fornms, and optional oxPCI/ERI04/005931

fornms, especially am ne oxides, thereof, and the so

vates and hydrates of these3zonpounds; and al so the

possi bl e pharmaceutically acceptable salts thereof

with an acid or a base, or the pharmaceutically

Ste%é_gffpt abl e prodrugs of these conpounds. 0[] 0046]
icularly preferred exanples of conpounds accordi ng
to té"reBgtgg etfe/it! -metheh 2 oxo-2myridkdyteth H)gg_r@amate

l,oinf’\cl}- Lyie F%bl"&'“ﬁﬁeﬁé Blf_])enXs (%levgd %n [ZEO ml of anhydrous
tetraﬁye??fef’éw 'a)ne' ;Elﬁbé@' a‘lzngl)ggdjl %Wg??%?%jadaltmn of a 1.6M
solufiefi 19( m—bmtyihthlumr m“rétebﬁylhm pheay| 2.0 mmol; 4 3 5 ml). The reaction
medium is stimed for 30 minutes and dimethyl ethyl ethyl[1-(methoxymethyl-
carbamoyl)ethyljcarbamate (1 eq.; 7.0 mmol; 1.822 g) dissolved in 20 mi of anhy-
drous tetrahydrofuran is added dropwise. The reaction medium is stirred at -100°C
for 1 hour 30 minutes. The reaction medium is then removed from the ice bath,
200 ml of saturated aqueous sodium chloride solution are added and the mixture
is then extracted with ether. The organic phase is dried over sodium sulfate,
evaporated to dryness and chromatographed on silica (eluent: 1/2 ethyl ace-
tate/heptane; Rf = 0.23) to give 1.04 g of the expected product.

Yield: 63 %.

Step h)

2-Ethylamino-1-pyrid-2-ylpropan-1-one ~ acid sait with bis-trifluoroacetic

acid
tert-Butyl ethyl(1-methyl-2-oxo-2-pyrid-2-ylethyl)carbamate (1.03 g;
3.7 mmol) is dissolved in 30 mi of a 1/1 dichloromethanei/trifluoroacetic acid mix-

ture. The reaction medium is stirred for one hour at room temperature and then

evaporated to dryness to give 1.5 g of the expected salt.

Yield: quantitative.

The compounds of the general formula (1) presented in the table beiow

were prepared according to procedures similar to those described above.

Other examples of compounds included in the scope of the present inven- -
tion are presented in Table 1 below. All these compounds are obtained according

to procedures similar to those presented above.



WO t@sexibg/| -

2- car bonyl ) pi
N- et hyl

peri d-4-yl]thiazol e-4-carbanmat e;
-N- (1- et hyl - 2- oxo- 2- phenyiethyl) 2-[1
4' -trifluoronethoxybi phenyl -

2- car bonyl ) pi peri d-4-yl]thiazol e-4-carbant e;
N-et hy! - N- (1- et hyl - 2- oxo-234yri d- 2-yl et hyl )
2-[1-(6-nmethyl-4"~1i o
trifluoromethoxybi phenyl
o( e-4-car bamat e.
N-

PCT/EP2004/005931

- 2-carbonyl ) pi perid-4-yi]thiaz

[ cyano( 4- fluorophenyl)netqg E N- phenyl - 2-[1-(4'-trif

| uor onret hyl bi phenyl
2- carbonyl ) pi perid-4-yl]thi
N- (<7-cyanobenzyl ) - N- et hyl

azol e- 4- car boxam de;

-2-[1-(4f-trifluoromethyl bip

henyl

-2-car bonyl ) piperid-4-yl]thiazol e-4-carboxam de;

No.

i s - 2-{1-{4' -(trifl uoromethyl)-1

,{1' - bi phenyl - 2- yI]cath%amdun perld 4-yl}-1 , 3-
hi azol e- 4- carboxylic acid

~—+

NMR or
mass

(CDCI3) :
1.27-1.22
(19H, m);
1.25-1.23
(1H, m) ;

1.27-1.24
(1H, m);

1.25-1.27
(13H, m).

J, -
UL

S__J

(CDCI3) :
1.29-1.24
(16H, m) ;
1.29-1.24
(1H, m);

1.29-1.26
(9H, m).

2d

F F
F

O 7 .
N OH
N o
. I

(DMSO-d6) :
1.23-1.29
(8H, m);
1.23-1.28
(1H, m);
1.21-1.20
(8H, m);
1.28-1.20
(1H, m);
11.29 (1H, s
large).




w@ 2005003124 uor onet hyl bi phenyl - 2-yl ) net hanone

1

- (4-{4-(3-hydroxypi perid-1

-yl ) met hanoyl ] t hi azol - 2-yl }piperid-1 -yl)-1 -

N-nmet hyl - N- (1 - et hyl - 2- oxo- 2- phenet hyl )-2-[1

(4' -trifluoronethyl bi- 20-35-

PCT/EP2004/005931

phenyl - 2- car bonyl ) pi peri d- 4-yl ]thiazol e-4-car boxam de
N-nmet hyl - N- (1

No.

met hy) - 2- oxo- 2( S>phe )-2-[1-(4" -trifluoronme
et LN

hyNiMR or

mass

g

N ( 7- oxo-

-Car bonyl ) pi peri d-4-yI' [t hi azol e-4- car boxam de

i eno[ 3, 2-b] pyran-6-yl)-2-[1-(4"-tri
met hyl bi phen¥l -

eri d-4-yl]thiazol e-4-carboxam de 5

\ 0x0-4H chronen-3-yl)-2-[1
47- 141 f1 uoromet hoxybi phenyl -
pi peffi d-4-yl ] thiazol e-4-car boxam de

A | sopropyl -2-[1-(4"-trifluoro
rbonyl
EQTEI\T/N o 9
N
)

S

(cB)

1.29-,129
[(3H, m);
1.29-1.25
(3H, m);
1.29-1.27
@H ) ;
1.21-1.22
(4H, m) ;
1.28-1.27
(1H, m);
1.20-1.25
(14H, m).

P

0 (@)
= N /?/O
9 Q\VN N

(CDCI3) :
1.20-1.25
(3H,d,J=1.2

1Hz);1.27-

1.28 (12H, m)
:1.27-1.29
(1H, m) ;
1.28-1.20
(14H, m).

. F_ _F
F
|lli] o) #j>”'<::j>
SRy
NN

(CDCI3) 1.23-
1.24 (3H, d, J
=1.2Hz);
1.26-1.20
(11H, m) ;
1.21-1.20
(1H, m) ;
1.21-1.23
(1H, m) ;
1.29-1.20
(14H, m).




pi perid-4-yl]thiazol e-4-carboxam de; and

N-[ 1-cyano- 1- (pyrid-4-yl)nmethyl)-Nisopropyl-2-[1-

(4" -

wao edoSloesaeo et hyl - 0 PCT/EP2004/005931
bi phenyl - 2- car bonyl ) pi peri d-4-yl ]t hi azol e- 4- car boxam d

e;the optical isonmers theregd, oxidized fornms,

sol vates and hydrates of these com pounds; and al so
t he possi bl e pharnaceutically acceptabl e salts thereof

th—anmaci o, or the phrarmaceutical 'y accept abl € NMR or
No. gr odr ugs of t hese comf@ﬁWt!Jé—A [ 0047] The conpounds Of mass
thc leLeocllt ;IIVUII{;UII <ahn UU |.JI C[J?II cu IIUIIILIIC
gompounds © he formula (U: S T-N (H)
E (CDCI3) :
1.23-1.24
(16H, m) ;
1.28-1.22
6 7 (1H, m) ;
1.21-1.24
N o] = ' (1H, m);
N N 1.21-1.28
~ I = (13H, m).
S ) o] :
F F
F
)
N
LC-MS :
7 (ES+)
N= 701.2 (M+H)
H S
X (o) ©
\_¢
N-(7-oxo-7H-thieno[3,2-b]pyran-6-yl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
LC-MS :
8 (ES+) .
. 661.2 (M+H)
//N
N=
(Y




in which T represents a labile protecting group, for

exanpl e ferf-butoxyi o carbonyl (BOC), and R5 is as
waledosnex2@bove, which is reacted with ethyl PCT/EP2004/005931

R4- br omopyruvate, generally in equinolar pro portions,

in a polar solvent, for exafpte di methyl formani de, in

the presence of an excess of base, preferably an

organi ¢ base, such as triethylanm ne, at a suitable

tlenperature, for exanpl e at roomtenperature, for|{aNMRor
No. tinme ranging from1 t SRS hours and preferably mass
hetween 4 and. 18 hours, so as to formthe thiazolyl
riing and gi ve.tfte conpound of the formula (I11): M-0
T-N(II1), in ich T, R4 and R5 are as defined apove,
9
10
11
. LC-MS:
12 (ES+)
651.2 (M+H)




w@bkdoadiies eart h net al

is then
or

20 whi ch conpound of the formula (I11)
saponified with a base, of alkali netal
hydr oxi de type,
sodi um hydroxi de, in.polar nmedium for instance
tetrahydrofuran and/ or wateB8-especially a 2:1
tetrahydrofuran/ water m xture, at
for atinme ranging from1l to 12 hours,

for exanptBEP2004/005931

room t enper at ure,
so as to form

No.

he salt of the formula (IV):MT-N 1 ; (IV), in
, R4 and R5 are as dé:ﬂ'?(\‘@ﬂ-pabove, and M+ represe

NTIWR or

Nt S mass

13

he—atkatTTetat—or atkat i ne-eartthh metal_cati on
erived fromthe base that is useful for the
whi ch conpound of the

aponiff ffca tion reaction,
or mul bV) is next hydrolysed and thgn/ ester
0 a npound of the fornmula (V1): \
W !
=T
S

—~ = () O+ | —

o)

(CDCI3 ) :
1.25-1.21
(14H, m) ;
f2et2s
(1H, m);
1.29-1.24
(1H, m) ;
1.20-1.21
(9H, m) ;
1.23-1.25
(2H, m) ;
1.20-1.29
(1H, m).

14

(DMSO-d6) :
1.27 (3H,t,J
=1.2Hz);
1.21-1.22
(4H, m);
1.22-1.27
(4H, m); 1.26
(4H,q,J=12
Hz); 1.26-
1.26 (1H, m);
1.20-1.28
(8H, m); 1.29
(1H, s).

15

(CDCI3) :
1.28 (3H, d, J
=1.2Hz);
1.26-1.24
(4H, m);
1.21-1.23
(5H, m);
1.25-1.28
(1H, m);
1.28-1.29
(1H, m);
1.23-1.27
(1H, m);
1.29-1.26
(14H, m) ;

1.22 (1H, s).




O (V1), in which R4, R5, al and T are as defined
above, or converted into the correspondi ng am de of

wao b@spariesll a (V2): T VL/ (V2) Rin which R2, R3CT/RE2008805931
and T are as defined above, via the action of an am ne
of the formula HNR2R3, genemgl-ly i n equi nol ar
proportions, in the presence of a base, preferably an
organi c base, such as dii sopropyl et hyl am ne (D PEA),

and—a catatyst, for exanpte O-benzotriazol - I-yl- NMR or

RTIN nol—ar anr ot 2~ Al

No.N,N, N, N -tetraethyl urEﬁBMUM hexaf | uor ophosphat e mass
( L=d I =) B —H—& puTat aprotTro SO1 (CDC|3):

Fe-F 1.27-1.24
£ (2H, m);

1.20-1.27
O (6H, m) ;
o) 1.21-1.20

(4H, m);
1.20-1.23

N M (1H, m);
/\/7’{ 1.27-1.26

5 ) ‘ (7H, m) ;
1.26-1.26
(7TH, m) ;
1.27-1.28
(1H, m) .

16

. (CDCI3) :
Fe _F 1.26-1.26
F (2H, m);

1.22-1.28
, (4H, m);
N 11.22-1.28
17 (8H, m);
\ 1.29-1.24
_N 1.20-1.23
J/{ | (5H, m) ;
) o) 1.21-1.23
(8H, m) .

(cDci3) :
1.21(3H, s);
123 (3H,s);
1.24-1.24
(7H, m);
18 1.25-1.26

(1H, m) 1.26-
1.28 (3H, m) ;
1.23-1.21

- | (14H, m)




vent,

for a tinme that can range from1 to 50 hours and
w@eomsnediky from4 to 20 hours,the conpounds of PCTIEP2004/005931

fornmul ae (V1) and (V2) together formng the com pound

of the formula (V): T- N (V4o RS in which R4, RS,

and T are as defined above, which conpound of the

formula (V) is then used in a reaction for

such as di nethyl formam de, at room tenperatu

re,

A

A |
U

No.

ng,

et P £t : £ P £ 41 : A H
F[JI UL cCt1T Ul Ul e —dalirrre ruorrctr Ut Ul U1e prper 1 uijrme

via the action ofoRMUbAgani c or mneral acid,

NMR or
. [nass

r
f
|
t
a
h

19

in di chlq;om;t hane (DCM or di oxane medium at rog
enperaturg;” for a time ranging froma few mnutes
few houFg, generally ranging fromfive mnutes t
bur s,

hr  example hvdrochloric—acid or-trifluorocaceti E
- \.ll\\./‘.llr-l ] \wao s

WLI\JC

to

\J[\J

(RDCI3) ;
?ﬁ 5120

(1OH, m) :
1.23-1.21
{(1H, m) ;
1.26-1.23
(1H, m) ;
1.23-1.26
(2H, m);
1.28-1.26
(14H, m).

20

(CDCI3) :
1.20-1.28
(12H, m) ;
1.28-1.25
(1H, m);
1.20-1.27
(8H,m); -
1.27-1.24
(1H, m);
1.29-1.26
(3H, m);
1.21-1.25
(9H, m).

21

HN

(CDCI3);
1.27-1.27
(4H, m) ;
1.21-1.21
(6H, m);
1.23-1.22
(3H, m);
1.21-1.27
(2H, m);
1.24-1.26
(1H, m);
1.29-1.28
(5H, m);
1.22-1.26
(8H, m);
1.29-1.22
(1H, m).




which is a speci al
w0 ooosbH2g | ) ,

gi ve the compound of the formula (M): H N i
case of the conpounds of the

represents a bond, A, R4 and R5 being as defined
above, which is then subjected to the action of a
conpound chosen from XY ? Rl- x ; RL x RJ R
ancJR~ T x in which X represents a hal ogen atom

7 (M),

in which RL represents hydrogen, PCA/EP2004/005931

No.

preferabty chtorime, RL, Y and Z being as defi ned
above, in the presencdFOR/MW-Aase, preferably an

NMR or
mass

.22

A e+ripob ..o A P ] [} 1 .
e steR—as—ati-soptropyretnyrantne

F F
F

.
QL
(] o)
sﬁo O\

OH

(CDCI3)
1.24-1.21
(4H, m);
1.20-1.24

| (6H, m);

1.29-1.26
(3H, m) ;
1.29-1.24
(1H, m) ;
1.24-1.20
(1H, m) ;
1:24-1.28
(2H, m) ;
1.20-1.26
(2H, m) ;
1.22-1.25
(9H, m);
1.21-1.20
(1H, m).

23

F

.
O I\O\(N \N
Wy

(CDCI3) :
1.27-1.28
(4H, m),;
1.29-1.26
(2H, m); 1.26
(3H, s) ; 1.24-
1.26 (4H, m) ;
1.28-1.22
(2H, m);
1.21-1.28
(8H, m) ;-
1.26-1.29
(14H, m).

24

L

(cbCi3) .
1.26-1.28
(TH,m);
1.22-1.25
(10H, ' m) ;:

11.21-1.25 .

(3H, m) ;
1.21-1.24

(7TH, m) ;

1.25-1.25.
(7TH, m).




(DI PEA), and a catalyst, for exanple

O benzotriazol -1-yl- NXN . N -tetraethyl uroni um
wheooabbues ophosphate (HBTU), in a pol ar apr ot i BCT/EP2004/005931

sol vent, such as dinethyl formam de, at room

tenperature, for a tine thay,can range from1l to 50

hours and generally from4 to 20 hours, to give the

compound of the forrmula (1) as defined above 5 [0048]

vl H
\J\JUI Ul l_ru l U U'lc V_al | alll y

+ h A nrvaarande
[N | bUII}JUUIIUD UI l IIC I UI IIU
Ror

No.({l) can al so be preparrIRNIYLA eact i ng a conpound 0 os
flormul
S O—IO—|IIO|n V\/nlch R1, Y and Z are as defined
a

bove, (DMSO-d6) :
. 1.28-1.27
(3H,m);
1.20-1.24
(8H, m);

25 1.21-1.28
(3H, m);
1.27-1.26
(8H, m) ;
1.24-1.22

(1H, m).
(DMSO-d6) :
F F 1.24-1.22
‘ F o (4H, m);

1.24-1.22
(4H, m);
O HO 1.29-1.20
v N:’/‘\O (1H, m);
a 1.29-1.24
N (8H, m);
O ©/<3 1.23-1.22
(1H, m);
: 11.27 (1H, s

large).

26

(DMSQO-d6) :
F F : 1.24-1.25
F o) (6H, m);

1.23-1.25

. k (10H, m);
27 1.20-1.24
1.28-1.26

(1H, m);

1.23-1.27

(14H, m).

NG ‘ ‘ (CDCI3) :
F 1.29-1.23

(6H, m) ;

: 1.27-1.21

o (10H, m);

28 OH ' 1.23-1.28
. , : (3H, m);
O 'O\( / 124-1.24

N (1H, m large)
% {;1.22-1.22
S 0 (14H, m).




with a conmpound of the formula (VI1):
R5 10 Rin which R5 is as defined above,
w@e@smemaes of an acyl chloride,
in basic nedium for exanple triethylam ne,
apol ar aprotic sol vent,
at roomtenperature, for
hours and i s generally from4 to 20 hours,

in the

and in

OH NNH (VM,

such as oxal yl pd¢i/BP100€005931

an

f or- &Xxanpl e di chl or onet hane,
atime ranging from1 to 50

No. FORMULA

NMR or
mass

F

29

N-[2-(diethylamino)-2-oxo-1-phenylethyl]-2-(1-{[4'- (tnﬂuoromethyl) blphenyl~
2-yljcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

(DMSO-d6) :
1.22-1.26

{(18H, m);

1.23-1.28
(1H, m) ;
1.20-1.22
(1H, m);
(15H, m).

Fo F
F

30

0]
N o
/N N O\ .
age®

(CDCI3) :
1.20-1.21
(8H, m);
1.26-1.27
(1H, m) ;
1.28-1.27
(1H, m) ;
1.27-1.27
(8H, m);
1.20-1.25
(3H,m); 1.22
(1H, s); 1.24-
1.29 (10H,
m).

Fo _F
F

31

0
4 N N~
haf

(CDCI3) :
1.22-1.25
(3H, m);
1.27-1.27
(7H, m) ;
1.24-1.20
(1H, m);
1.28-1.21
(1H, m);
1.26-1.22
(9H, m) ;
1.22-1.28
(1H, m).




to give the conpound of the formula (MIl): ORI

/

M (MIli)- RS in which G RlL and R5 are as defined
w@bwsmeo3iehi ch is then converted into the corr eBQDERI0NG005931

t hi oami de of the formula o (1 X) via the action of

Lawesson's reagent, in a peolar solvent, for exanple
di net hyl ether, at a tenperature of about 50 C, for a
time generally of about 2.5 hours:(IX). in which G Rl

No.

gnd R5 are as defined above, the thiazole ring th
being forned in a mand@®RMYlf | ar to that presente

EN NMR or
l mass

32

bove—for—ttheformatiomrof —the conmpoundof the fo
('), viea the action of ethyl
F

l 0O
O O\( I
N
S OH

@plces) :
1.21-1.26
(3H, m);
1.23-1.27
(6H, m) ;
1.26-1.24
(2H, m) ;
1.29-1.21
(1H, m);
1.22-1.24
(1H, m);
1.26-1.22
(1H, m) ;
1.24-1.20
(15H, m});
1.28-1.21
(1H, m).

33

‘o
N o)
/l N
Ty

(CDCI3) :
1.23-1.25
(9H, m) ;
1.29-1.29
(4H, m);
1.29-1.24
(2H, m) ;
1.28-1.29
(3H, m);
1.23-1.27
(10H, m).

34

Fo F
F

.
I 2

(CDCI3) :
1.24-1.28
(7TH, m) ;
1.20-1.29
(3H, m);
1.26-1.22
(1H, m);
1.26-1.25
(1H, m) ;
1.29-1.26
(20H, m).




R4- br onopyruvate, to give the conpound of the fornula
(X): O (X), inwhich G Rl, R4 and R5 are as defined

w@bwsmeo3iehi ch conpound of the fornula (X) is tPEREP2004/005931
saponified, in a manner simlar to that for the
formati on of the conpound of4d¥he fornmula (1V), to give
the acid of the formula (IOH): O -OHF (I10OH),

No. FORMULA NMR or
mass
F _F
r
(CDCI3) :
O 1.29-1.24
o (8H, m);
1.25-1.23

N (7H, m) ;
35 O o 1.26-1.25
N , (1H, m) ;
: L ﬂN 1.27-1.27
. (13H,m);
1.28-1.22
(1H, m).
Fe F
F

O (CDCI3) :
o 1.22-1.29
(7H, m);
36 O N 1.291.26 (2H,
;N>’/<° : ?1) :1.26-1.21
a 1H, m); :
/" NH : 1.28-1.25

(15H, m).

N-(2-0x0-2,3-dihydro-1H-indol-3-yl)-2-(1 -{[4'-(triﬂuoromethyl )biphenyl-2-
yllcarbonyl}piperidin-4-y!)-1,3-thiazole-4-carboxamide

Fo _F
- (CDCI3) :

1.21 (6H, s) ;
1.20-1.23
(7H,m);
1.26-1.20

(2H, m);

37 1.22-1.23
ﬂ |diH.m);

1.22-1.20

w (H,m)

1.26-1.24

(13H, m) ;

N-[2-(4-fluorophenyl)-1,1-dimethylethyl]-2- (1-{[4' (trifluoromethyl) blphenyl-2- 1.23 (1H, s).
yljcarbonyi}piperidin-4-yl)-1,3-thiazole-4-carboxamide ,




which is a speci al

(

case of the conpound of the fo

) in which Arepresents -OR 2, R2 representin

rmul a
g a

whyasogaes at om whi ch conpound of the fornmul a PCIEP2006005931

then optionally used in an esterification reaction,

or

subjected to the action of.gn. amne of the formula

HNR2R3,

(

in order to give the conpounds of the for
) in which A represents, respectively, al, with

mul a
R2

fa

No.

ther—thanhydrogemn, —and a2 {00491 1Th the process
escri bed above, it shEBMWLAe under st ood that the

o0

€S NMR or
mass

38

QA ST . < =M =D o

perat-rg—eondi-t-ens—can—vary—substanttat-ty—as—a
unction of_the different substituents G Rl, R2,
3, R4 , R5, and R7 present in the conmpounds o

it is desired to prepare. Such

ormula (1) tihat
ari ati ons
er son ski
evi ews,

in the art, for exanple from scien
Int literature, Chem cal Abstract
aha including the Internet.

N 0]
)
s/ NH,

Ci3) ;

ik
1.21:1.23
Q7,m1;

1.26-1.28

(Madaptations are readily accessible(§@

t11 dol C28
$1H, m) ; 1.22
(1H, s large) ;
129 (1H, s
large); 1.23-
1.27 (8H, m);
1.26-1.22
(1H, m).
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i~

.

SO
/N i
ol

(CDCI3) :
1.24-1.24
(6H, m) ;
1.24-1.24
(7TH, m) ;
1.24-1.23
(1H, m);
1.28-1.25
(1H, m) ;
1.21-1.25
(9H, m).

40

1-(1-phenylethyl)-4-{[2-(1-{[4-(trifluoromethyl)biphenyl-2-yl]carbonyl}-
piperidin-4-yl)-1,3-thiazol-4-yljcarbonyl}piperazine

(CDCI3 ) :
1.27-1.24
(3H, m) ;
1.26-1.21
(11H, m);
1.28-1.23
(2H, m);
1.23-1.27
(4H, m);
1.20-1.24
(1H, m);
1.24-1.26

(14H, m).




[ 0050] For the compounds of the genera
for which A represents a2\ the internedi ate am ne

formula (1)

wok@z/ooded ow. 10 H K in which R3, R6 and R7 arBCHEP2004/005931

defi ned above, which will be reacted with the
conpounds of the fornulae (V2J-and (I OH) defined

can advant ageously be prepared according to one
s presented in the foll ow ng

above,

of the synthetic routes i

N sqghene,
°ddfined in the present Fi

and in which the various substituents are
on:V's- ¢ O i

S NMR or
mass

41

F

O

9

(CDCI3) :
1.23-1.22
(17H, m) ;
1.29-1.27
(2H, m) ;
1.22-1.29
(2H, m) ;
1.22-1.21
(2H, m) ;
1.23-1.20
(12H, m).
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Fo _F

5

&

N

(CDCI3) :
1.25-1.26
(7H, m) ;

11.26-1.22
(5H, m);

1.25-1.26
(1H, m) ;
1.23-1.20
(13H, m);
1.28-1.22
(2H, m).
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F
F
F
S o
Fe F
F
N

S
(o]
/N ’\/H‘(Q
| H
/N

O

) i
/ N .~':
|

apses

S

(CDCI3) :
1.28-1.27
(14H, m) ;
1.291.21 (4H,
m); 1.22-1.24
(14H, m).
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-48 -
NMR or
F F

N
44 O 0
' O\(\NH NH
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N2 O R Boc- O Boc Et 3N CH2Cl 2 boc O KOH MeOH H, Ol it
OCHNR R | ) NaOH EDC, HOBt, 2) BocOBoc Di oxane/ H20

wordeMs12&Et 3N DVF O RBNH, H O O H boc O PCT/EP2004/005931
- 49 -
NMR or
No. FORMULA mass
F F

().
N
s
ge
2\
o N\\/N\Q\o/

1-(4-methoxyphenyl)-4-{[2-(1-{[4"- (tnﬂuoromethyl)brphenyl-z-yl]carbonyl}
piperidin-4-yl)-1,3-thiazol-4-ylJcarbonyl}piperazine

47

48 O N

=N 0 o)
5\/>—<”/\/U\0/\
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N-heptyl-N-(2,3,4,5-tetrahydro-1-benzoxepin-5-y1)-2-(1 -{[4'~(trifluoromethyl)-
biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




Br
Et

WO 2005/003128

,2 3 NOHR ONRN R R R3N+H
200 HTFA/DCML/1 | M3 N 3 N

-50-

RL or Mg Br THF or

PCT/EP2004/005931

No.

FORMULA

NMR or
mass
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Fu F
F

(.
J QY _ P
N o]
S\/>’<N/N\H/NH
H o]

N-(2,4-dioxoimidazolidin-1-yi)-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yi}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

51

Fo _F
F

o
s O@»«f

1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazol-
4-ylicarbonyi}proline

52

Re
e

i

(0]

2-{[2-(1 -{[4'—(triﬂuoromethyl)bipheny|~2-yl]carbonyl}biperidin-4-yl)—1 ,3-thiazol-
4-yljcarbonyl}hydrazinecarbothioamide




WO b@soesaetit i cal

RR KR R RO0051] The present invention also re
to pharmaceuti cal conpositions conprising an effe

(1), as defined above, in conbination with one or
pharmaceutical |l y accept abl esvehicles. [0052] Thes
conpositions can be admnistered orally in the fo
i medi at e-rel ease or controll ed-rel ease tablets,

| at es
ctive

anmount of a conpound of the foPCTIER2004/005931

nor e
e
rm of

gel

No.

apsules or granufes, intrave nously in the form
nj ectabl e sol ution, thORMWH&Y mal » in the form of

ha

DT NMIR or

AN mass

. 53

the—stve—transderrat—device,—or—tocatty i the
f a solution, cream@regel. [0053] A solid
onposition for oral aadmnistration is prepared b
[ ple a filler and, wher
si ntegrating agent,

D Y OO
o
=
=]
(@]
—
o
—
>
@D
QD
(@)
—
<
@D
©
=

ppropriate, a binder,

N-(cyanomethyl)-2-(1-{[4'~(trifluoromethyl)biphenyl-2-yl]carbonyif}piperidin-4-
yl)-1,3-thiazole-4-carboxamide
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F‘M

c:\l

N;prop-2-yn-1 -yl-2-(1-{{4'~(trifluoromethyl)biphenyi-2-yiJcarbonyl}piperidin-4-

y)-1,3-thiazole-4-carboxamide
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a lubricant, a colorant or a flavour enhancer, and by
formng the mxture into a tablet, a coated tablet, a

w@er@anbda28 a powder or a capsul e. [0054] ExanplBST/BP2004/005931

fillers include |actose, comstarch, sucrose, glucose,
sorbitol, crystalline celluipse and silicon dioxide,
and exanpl es of binders include polyvinyl alcohol),
pol yvinyl ether), ethylcellul ose, mnethylcellul ose,

No.

geacta,—gum-tragacanth,—getattn,—Shettac; NMR or

hydr oxypropyl cel | ul os€oRMAOXY pr opyl net hyl cel | ul pse oo

f lubricants include_nggnesium stearate, talc,
ol yethyl ene glycol, sflica and hardened plant of Is.

'he col orant can be any\cgl orant per mtted for use in
pdicanents. [ 0056] Exa
ncl ude cocoa powder, mi

— O T 0O

N
L s
HO N =
o
N-(2-hydroxyethyl)-N-methyl-2-(1-{[4'-(trifluoromethyl)biphenyi-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
57
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N-pyrimidin-2-yl-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-4-
yl)-1,3-thiazole-4-carboxamide




form aromatic powder, mnt in oil form borneo
ci nnanon powder it should be understood that the

and

w0 avsm031e8 granul e may be suitably coated w t hPG/ER20p4/005931

gelatin or the like.[0057] An injectable form
conprising the conpound of-%he present invention
active principle is prepared, where appropriate,

as
by

m xi ng the said conpound with a pH regulator, a buffer

ggent, a suspension agent, a solubilizer, a NMR or
No- gt abi | i zer, a tonicit 53@%@ and/ or a preserving mass

gent—and by Cconverting the mXture into a 5 frorjmi or

ntravenous, subcutamgeeus or intranuscul ar injectlon,

4-[4- (pyrrolldm 1-ylcarbonyl)-1,3-thiazol-2-yl}-1-{[4"- (trlﬂuoromethyl)blphenyl-
2-ylJcarbonyl}piperidine

[
gccording to a con veltional process. Were
gppropriate, the injecthabl e formobtai ned can be
[lyophi li zed via a conv onal process. [0058]
Exanpl es of suspensi on agents include mnethyl cel | ul ose,
gol ysorbate i o 80, hy€ yl cel lul ose, acacia,
powder ed gum tragacanth m car boxynet hyl cel |jul ose
N
. 58
\;\\1 N==
§“w)w s
o
4-{4-[(5-methyl-1H-pyrazol-1-yl)carbonyl]-1 3-thiazol-2-yl}-1-{[4'-(trifiuoro-
methyl)biphenyl-2-yijcarbonyl}piperidine
59




and pol yet hoxyl ated sorbitan nonol aurate. [0059]
Exanpl es of solubilizers include castor oil solidified

wowRak/omaks oxyet hyl ene, pol ysorbate 80, ni coti nNBCi/ER2004/005931

pol yet hoxyl ated sorbitan nonol aurate and i s the ethyl
ester of castor oil fatty agdd. [0060] In addition,
the stabilizer includes sodiumsulfite, sodium
netasul fite and ether, while the preserving agent

No.

ncludes met hyl para-h%droxybenzoate, et hyl NMR or

[

par ahydr oxybenzoat e, WAsci d, phenol, cresol andmass
qhtorocresot— 00061 A SuUbject of The present
ilnvention is also a wse of a conpound of the fornula

(1) of the invention—or the preparation of a

medi canment for the treagtaent of hypertriglyceridagm a,
Ryper chol est erol aem a ¢ dysl i pi daem a associatep

Wi th

60
N=
N
o]
4-[4-(piperidin-1 -ylcarbonyl)-1 ,3-thiazol-2-yl]-1 -{[4‘-(triﬂuoromethyl)biphenyl-
2-yljcarbonyl}piperidine
61

N-(pyridin-3-ylmethyl)-2-(1 -{[4'-(trifluoromethyl)biphenyl-2-ylJcarbonyi}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




di abetes, and also for the prevention of and treating
obesity. 5 [0062] The exanples that follow illustrate

wWa b®spexasent i nvention without limt ing it i NPEIEP2004/005931
way. Exanpl es of thiazolyl pi peridi ne conpounds
according to the inven tionsgxanple 1: 5
2-[1-(6-Methyl-4"-trifluoromethoxybi phenyl -2-carbonyl)
pi perid-4-

I1.|.I

Hrthiazot=4=carbonyt { NFethyl - N-(I-et hyl - 2- 0X0- ZF PR or
No. y|l et hyl )] am de Step a)FOHWLtU’ButyI mass

(4 et hpo oEat

-Hd—ethoxyearborythtazol=2=ytjptperrdime=—i=tarbpxyt=a
e terf-Butyl 4-(am nocarbothioyl)tetrahydropyridjne-1
2H) - car boxyl ate ( Mayl

—~~ r—t+

N
62
H N=
N S
(T
N-cyclohexyl-2-(1—{[4‘-(trif|uoromethyl)biphenyI-2-yI]carbonyl}piperidin-4-yf)-
1,3-thiazole-4-carboxamide .
63

N-benzyi-2-(1-{[4'-(trifluoromethyl)biphenyi-2-yllcarbonyl}piperidin-4-yl)-1,3-
thiazole-4-carboxamide




o bridge) (85 nmmol; 20.8 g) is dissolved in 250 m of

di met hyl f ormam de and pl aced at 50C. Et hyl

whe@somiegivate (1 eq.; 85 nmol; 16.6 g) di ssol REHEPWOEWS931

m of dimethylformam de is added dropw se. The
reaction nmediumis stirred.gyernight and excess

triethylamne is then added dropwi se. The reaction
mediumi s evapo rat ed and the residual brown oil is
traken—up—tr—ethyt—acetate and washed Wt Wat el 17 S ymR or
No. (twi ce) and then w thFoRMMLA ed sodi um chloride mass
sol ut-+on—{tw "Q\ —The—o+¢g gatt-€ plluoc s—art+ed—over
godi um sul fat e and evapprated to dryness. The crude
product is chromat ograph€d-on silica, eluting wtih
di chl oronet hane to di chl ox.eret hane/ 3% net hanol , tjo
give 20.5 g of the expectroduct in the form of
gily crystals. TLC: 1/1 ethyl acetate/ hexane: Rf |=
Q.55 20 Yield = 71 %StepOb)
‘ N
64
X
~ o7 N N=
S
N s
(o]
ethyl 4-{[2-(1-{[4™-(triflucromethyl)biphenyl-2-yljcarbonyl}piperidin-4-yl)-1,3-
thiazol-4-yllcarbonyl}piperazine-1-carboxylate
F F
N
N
66

N-(3-methyibenzyl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2-ylJcarbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




f

wa2qodnetiboxycar bonyl t hi azol

erf-Butyl 4-(4-carboxythiazol-2-yl)piperidine-1
carboxyl ate terf-Butyl

- 2-yl) pi peri di ne-1 PCT/EP2004/005931

carboxylate (60 nmol; 20.4 g) is dissolved in 225 ni
of a mxture of tetrahydrofgran and water (2/1 ),
1IN sodi um hydroxide (2 eq.; 120 mmol; 120 m) is
dropwi se. The reaction nediumis stirred at room

and
added

+
U

enperature—overnight—The TeactTom TEd UM S WaSNeQur or

@&J

N
HO/\/ \”/)\/

N -(2-hydroxyethyl)-N-phenyl-2-(1-{[4'- ~(trifluoromethyl)biphenyl-2-yl]-
carbonyl}plperldln -4-yl)-1,3- thlazole-4 carboxamlde

No. Wth ether and the agqtioBMLphase is then acidifigd ass
W-t h-sat urated-—nitre—aectd—soelutton—Theprecipttate
i|ls filtered off, washed.wth water and dried to dive
15.5 g of cream col our n crystals. TLC 1/1/1
ChbCt Et OAc/ MeOH: Rf = 0.6 eld: 83% Step c)

N
87
N==
/©/\/ o
HO'
N-[2-(4-hydroxyphenyl)ethyl]-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl)-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
68




felf-Butyl

4-{4-fethyl (1- nmet hyl - 2- oxo- 2- phenyl et hyl ) car banoyl 1t hi
W@2ws/0@3198 ) - pi peridine-1 -carboxyl ate te/t-BuPgi/EP2004/005931

4- (4- carboxyt hi azol - 2-yl) pi peri di ne-1 -carboxyl ate

(6.5 mmol; 2.03 g) is dissolsged in 40 mM of anhydrous

dlnethylfornan1de and pl aced under an inert

at nosphere, and 2- (ethylan1no)prop|ophenone

nydrochtoride (I eq.; 6.5 miol; 1.39 g), HBTU (1 €9. wmR
Nog (5 mmol ; 2.47 g) and ﬁogﬂﬁ%ﬂdllsopropylan1ne (3.9 nms:r

e 2275 mut 3797 nt)—arethen—added—The reactiton—
mediumis stirred at ropmrt enperature overni ght. The
reaction nediumis evapoxated to dryness and then
taken up in dichl oronethaire=and washed with saturgted
pot assi um car bonat e (K20I ution, citric acid

s¢l ution and water (tw ce): 'he organi ¢ phase is dried
oVer sodium sulfate and t¢
Tme‘crude product is chrong

69 o

ethyl 1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]lcarbonyl}piperidin-4-yi)-1,3-
thiazol-4-yljcarbonyl}piperidine-4-carboxylate

. ' -N
70
\r\/ﬁ/N\”/j\/s
S .

N-(1,5-dimethylhexyl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yljcarbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




on silica, using a 1/1 ethyl acetate/hexane m xture as
eluent (Rf = 0.55) to give 2.6 g of expected product
w0 pooshesitorm of an oil. Yield: 85% Step d) PCT/EP2004/005931

4- (4-f Et hyl (1- net hyl

azol - 2-yl ) pi peridi nium chl.ogi de terf-Butyl

4-{4- [ethyl(l-nethyl

- 2- 0X0- 2- phenyl et hyl ) car banoyl 1t hi

- 2- 0X0- 2- phenyl et hyl ) car banoyl ] t hi

azol - 2-yl }- piperidine 1-carboxylate (5.5 mmol; 2.59
gr—+s—ei-ssetved—n13- 75 mof—=a 4Msolu tion of NMR or
No. iydrochloric acid in @bgmiha. The reacti on nedi um i Smass
stirred at room-tem-perature—overh-ght—and—is—then
gvaporated to drynessFtp give 2.24 g of a white splid.
ield = quantitative.F
N
N
N=
N ~
HO™
: o}
N-benzyl-N-(2-hydroxyethy!)-2-(1-{[4"- -(trifluoromethyl)biphenyi- 2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
F F
F
\_/
o)
72
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K/N\”/[\/S

1-phenyl-4-{[2-(1-{[4'~(trifluoromethyl )biphenyl-2-yl]carbonyl}piperidin-4-yl)-
1,3-thiazol-4-yl]carbonyl}piperazine




Step e)

2-f1-(6-Methyl-4"-trifluoromethoxybi phenyl -2-carbonyl)
W@R@enox28t- v t hi azol -4-carbonvirN- et hyl - N PCT/EP2004/005931
- met hyl - 2- oxo- 2- phenyl et hyl ) 1am de The titl e conpound

was obt ai ned according to agrocedure simlar to that

used for the preparation of terf-butyl

4-{4- [ethyl(l met hyl - 2- oxo- 2- phenylethyl)carbannyl]

trhi-azot—=2= yl}pl pcllul ne-1- CarDoxyl ate. TCLC 171

NMR
No. CH2CI 2/ Et OAC: Rf = 0. BGRMOLRS: (ES+) 650.4 (MrH) | mees.
\: Q| d QQOA l:vanrv\l Py ’7
1-(4- {4 (1- nDrphoI|n 4 ¥l ) met hanoyl ] t hi azol - 2-yl }|pi per
ifd-1 -yl)-1-(4"-
)
73 /i;;}
HO N=
N
4-(4-chlorophenyl)—1-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2—yl]carbony|}-
piperidin-4-yi)-1,3-thiazol-4-yl]carbonyl}piperidin-4-ol
74

4-phenyl-1-{[2-(1-{[4"-(trifluoromethyl )biphenyl-2-yljcarbonyl}piperidin-4-yl)-
1,3-thiazol-4-yljcarbonyl}piperidine




trifluoronethyl bi phenyl -2-yl) et hanone Step a)
1-{F4"-(trifluoronmethyl)-1

WQ 1005003abenyl - 2- yl | car bonyl ) pi peri di ne- 4- car bORGIYER®04/005931

4' - (Trifluoronethyl)-2-bi phenyl carboxylic acid (
g; 77 mol) is dis solved 41 340 nl of

di nmet hyl f ormam de and 200 m of di chl oronet hane.
reac tion mediumis placed at 00C and oxal yl chl

20.5

The
oride

No.

1.8 eq.; 138.6 mmol; _12 i s added. The react
mediumis stirred at F§5W$Lénperature for 3 hour

il[ONNMR or
q anaass

75

hen evaporated to dryness. The crude product 1Is
gp in 270 m of dichl erenmet hane, foll owed by add
of a solution of isompecotam de (0.97 eq.; 74.7
9.57 g) and triethylam npe=(2.7 eq.; 207.9 mmol ;
in 270 mM of dichl orone e, placed at 00C. The
m xture is allowed to warm\to roomtem perature
12 hours, saturated aqu€gu odi um hydrogen carb
golution is

0.5

1,3-thiazol-4-yllcarbonyl}piperidin-4-ol

4-phenyl-1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-y)- ‘

t aken
iftion
mol

29 )

quer
dnat e

76
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N-(1-phenylethyl)-2-(1 -{[4‘-(trifluoromethyl)biphenyl;z-yl]carbonyl}piperidin-
4-yl)-1,3-thiazole-4-carboxamide




then added (in a 1/1 proportion) and the resulting
m xture is stirred for 30 m nutes. The organi ¢ phase

w0 good@aetiesl with 1M sodi um hydroxi de sol uti on aPdI/EPmN4/005931

with water, dried over sodium sulfate and evapor at ed
to dryness. The crude produgi-is dispersed in

di i sopropyl ether and then filtered off and dried to
give 23.09 g of coupling product. Yield: 79.6 % Step

') =4 —=(rriftuoromet hyP- T NMR or

No. ,|1' - bi phenyl - 2- yIIcarB@ﬁMQH& peri di ne- 4- car bot hi gani phass
{r4' {Fr+Huoromethyt) =1
|1' - bi phenyl - 2-yl ] car boxyl } pi peri di ne- 4- car boxamni|de
(11 29 g; 30 nmmol) isrdissolved in a m xture of
Lawesson's reagent (1 e ; 12.13 ), dldethyl
gther (100 mM) and chlo grm (40 mM ). The reacti|o

77

2-(1-{[4"-(trifluoromethyl)biphenyl-2-yi]carbonyl}piperid in-4-yi)-N-[4-(trifluoro-
methyl)phenyl]-1,3-thiazole-4-carboxamide

78

o
R
b

1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl] carbonyl}piperidin-4-yl)-1,3-thiazol-
4-yllcarbonyl}azepane




mediumis heated at 50C for 2 hours 30 m nutes and

then evaporated to dryness and taken up in ethyl

wW@e@wsaea28 The organi ¢ phase is washed wi t h sat BCHERH04/005931
pot as sium carbonate solution and then with water,

dri ed over sodi um carbonat e6anrd evaporated to dryness.
The yellow solid is dispersed in diisopropyl ether and
then filtered off and dried to give 10.5 g of product.

No.

retd 89 % Step ¢) E hyl
- (1-(r4'-(trifluoro 1A, 1" - bi pheny! -

NMR or
mass

79

cat-bonytprperidinme=24=yi |v; 6_[ hiazote-—4-car boxyl
-{[4" -(Trifluoromethyly-A

- bi phenyl - 2-yl ] car hony!| } pi peri di ne- 4- car bot hi o
10.5 g; 26.75 nmmol) is dissolved in 100 m of

i met hyl f or mam de and O

I—‘1I\)

o~~~
=

1-(2-phenylpropyl)-4-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yljcarbonyl}-
piperidin-4-yl)-1,3-thiazol-4-yljcarbonyl}piperazine

Al e

anm de

80

]

)
b

+

N-1 3-th|azol-2-yl-2-(1-{[4' (tnﬂuoromethyl)blphenyl -2-yl]carbonyl}piperidin-
4-yl)-1,3-thiazole-4-carboxamide .

o)




pl aced at Q0C. 90% [| acuna] bronopyruvate (1 eq.;
26.75 mmol; 3.73 mM) is added, the mxture is left at
wODse3130 m nutes and is then allowed to war "PCDEPI®O4D05931
em perature over 12 hours, followed by addition of 10

t

m of triethylam ne.
and the crude product

The re@kti onnediumis evapor at ed
is then extracted three tines

with ethyl acetate. The organi c phase is washed with

1' - bi phenyl - 2-yl | car boxyl Pei=peri d-4-yl)-1

gaturat ed aqueous sodiumchlo ride solution (threge NMRor
No. tli mes), with water (of€ again with sodi um mass

ghtortde;—and—Ts then dried over sodium sulfate and

gvaporated to dryness fhe residue is 5

ghr omat ogr aphed on silNca (eiuent: 97/3

di chl or onret hane/ net hanoy=t o give 10.33 g of the

gxpected product. Yield 9 % Step d) i o

2-{1-{4" - (Trifl uoromet W} 1

3-t hi azol e- 4-

W)

N
81
N==
N Q\W/L§/S
~
N-1,3-benzothiazol-2-yl-2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yljcarbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide
82

N-(3-morpholin-4—ylpropyl)-2-(1 -{[4'-(trif|uofomethyl)biphenyl-2-yl]carbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide ‘




carboxylic acid The title conpound was obtai ned

according to a procedure simlar to that used for the
w@e@paeHres on of fert-butyl PCT/EP2004/005931

4- (4- car boxyt hi azol ~2-yl ) pi peri di ne- 1-car boxyl ate. i s

Yield: quantitative. Step eys1-(4-{4-(1-Mrpholin-4-v

nmet hanovPt hi azol -2-yl }Di perid-1-yl)-1-(4"-trifl uoronet

hyI bi phenyl 2- yI ) met hanone 0 The title conmpound was

btatfwet—accordingto a procedure simiar 1o that US@RR or
No. flor the preparation ofFQMULﬁoutyl mass

r\n\l J
b-f4-fethyl-I-rethy—2—exe—2-phenytethyt)cartamoy]

hi azol - 2-yl } pi peri di pele- carboxyl ate. Yield: 879

~—+

83

N-methyl-N-(pyridin-3-ylmethyl)-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yi)-1,3-thiazole-4-carboxamide

hel
5; &)

N-methyl-N-(2-pyridin-2-ylethyl)-2- (1 -{[4'~(trifluoromethyl)biphenyi-2-yi]-
carbonyl}piperidin-4-yl)-1 3-thlazo|e-4 carboxamide




5 As an additional exanple, the procedure below s
a synthetic route that can be used for the prepar

hows
ation

w@booanoxes ne of the fornula H a2': Preparati on BET/EP2004/005931

2-et hyl am no- 1-pyrid-2-yl propan-1 -one in the for
the acid salt with bis-trifdgtoroacetic acid Step
Met hyl 2-(2-nitrobenzenesul f onyl am no) propi onat e

m of
a)
5

DL- Al ani ne net hyl ester hydrochloride (13.96 g; 0.1

) Ts dissotved Tnm 800 ni of dichloronmet hane and NmR or
NO-HIaced at 00C. TriethyPEMUAS (2.3 eq.; 230 mmol; |32 mass
ff—+s—added—dropwse—atong—wth—portionwse adgir tion
of 2-nitrobenzenesul foayl chloride (1 eq.; 100 mmpl ;
22.16 g), and the reagtion nediumis allowed to rieturn
tfo room tenperature oveenight. The reaction nediymis

washed with water i o then dried over sodium
gulfate, filtered thro silica and evaporated tjo dry
N
85
H N=
>I/N = S
0
N-(tert-butyl)-2-(1-{[4"-(trifluocromethyl)biphenyl-2-ylJcarbonyl}piperidin-4-yl)-
1,3-thiazole-4-carboxamide
86 -
N="
H ]
/O\/\/N\H/K/

N-(3-methoxypropyl)-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yljcarbonyl}-
piperidin-4-yi)-1,3-thiazole-4-carboxamide




ness to give 25.3 g of solid corresponding to the

t

itle conpound. Yield: 88 % Step b) i s Mthyl

wWQ240snbBakg 2- ni t r obenzenesul f onyl ) am nolpr opi oNBECBEP2004/005931

Met hyl 2-(2-nitrobenzenesul f onyl am no) propi onate (17
g; 59 mmol) is dis solved 16 600 nl of
di net hyl f or mam de, and caesi um carbonate (1.5 eq.; 88
nol ; 28.6 g) is then added. The reaction nediumis
gtirred for 30 mnutes _at_roomtem perature, folljowehR or
No. py dropwi se addition SPRMYYN bromide (4 eq.; 236 mass
Mot O0 176 m ) and the resulting mxture 1s
gtirred overnight at room tenperature. The reaction
medi um i s evapor at ed tee—~dryness, taken up in ‘
di chl oronet hane, filteregd=and evaporated to dryness.
The crude product is chrdggyographed on silica
0]
.
87
N=—
H S
\/N\/\/N\”/K/

0
N-[3-(diethylamino)propyl]-z-(1-{[4'-(trif|uoromethyl)biphenyl-z-yl]carbonyl}- 4
piperidin-4-yl)-1,3-thiazole-4-carboxamide

F F
F
\_/
o
N .
S

O
O\©\/
N=—
H
N N
(0]

N-(2,3-dihydro-1,4-benzodioxin-6-ylmethyl)-2-(1 -{[4"-(trifluoromethyl)-
biphenyl-2-yllcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




(eluting with dichloronethane) to give 17.1 g of the

expected product. Yield: 92 % 25 Step c) Methyl
wQ2@slgdi1281 nopr opi onat e Met hyl PCT/EP2004/005931

2-[ethyl (2-ni trobenzenesul f onyl ) am no] propi onate (8. 07

g; 25.5 mmol ) is dissolved_ g#.250 m of acetonitrile,

and thi ophenol (1.12 eq.; 0 28.7 mol; 2.93 m) and

K2CO3 (3.25 eq.; 82.9 nmmol; 11.45 g) are then added.

Fthe—+eact+on—redirum+s—stirredovernight af‘rooﬁlb NMR or

No. tlenperature. The crudeFgrRMItlACti s evaporated to dr ss

nd t hen taken upi-n—ether—Fhe—organi-c—phase—+s

geidified with 1IN hydrachloric acid and then washed
qgth wat er. The aqueo phases are conbi ned and then
C

shed with ether and Xasified with potassium
arbonate. The

89

N-cyclohexyl-N-methyl-2-(1-{[4'~(trifluoromethyl)biphenyl-2-yl]carbonyi}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide

F

|
g

o

N,N-diallyl-2-{1-{[4"-(trifluoromethyl)biphenyl-2-yi] carbonyl}piperidin-4-yl)-
1,3-thiazole-4-carboxamide :




basi ¢ aqueous phase is extracted with ether three
tinmes. The three ether phases s are washed with water

w@easobsaes wi t h sat urat ed agueous sodi um chl or i BET/EP2004/005931

solution, dried over sodiumsulfate and evaporated to
dryness to give 1.04 g of the-expected product. Yield:
31 % i o Step d) Methyl

2- (terf butoxycarbonylethylan1no)prop|onate N@thyl

2 _ ot

No.

—ethytafrnopropionate (096 g, 7.3 Mol ) 1S di sSSPl AR or
n 10 m of dichl or oneRORMIEA and trlethylan1ne (1 €q.mass

9

3 mwl—1-)—and-Bee—OBece—(t—1—eg—~——8nmot; 75

[

4

g) are added. The reagtigon mediumis stirred for FZ
hours at 15 room tenpenature and then washed withj
water, dried over sodiu fate and

H N
had
o]
N-(4-isopropylphenyl)-2-(1 -{[4*-(trifluoromethyl)biphenyl-2-yl]carbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide
92

N- (2 -hydroxy-1,1-dimethylethyl)-2-(1-{{4"-(trifluoromethyl)biphenyl- -2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4- carboxamlde




evaporated to dryness to give 1.28 g of the expected

product. Yield: 76 % Step e) O
wQ2(osm03128ut oxycar bonyl et hyl am no) pr opi oni ¢ acPdI/EB100y005931

2- (tel/f-butoxycarbonyl et hyl am no) propi onate (1.27 g;

5.5 mol) is dissolved in 5gd of nethanol, and

pot assi um hydroxide (1.2 eq.; 6.6 mmol; 0.37 Q)

dissolved in 1.6 m of water is then added. The

freacton—fed-umis—teft—at—roomtenperature Tor 12 yur or
No. fjours and then evapor 8OBMULA dr yness, taken up iq mass
wat er —and-5-washed with—ether—Fhe—agueous—phase—s
acidified by adding %NthdrochIoric acid and extrjacted
tthree tinmes with ethex/ The organic phases are
dqombi ned, dried over swdium sul fate and evaporated to
dryness to give 0.88 ¢ a white solid.
N
93
OH " N==
HO_ >
o}
N-[2-hydroxy-1-(hydroxymethy!)-1-methylethyl}-2-(1 -{[4'-(trifluoromethyl)-
biphenyl-2-yl]carbonyl}piperidin-4-yl)-1 ,3-thiazole-4-carboxamide
F F
)
N
N=—
S

H
N Y
HO

o)

N-(2-hydroxy-1-phenylethyl)-2-(1-{[4-(trifluoromethyi)biphenyl-2-y1]-
carbonyl}piperidin-4-yt)-1 .3—thiazole—4-‘carboxamide




Yield: 74 % Step e bis): Aternative route :
DL- 2- Bronopropionic acid (76.5 g; 0.5 nol) is

wale@sobesl in 250 m of water and 70% et hyl am PET/EB2084/005931

eq.; 2.3 nol;. 15Qg) is added dropw se. The react
mediumis stirred at roomdiehperature for 12 hour
t hen evaporated to dryness and taken up in 400 m
wat er conprising 40 g of sodi um hydroxide (1.0 no

i on
s and
of

).

No.

he Teaction nediumis again evaporated to drynes
The crude product is cfpé‘g‘ﬁ-ll\lf‘ed in 500 m of water

S. NMR or
anfhass

2560 —t—of—droxame—The TeactTomnm medium i s pt aced

M of di oxane i s added

120Qg) dissolved in 2Q0
dropwi se. The pH is mai htained at 10 by adding s
hydr oxi de. The reacti oni umis stirred at roon|
tienperature for 24 hourstald then filtered. The

fliltrate is concentrategd ang

Qo0C and di (terf-butyl } earbonate (1.1 eq.; 0.55 :JDI;
d

al

ium
N

. N
95 F| F
H N
N\H/‘\/ S
0O . .
N-[3-(trifluoromethyl)benzyl}-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
F F
F
)
96

N
. 0]

N-(1-methyloctyl)-2-(1-{{4'-(trifluoromethyl)biphenyl-2-yllcarbonyl}piperidin- 4

4-yl)-1,3-thiazole-4-carboxamide




then taken up in 700 m of water and acidified to pH
2-3 with citric acid. The pre cipitate is filtered off
w@easdeitesl (108.6 g). Yield: 62 % Steo D nmetPyi/ER100y005931

et hyl - f met hoxynet hyl car banov et hyl i car bamat e
2- (tert-Butoxycarbonyl et hy)gm no) propi onic acid (
mmol ; 873 ng) is dis solved in 5 nl of

40

di met hyl f or rram de, and N, O di net hyI hydr oxyl am ne |

-ydi’ ochtort+de—~125—eq——5 0 mol—490 1g),~ 'I—Ujl (lamﬁz or
No. 3q ;5.0 nmmol ; 676 ngFPERMULA hyl am ne (1.25 eq ; 15- Omass
.ml 40 7 M\ nnd E'Y\ /1 ’)&nn ; \J O IITIUI, UUU £ ) are

ldded The reactl on me,pll umis stirred for 12 hour
hen evaporated to yness. The crude product is
xtracted with ethef, \washed successively, tw ce

D = o)

s and

N
97
H N=
N\ﬂ)\/ °
77
N-cyclobutyl-2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-4-yl)-
1,3-thiazole-4-carboxamide
98 N=
NS
\/O\p/o\/O/ o

diethyl 4-({[2-(1 -{[4"-(trifluoromethy)biphenyl-2-yljcarbonyl}piperidin-4-yl)-
1,3-thiazol-4-yl]carbonyl}amino)benzyl phosphite




wi th aqueous 4%citric acid solution, twice with

aqueous 4% sodi um hydrogen sulfite solution, wth
wowrdosnoresl then with saturated sodi um chl ori dePCT/EP2004/005931

sol ution. The organic phase is dried over sodium

sul fate, evaporated to dryngss and chromat ographed on

silica (eluent: 1/2 ethyl acetate/hexane; Rf = 0.45)

to give 795 ng of a colourless product. Yield: 76

% St ep—Q—Fe/lt-Butyl
No. ¢t hyl (1-met hyl - 2- oxo- 2opmuiLd- 2- yl et hvDcar bamat e NMRS:'
2-Bromopyridine (7.0 mmol; 667 M ) is dissolvediin Val

p of anhydrous tetrahé/d of uran and pl aced at -100 0C,
ol  owed by dropwi se addition of a 1.6M sol ution |of

leq.; 7.0 mol; 4.375|m).
sed for 30 m nutes and
oxynet hyl car banoyl )

-butyllithiumin hex&ne
'he reaction nediumis s
i met hyl ethyl ethyl[1-(Xe

O S —h =

99

T

| \/O\"/'O/ ©

o

ethyl 4-({[2-(1 -{[4'—(trif|uoromethyl)biphenyl-2-yl]carbonyl}piperidiri-4-yl)-1 ,3-
thiazol-4-yl]carbonyl}amino)piperidine-1-carboxylate

100

6-ethoxy-2,2,4-trimethyl-1-{[2-(1-{[4'-(trifluorom ethyl)biphenyl-2-ylJcarbonyl}-
piperidin-4-yl)-1,3-thiazol-4-yl]carbonyl}-1,2-dihydroquinoline




et hyl ] carbamate (1 eq.; 7.0 mmol; 1.822 g) dissolved
in 20 M of anhy drous tetrahydrofuran is added

waele@pmidHEes The reaction nmediumis stirred at

- RODEP1004/005931

for 1 hour 30 mnutes. The reaction nediumis then

renoved fromthe ice bath,_

0 ml of saturated aqueous

sodi um chl oride solution are added and the m xture is

then extracted with ether.

ver —sodi um Su! faj‘ﬁe’ evapoerate

The organi c phase is dried

A—ele !
porated—to—dryness—and

No. Ghr omat ographed on si IFormui@l uent: 1/2 ethyl ace hﬂgi:r
tlate/ heptane; Rf = 0.23) to give 1.04 g -of-the
gxpected product. Yield: 53 % Step h)

2- Et hyl ami no- 1- pyri df2fyl propan-1-one - acid salt| with
Ri s-trifluoroaceticFacid
101 F. F
F
= |N 9, N=
S
N
\N/kN/ \n/g/
H
e}
2-(1 -{[4'-(triﬂuoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)—N'-[4-(trifluoro-
methyl)pyrimidin-2-yl]-1 ,3-thiazole-4-carbohydrazide
102
N==
I
\T/N\W/L§/S
o]
N-isopropyl-N-methyl-Z-(1-{[4'-(triﬂuoromethyl)biphenyl-2-yl]carbonyl}-
piperidin-4-yl)-1 ,3-thiazole-4-carboxamide




f

erf-Butyl

et hyl (1- net hyl - 2- oxo- 2- pyri d- 2-yl et hyl ) carbamate (1.03

W@ 2003/00312810] )

is dissolved in 30 M of a 1/1 PCI/EP2004/005931

di chl oronmet hane/trifluoroacetic acid m x ture. The

r

eaction nediumis stirred ##or one hour at room

tenperature and then evaporated to dryness to give 1.5
g of the expected salt. Yield: quantitative. The

gonmpounds of —the general fornmula () presented in t R®Ror
No. tabl e bel ow were prepBPBMUkfcording to procedureg mass
+rH-ar—to—those—describedabove, Orher exanpl €s [of

~ N =

able 1 below. Al these
ccording to procedures si

@. No. EORMULA NVH

ion are presented in
onpounds are obtained a
o those presented above

onpounds included in the scope of the present irven

ml ar
Rssor

F
() o
103 P
N N=
N N
o]
1-[bis(4-fluorophenyl)methyl]-4-{[2-(1 -{[4'-(triﬂuorornethy[)biphenyl-Z-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazol-4-yljcarbonyl}piperazine
104

H [
@NNW
’ O

N-(2-piperidin-1-ylethyl)-2-(1 -{[4'-(trif|uoromethyl)biphenyl-Z—yl]carbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




FT(CDO3) : F=1.27-1 .22\ \ | Il (19H m ;
1.25-1.23 1 - - NY_ Il W\ (1H m ; -/ \ J
wa:@3oaz2st (1H1Im ; 1.25-1 .27 (13H, m. F F pPEI/EP2004/005931
(CDCI 3) :
-76 -

NMR or

No. FORMULA mass

F

F
F
b,
N
105
H N
I N \S
g

N-(1,2,3,4-tetrahydronaphthalen-1-yl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2-
yllcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

Cl

106

1-[bis(4-chlorophenyl)methyl]-4-{[2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazol-4-yljcarbonyl}piperazine




1.29-1.24 (16H, m ; 2 il inrL J (11.H291-nl .)24;
1.29-1 .26 L1, i (9H mM. s- F F (DVMSOd6) : ~F
wa22@3/04a3129 (8HLm ; 1.23-1.28 (1H m ; PCT/EP2004/005931
-77 -
No. FORMULA Nnnf;:r
F F
F

N
107
o .
N=—
H S
Cf\/\/N\H/K/
‘ (0]
N-[3-(2-oxopyrrolidin-1-yl)propyl]-2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1 ,3-thiazole-4-carboxamide
108

N-[3-(1H-imidazol-1-yl)propyl]-2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1 ,3-thiazole-4-carboxamide




2d T 0o 1.21-1.20 (8H, m

cr i1 111 oH1.28-1 .20

(1H, m ; 11.29 (1H s s- large).No. FORMULA NV\R o r
wore®s/003aexCl 3) : 1.29-,129 (3H, m ; 1.29-1 . 25PCT/EP2004/005931

-78 -

No. FORMULA

NMR or
mass

109

N-[3-(2-methylpiperidin-1-yl)propyl}-2-(1 -{[4'-(trifluocromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

F
F

110 9
N==
H
Y
N
N O

N-[2-(1-methylpyrrolidin-2-yl)ethyl]-2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yi)-1,3-thiazole-4-carboxamide

E
\__/
d .
\ .
S




(3H, m ; 1.29-1.27 (7H, nm) ; 1.21-1.22 (4H, n) ;
1.28-1.27 (IH 1m) ; 1.20-1.25 (14H 1 m). (CDC 3)

W 2084003126 PCT/EP2004/005931
-79 -
No. FORMULA NMR or
mass
F F
F

111

N-[2-(2-thienyl)ethyl]-2-(1-{[4 - (trifluoromethyl)biphenyl-2-yljcarbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide

. F F

. O - .
' ' \ /7
N
112 P
QD
H S
. o/\/N\”/l\/

N-(2-phenoxyethyl)-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yljcarbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




(3HLO 1J = 1.2 Hz) ; 1.27- 1.28 (12H, m) ; 1.27-1 .29
(1HLM) : 1.28-1.20 (14H, n). S (CDCI3) 1.23- 1.24
W 26s/008129 = 1.2 Hz) PCT/EP2004/005931
_80_
No. FORMULA NMR or
mass
F F

113

N-(4-methoxyphenyl)-N-methyl-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

114 F.

ethyl (2E)-3-(4-fluorophenyl)-3-({[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazol-4-yllcarbonyl}amino)acrylate




1.26-1.20 (11HLm) ; 1.21-1.20 (1Hln) ; 1.21-1.23

(1HLIm ; 1.29-1.20 0 (14HL m.No. FORMJULA NWMR or nass
WO20050C0 3) PCT/EP2004/005931
-81 -
No. FORMULA N,r;Rs:r
F F
F
)

115

N-{(1E)-1-cyclopentyl-3-ox0-3-[4-(trifluoromethyl)phenyllprop-1-en-1-yl}-2-

(1-{[4-(trifluoromethy!)biphenyl-2-yljcarbonyl}piperidin-4-yl)-1,3-thiazole-4-

carboxamide . ‘

s

; § )
H
L L-CO
LG
N\
—N 0
116 NN
F

N-{1,3-dimethyl-4-[4-(methyithio)phenyi]-1H-pyrazol-5-y}-2~(1 -{[4"-(trifluoro-
methyi)biphenyl-2-yljcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




1.23-1.24 ] (16HLn) ; 1.28-1.22 6 O (1HLn) ; 1.21-1.24
(1H m) : 1.21-1.28 (13HL ). SJ O F F LC- NG :
WO 2005/003128 PCT/EP2004/005931
_82-
No. FORMULA Nnnf;:r
)
117 >\\ NN
N N S
I
N 0
O
| oo

8,9-dimethoxy-1-{[2- (1-{[4-(trifluoromethyl)biphenyl-2-yllcarbonyi}piperidin-
4-y1)-1,3-thiazol-4-yl]carbonyl}-1,2,5,6-tetrahydro-3H-imidazo[2,1-b][1,3]-
benzodiazepin-3-one

118

(2
. -0

N\”/l\/s
O

4-(4-{[3-(3,4-dimethoxyphenyl)pyrrolidin-1-yljcarbonyl}-1,3-thiazol-2-yl)-1-
{[4"-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidine




7 (ES+) 701.2 (MtH) o g V
N-(7-oxo- 7H-thieno[ 3, 2-b] pyran-6-yl)-2-(1-{[4" -(triflu
wWor@s®0hgs ) bi phenyl - 2-yl ] - PCT/EP2004/005931
car bonyl } pi peri di n-4-yl)-1, 3-thiazol e- 4- car boxam de F
EII\/\FIQ) LCMS @ 8 r-N (ESt) 664532 (MtH) U L rNo. FORMULA
or

NMR or
No. FORMULA mass
F F
F
)
N

119 s
= N=—

|
i
Nao K/N S S
| (o]

1-(4-{{2-(1 -{[4'-(trifluoromethy|)biphenyl—2-yl]carbonyl}piperidin-4-yl)-1 3~
thiazol-4-yl]carbonyl}piperazin-1 -yl)-2,6-naphthyridine

F

O

ey
- N
R

N-[2-(2-chlorophenyl)imidazo[1,2-a]pyridin-3-yl]-2~(1 -{[4'—(trifluofomethyl)-
| biphenyi-2-yi]carbonyl}piperidin-4-yl)-1 ,3-thiazole-4-carboxamide




mass 10 11 LC-M5 : 12 (ES+ ) 651.2 (M+H)No. FORMULA
NmvaRssor (CDCI3 ) : 1.25-1.21 F F (14H m ;
wa@zoaz2d (1H m ; PCT/EP2004/005931
-84 -
NMR or
No. FORMULA mass
F F
F

121

/

N-(4-chloroquinolin-3-yl)-2-(1 -{[4'-(trifluoromethyl)biphenyi-2-yl]carbonyi}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide

F

“F
F
3C)
. N
I\
N
/N/

S
M /N =
NZ N

(0]

122

N'-{(1 E)-3-cyanopropylidene]-N-pyridih-2-yl-2-(1 -{[4'-(trifluorome§hyl)—
biphenyl-2-yl]carbonyl}piperidin-4-yl)-1 ,3-thiazole-4-carbohydrazide




1.29-1.24 13 (1HLm) ; 1.20-1.21 (9H, m) ; 1.23-1.25
(2H, m ; 1.20-1.29 (IHLm). (DVBO-d6) : 1.27 (3H,

J

WGE20580329 PCT/EP2004/005931

-85 -

No.

FORMULA

‘NMR or
mass

123

6-(4-methoxyphenyl)-1-{[2-(1 -{[4'-(trifluoromethyl)biphenyi-2-yljcarbonyl}-

b][1,3]benzodiazepin-3-one

piperidin-4-yl)-1,3-thiazol-4-ylJcarbonyl}-1 ,2,5,6-tetrahydro-3H-imidazo[2,1- .

124

F ‘
L)
Yo

A

o)

4-{4-[(2-phenylpyrrolidin-1-yl)carbonyl]-1 ,3-thiazol-2-yl}-1-{[4'-(trifluoro-

methyl)biphenyl-z-yl]carbonyl}piperidine




1.21-1.22 (4H, m ; 1.22-1.27 14 (4H m ; 1.26 J (4H
19, J = 1.2 Hz) ; 1.26- 1.26 (1H1m ; 1.20-1.28 (8H,
worpoos/0d312® (1H, s). (CDCI3) : 1.28 (3H, d, J PCT/EP2004/005931

- 86 -

NMR or

No. FORMULA
mass

HO

I S
. ‘
/
125 , NYEN)\CN
0

N-({1-[4-(2-hydroxyethyl)benzyl]-3,3-dimethylcyclobutyl}methyl)-2-(1-{[4'-
(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazole-4-
carboxamide

126

—

N-[1-methyl-4-(methylthio)-1H-pyrazol-3-yl]-2-(1-{[4"-(trifluoromethyl)-

biphenyl-2-yijcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




1.2 Hz) ; 1.26-1 .24 (4H, m

1.21-1.23 (5H, m) ;

1.25-1.28 15 (1H1m ; 1.28-1 .29 (1H1m ; 1.23-1.27
W@ 2045/009128 PCT/EP2004/005931
-87 -
NMR or
No. FORMULA mass
F F
F
)
N .
127 \

4-(4-{[2-(methylthio)-4,5-diphenyl-1H-imidazol-1-yl]carbonyl}-1,3-thiazol-2-
yl)-1-{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidine '

128

N—N

. S
\; 0
a NYEN)\CN
o]
/




1.29-1.26 (14H 1m) ; 1.22 (1HLS).No. FORMULA NMWR or
mass (CDCI3) : 1.27-1.24 (2H, m) ; 1.20-1.27 [I J (6H,

wOoRoos/0a3128-1.20 y (4H, m ; 16 1.20-1.23 PCT/EP2004/005931
-88-
No. FORMULA NMR or
mass

O
Y

129 NQ

.

N/N

N-{1-tert-butyl-4-[4-(methylthio)phenyl]-1H-pyrazol-5-yl}-2-(1-{[4"~(trifluoro-
methyl)biphenyi-2-yijcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

130

N-(1-{[2~(1-{[4"-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-4-yl)-1,3-
thiazol-4-ylicarbonyl}piperidin-4-yl)benzamide




NHV J K\ / (1HLm) ; T/r LJ 1.27-1.26 Sy O (7H,
m : 1.26-1.26 (7H, n) ; 1.27-1.28 (1H, m . (CDCl 3)

WA 20600126 (2H, m) : f | (14.2H2,-1m 2) 8; PCT/EP2004/005931
-89 -

No. FORMULA NMR or

mass

131 \

132

phenyl(1-{[2-(1-{[4'-(trifluoromethy!)biphenyl-2-yi]carbonyl}piperidin-4-yl)-
1,3-thiazol-4-ylJcarbonyl}-1H-benzimidazol-2-yl)acetonitrile

F F

0,
by,

’ N
133 % P
N
N=
[0}

2-(1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yi)-1,3-
thiazol-4-ylJcarbonyl}piperidin-4-yl)isoindolin-1-one




1.22-1.28 1 0 17 (8H m ; / - 1.29-1.24 f | |

/ (1H1m ; K 1.20-1.23 (5H, m ; s- o 1.21-1.23 (8H,
WOorRoos/003axXC 3) : 1.21 (3H 1S) ; 1 23 (3H, s) ; BCUEP2004/005931

1.24-1.24 L Q (7H 1m ;

\%

-90-
NMR or
No. FORMULA mass
F F
F
)
N
134
N=
S /\\ \n/k/s
N .
= o}
/
XN
3-(3-{[2-(1 -{[4'-(triﬂuoromethyl)biphenyl-2-yl]carbonyl}piperidin-4—y|)-1 ,3-
thiazol-4-yfjcarbonyi}-1,3-thiazolidin-2-yl)pyridine
F F
F
)
N
135

3-[(4-{[2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yl]carbon)“)l}piperidin-4—yl )-1,3-
thiazol-4-yl]carbonyl}piperazin-1-yl)methyl}-2H-chromen-2-one




l oTI 212 11 \ J/ 1.25-1.26 ( 1H, m 1.26- L i L

1.28 (
WO 2005/003128 PCT/EP2004/005931
-91-
NMR or
No. FORMULA mass
F F
F
)
N .
136 O
H N=
HO N S S

(0]

g

N-(3-hydroxy-2,2-diphenylpropyi)-2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

F F

XO\Q/HVQ"\Q/K/ °

tert-butyl [(1 -{[2—(1-{[4'-(triﬂuorométhyl)biphenyl-Z-yl]carbony!}piperidin-4-yl)-
1,3-thiazol-4-yljcarbonyl}piperidin-3-yl)methyljcarbamate




3H m : -\ / \ 1.23-1.21/ / \ S~/ O (14H MNMR o
No. FORMULA mass (CDCI3) ; F ,F 1.25-1 .20 (3H m

wa22@3/0031222 (10H1IM) PCT/EP2004/005931
-92-
NMR or
No. FORMULA mass

138

O
-0
by

H
/Ok 4 N x>
o

N-[2-(3-methoxyphenyl)ethyl}-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

139

NQ

\(g/

N-benzyl-N-(2-hydroxy-1-phenylethyl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2-
yllcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




1.23-1.21 19 (1H, m ; 1.26-1 .23 (1H, m ; 1.23-1.26
(2H, m ; 1.28-1.26 (14H, m). (CDCI3) : F 1.20-1 .28

WO 2005/003128 PCT/EP2004/005931
-93-
NMR or
F F
F

140

6-methyl-4a-phenyi-1-{[2-(1 -{[4'—(triﬂuoromethyl)biphenyl-2-yl]cérb_onyl}- ‘
piperidin-4-yl)-1,3-thiazol-4-y(]carbonyl}decahydro-1,6-naphthyridine

141

N-(2,6-dimethylphenyl)-2-(4-{{2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl}- '
carbonyl}piperidin-4-yl)-1,3-thiazol-4-yl]carbonyl}piperazin-1-yl)acetamide




| (12H 1m) ; 1.28-1 .25 { o (1HLm ; 1.20-1.27 20 (8H,
m : 1.27-1.24 ( (1H, m ; 1.29-1.26 S-'J O\ O (3H,

WOrR005/003128 21- 1. 25 PCT/EP2004/005931
-94 -
No. FORMULA NMR or
mass

142

N-(2H-chromen-3-yimethyl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yllcarbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide

143

methyl 4-[2-({[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-
1,3-thiazol-4-ylJcarbonyl}amino)ethoxylbenzoate




(9H, m). (CDCI3) : FF 1.27-1.27 ( (4H, m ; 1.21-1.21
( (6H, ) o0 1.23-ml .)22; (3HLM) ; 1.21-1.27 21 [ (2H,

wWOorRoos/0d312st- 1. 26 (1H. m PCT/EP2004/005931
-05-
No. FORMULA NVIR or
F F

144

N-{[1-(1-benzofuran-3-yl)cyclopentyljmethyl}-2-(1 -{[4’-(trifluoromethyl )-
biphenyi-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

145




1.29-1 .28 (5H,

m ; 1.22-1.26 (8H, m ; 1.29-1.22
(1H, m).No. FORMULA NMR or mass (CDCI3) : F 1.24-1.21

w@ 205093128 J 1. 20- 1. 24 PCT/EP2004/005931
- 96 -
NMR or
No. FORMULA mass
146
H "
N ~
' o]

N/
N-{[1-(1-methyl-1H-indol-3-yl)cyclopentylimethyi}-2-(1-{[4-(trifluoromethyi)-
biphenyl-2-yijcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

F F
b,
N
147

Sl
N-(3,3-diphenylpropyl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2- yl]carbonyl}
piperidin-4-yl)-1,3-thiazole-4-carboxamide




fl (6H m ; 1.29-1.26 TOIIl /= (3H mM ; 11 / VO
1.29-1.24 f I / - (1H m ; 221 JI L 1 N HwW

waz@ioazi2d (1H, nm ; 1.24-1.28 \ (2H, m ; 1.2BCWERBH04/005931
(2H, m ;

-97-

NMR or

No. FORMULA mass

148 OH N=
H S
N =
0
0]
Br

N-(8-bromo-4-hydroxy-3,3-dimethyl-2,3,4,5-tetrahydro-1-benzoxepin-5-yl)-2-
(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazole-4-
carboxamide

149

1 -{[2-(1-{[4'—(trif|uoromethyl)biphenyl-2-yl]carbonyl}piperidin—4-yl);1 ,3-thiazol-
4-yllcarbonyl}-4-(3,4,5-trimethoxybenzyl)piperazine




1.22-1.25 (9H, m) ; 1.21-1.20 (1H, m. (QicC3) : FF
1.27-1.28 / [ (4H nm) ; 1.29-1.26 | (2H m) ; 1.26

W@ 30d5/083128 1.24- 23 1 | OH 1.26 (4H m ; , < BRCPBPHOLMS931
f T'"M\\ . /] \\ - (2H m ;
-08 -
NMR or
No. FORMULA mass
F F
N
150 P
s
SN
’ o

N-ethyl-N-(3-hydroxybenzyl)-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

F F
F
oo
N .
HN N=
151 /\N s
(o)

A

O

/O

3-(4-methoxyphenyl)-4-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]carbony!}-
piperidin-4-yl)-1,3-thiazol-4-yijcarbonyl}piperazin-2-one




/ 1.21-1.28 (3H, m ; 1.26-1.29 (14H, n). (CDCI3) :.'

F1.26-1.28 K(7H m ; | / =\ 1.22-1.25 (1CH,m ;: O
WO 2008403128 --// 1.21-1.25 (3H m ; f / \ PCT/EP2004/005931
-09 -
No. FORMULA N,'::s:r
F F
F

152 OH N==

N-(6-cyano-3-hydroxy-2,2-dimethyl-3,4-dihydro-2H-chromen-4-yl )-2-(1-{[4'-
(trifluioromethyl)biphenyl-2-yljcarbonyl}piperidin-4-yl)-1,3-thiazole-4-
carboxamide

: Fu _F ° O\\
. F
153 O o} |
N H
O O\\/N »
' Sﬁ (o]




T1.21-1.24 31 J (7H, m) ; 1.25-1.25 (7H, m. No.
FORMULA NVR or nmass F F (DMBO-d6) : -F 1.28-1.27 (3H,
wWorRoos/0a3120-1.24 () (8H, m ; 25 O 1.21-1.28 PCT/EP2004/005931

- 100 -
NMR or
No. FORMULA mass
154
o
s
155 o
methyl 1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yllcarbonyl}piperidin-4-yl1)-1,3-
thiazol-4-ylJcarbonyl}-1H-indazole-3-carboxylate
F F
156
H
N
S/ 0
N-{[1-(1-benzothien-3-yl)cyclopentylmethyl}-2-(1-{[4'-(triflucromethyt)-
biphenyl-2-yllcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




(3H_m ; [ 1.27-1.26 (8H m ; 1.24-1.22 (1H n).

(DMBO-d6) : F F 1.24-1.22 F (4H, m ; 1.24-1.22 (4H,
WOoR00s/0031p8 HO 1. 29-1.20 26 O (1H, m ; PCT/EP2004/005931
-101 -
No. FORMULA Nx;: '
F F
F
Y
N
157

N-[3-chloro-4-(nitroacetyl)phenyl]-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yi}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

158

HO

SRS HYD\C

N-({3-(benzyloxy)-1 -[4-(2-hydroxyéthyl)benzyl]cyclobutyl}methyl )-2-(1-{[4"-

(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-4-yl)-1,3-thiazole-4-
carboxamide ;




1.29-1.24 (8H,

m ; 1.23-1.22 (1H, n) ; 11.27 (1H, s

large). (DMSO-d6) : 1.24-1.25 F O (6H, m) ; 1.23-1.25

W@ 20061009128 PCT/EP2004/005931
- 102 -
NMR or
NO. FORMULA mass
)
N
159
N=
N\”/l\/s
o]
—0

7-(4-methoxyphenyl)-5-{[2-(1-{{4"-(trifluoromethyi)biphenyi-2-yljcarbonyi}-
piperidin-4-yl)-1,3-thiazol-4-yllcarbonyl}-5,6,7,8-tetrahydro-4H-thienof3,2-

160

clazepine
%\ /i

NP

3-phenyl-1-{[2-(1-{[4"- (trlfluoromethyl)blphenyl—2-y|]carbonyl}p|pend|n—4 -yl)-
1,3-thiazol-4-yljcarbonyl}-1H-pyrrolo[2,3-b]pyridine




27 1.20-1.24 (1H, n) ; 1.28-1.26 (1H 1m ; 1.23-1.27
(14H nm. F (CDCI3) : F 1.29-1.23 (6Hlm ; 1.27-1.21 N

W(Q 1@5’(,0031)!8 ; PCT/EP2004/005931
-103 -
NMR or
No. FORMULA mass
F F

W,

‘ i
| el

N-benzyl-N-pyridin-2-yl-2-(1-{[4'-(trifluoromethyl)biphenyl-2- yl]carbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide

N
62 5)
N=

N-[2-(2-rhethoxyphenoxy)ethyl]-z-( 1-{[4'-(trifluoromethyi)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

163




28 [I - OH1.23-1.28 3H m ; C1.24-1.24 1H, m |l arge)
1.22-1 .22 14H, n).No. FORMJLA NWR or mass ( (DVSO- d6)
WO 2005/0031222- 1. 26 (18H, m ; 29 1.23-1.28 (1HLn¥CT/EP2004/005931

- 104 -
NMR or
No. FORMULA mass
Y
H
Y/,
\ 0
164 N—N_ O O

F F
N

[

H
/}\l N S S
N .
% o

X

\N A
N-(4-cyano-1,3-dimethyl~1H-pyrazoi-5-y1)-2-(1-{[4"-(trifluoromethyl)biphenyl-
2-yljcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

166




1.20-1.22 S J/ HN (IH m ; (15H1 nm).

N- p- Cdi et hyl am noJ- Z- oxo-i - phenyl et hyl JA-Cl -~ -~rifl uo
WO 20osBak8 bi phenyl - 2-yl] carbonyl } pi pe i di n- 4Pgi/EPD04/005931

, 3-thiazol e-4-carboxam de (CDCI3) : F JF 1.20-1.21 p

-F (8H m ; 1.26-1.27 \ (1lHpsm ; 1.28-1.27

NMR or

No. FORMULA mass

L o

o s
H
Y
~ NYEN>'\CN
\

N—N O

167

168

H N=
N\{(l\/s
IO
Cl

4-chlorophenyl 4-({[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-
4-y1)-1,3-thiazol-4-yl]carbonyl}amino)benzoate

L0
~g”
7
S S
nﬁ‘/EN)\ON
169 77 | ,
N—N O
/

N-{1-methyl-4-{4-(methylsulfinyl)phenyl}-1H-pyrazol-3-yl}-2-(1-{[4"-(trifluoro-
methyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




Tno (1H, m ; \ . . 1.27-1.27 f \I Ti (8H, :
1.20-1.25 sU-j T T (3H m ; 1.22 0 (1HLs) ; 1.24-

waz@e/o0meHl m. (CDCI3) @ S 1.22-1.25 p- F PCT/EP2004/005931

- 106 -
NMR or
No. FORMULA mass
™0
: §
7 o]
170 N—N O
/
F
. F F
N-[4-(4-methoxyphenyl)-1-methyl-1H-pyrazol-3-yi]-2-(1-{[4'-(trifluoromethyl)-
biphenyi-2-yljcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
~ N
\
S S
H
N I N/ N
171 7]
N—N O
/
_O
S/
: §
172 N\




F(3H m ; 1.27-1.27 (7H, m) ; 1.24-1.20 311 O
(1H1m) ; 21.28-1.21 T T ? (1H, n) ; 1.25-1.22 | | i
w@ 2045/003128 1.22-1.28 (1H, n).No. FORMULA NVR OPCTYEBR04/005931

-107 -

NMR or

No. FORMULA mass

173
N=
NS
O
o

N-(2-pyrrolidin-1-ylethyl)-2-(1-{[4'~(trifluoromethyl)biphenyl-2-yl]carbonyl}-
piperidin-4-yi)-1,3-thiazole-4-carboxamide

F
F

L
b

. F : o
‘ N
174 ) P
N N=
Q\/H\rﬂ\/s
o 4

N-[(‘1 -éthylpyrrolidin-2—yl)methy|]-2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




(CDCI3) : FF 1.21-1.26 (3H, m ; 1.23-1.27 (6H m ;

1.26-1.24 (2H m ; 1.29-1 .21 32 (1H m ; I T 1 9 i

WO 2005/003122- 1. 24 PCT/EP2004/005931

- 108 -
No. FORMULA NMR or
mass

CHIRAL
F F
F

175

H N=
. N ~"
()
d °

N-[(3R)-1-benzylpyrrolidin-3-yli]-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

F
" F

]
L
) P ‘

l\/N\/\/’F"’\”/I\/
‘ | 0

N-[3-(4-methylpiperazin-1-y))propyl}-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]-
carbonyi}piperidin-4-yl)-1,3-thiazole-4-carboxamide




g--J | M(1HIm) ; Sp OH1.26-1.22 (1H m ;

1.24-1.20 (15H, m) ; 1.28-1.21 (1H, m). (CDCl 3)

waze360a3126 (9H, m ; PCT/EP2004/005931
- 109 -
NMR or
No. FORMULA mass
F F

177

N-[(4R,5R)-7-bromo-4-hydroxy-3,3-dimethyl-2,3,4,5-tetrahydro-1-benz-

oxepin-5-yi]-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyli}piperidin-4-yl)-

1,3-thiazole-4-carboxamide

178




1.29-1.29 N o (4HLm) ; 33 | u 1.29-1 .24 (2HLM) ;
1.28-1.29 (3H, m) ; 1.23-1.27 SL J (10HL m). F F

W@ asSh@)2s | 1. 24-1. 28 PCT/EP2004/005931
- 110 -
No. FORMULA NMR or
mass
F F

179

¥,
b,

N

N==

O
H S /H\ﬂ/k/s
orr

(0]

N'-[(1H-benzimidazol-2-ylthio)acetyl]-2-(1-{[4"-(frifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carbohydrazide

180

181

N-(2,2,2-trifluoroethyl)-2-(1-{[4"- (trifluoromethyl)biphenyl-2-yljcarbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




(7H, m ; " (13.H201-nl.2) 9; 34 - - 1.26-1.22 (1H,

m : 1.26-1.25 (1HInM) ; S - H\N ( / \ 1.29-1.26 (20H,
wWorRooshB31es No. FORMULA nass F F PCT/EP2004/005931
-111 -

No. FORMULA NMR or
mass
F F
F

182

N-(2,2,3,3-tetrafluoro-2,3-dihydro-1,4-benzodioxin-5-yl)-2-(1-{[4'-(trifluoro-

methyl)biphenyl-2-yl]carbonyl}piperidin-4-y1)-1,3-thiazole-4-carboxamide

F F
)
N
183 A
SN »\S.
) O
©) O

3-(benzyloxy)-2-methyi-1-{[2-(1-{[4"-(triflucromethyl)biphenyl-2-yl]carbonyl}-
piperidin-4-yl)-1,3-thiazol-4-yllcarbonyl}pyridin-4(1H)-one




p~-F (CDCI3) : 1.29-1.24 (8H m

T 1.25-1.23 (7H,
35 1 1.26-1 .25 (1Hlm) ; 1 /)- \ 1.27-1.27 O--J |

m
\

W@ 1®K10031ps ; 1. 28-1. 22 PCT/EP2004/005931

No.

FORMULA

NMR or
mass

184

W,
)
e L

k/N\[(g/s

benzyl 4-{[2-(1-{[4"- (trlﬂuoromethyl)blphenyl-2 yl]carbonyl}p|per|d|n-4—yl) -1,3-
thiazol-4-yl]carbonyl}piperazine-1-carboxylate

185

O
° O

"W
N-isopropyl-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-4-yl)-N-
[4-(trifluoromethyl)phenyl}-1,3-thiazole-4-carboxamide

186

F F

(@]




(1H m. FFilli (1C 2D2C-113.2)9: " O(7H, m ;

1.292.26 (2H1 KI L m ; 1.26-1.21r > O(1HmM ; S
woRboskeb298- 1. 25 O (15H, m). PCT/EP2004/005931

N- ( 2- oxo- 2, 3-di hydro-1Hindol - 3-yl)-2-(1-{t4" -(trifluo

romet hyl ) bi phenyl - 2- ~113 -

yl ] carbonyl } pi peridin-4-y!)- 1 3-thi azol e- 4- car boxam de

NMR or

No. FORMULA mass

187

N-(2-methyl-4-oxo-4H-chromen-3-yl)-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

F F

N)

N

H
N \S
O

188

Br

N-[(7-bromo-3,3-dimethyl-2,3-dihydro-1-benzoxepin-5-yl)methyl}-2-(1-{[4'-
(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazole-4-
carboxamide ‘




(CDCI3) : 1.21 (6H, s) ; \\ 1.20-1.23 1 (7H, m ; T o
1.26-1.20 (2H, m) ; 37 1.22-1.23 (1H, m ; 1.22-1.20
W@ 45003128 1. 26- 1. 24 PCT/EP2004/005931

- 114 -

NMR or

No. FORMULA mass

F

F
F
)
N
189 P
0] N=
Ej/\/ko/\/R ~"
(0]

2-({[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yllcarbonyl}piperidin-4-yl)-1,3-
thiazol-4-yl]carbonyl}amino)ethyl (2E)-3-phenylacrylate

190 Oi:H ~
@ ~ S

)

2-(4-{[2-(1-{[4"-(trifluoromethy!)biphenyl-2-yljcarbonyl}piperidin-4-yl)-1,3-
thiazol-4-ylJcarbonyl(}piperazin-1-yl)phenol




(13H m ;
N-[2-(4-fluorophenyl)-1,1-dinethylethyl]-2-(1-{[4" -(tr

wo piogoozeet hyl ) bi phenyl -2- 1.23 (1H, s).

PCT/EP2004/005931

yl ] carbonyl } pi peri di n-4-yl)-1, 3-thi azol e- 4- car boxam de

No.

1.26-1.28 (1H, m) ; 1.20-1.28 38 T O

FORMULA NVR or mass (CDGL3) : 1.21-1.23 | F (7HLm)

NMR or
No. FORMULA mass
£ F
)
N
191

N-quinolin-6-yl-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyli}piperidin-4- -

yI)-1,3-thiazole-4-carboxamide

192

N-{1 -[(6-f|uoroquino|in-2~yi ymethylpiperidin-4-yl}-2-(1-{[4'-(trifluoromethyl)-
biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




(1H, m ; 1.22 (1H, s large) ; f I I I 1.29 (1H1S //U
large) ; 1.23- 1.27 (8H, n) ; S NH2 1.26-1.22 (1H1

wopeosp@des 3) : | 1.24-1.24 r (6H, m ; 1.24-1.Pd1/ERFP4/005931
m ; 39 1.24-1.23

- 116 -

NMR or

No. FORMULA mass

N

193 WL\ N=

0O
o)

4-{4-({2-[(benzyloxy)methyl]-2,5,5-frimethyl-1,3-thiazolidin-3-yl}carbonyl)-
1,3-thiazol-2-yl]-1-{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidine

O

N
194 }
o

N=—

T

0

4-pyrrolidin-1-yl-1-{{2-(1-{[4'-(trifluoromethyl)biphenyl-2-ylJcarbonyl}piperidin-
4-yl)-1,3-thiazoi-4-yljcarbonyl}piperidine ‘




(1H, nm) ; 1.28-1.25 (1H, m ; 1.21-1.25 (9HL m).
(CDCI3 ) : F 1.27-1.24 Z - F (3HIm) ; \ 1.26-1.21

W@ 1dobihedi2g 1. 28-1. 23 PCT/EP2004/005931
-117 -
NMR or
No. FORMULA mass
195
0]
H,N N=
N AN S
0
1-{[2-(1 -{[4’-(triﬂuoromethyl)biphenyi-2-yl]carbonyl}piperidin-4-yl)—1 ,3-thiazol-
4-yllcarbonyl}piperidine-4-carboxamide
196

F. 0]
g W
F N\”/K/S
(0]

N-[4-(trifluoromethoxy)benzyl]-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yi]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




40 (2HIm ; / \ 1 1.23-1.27 (4H, m ; 1.20-1.24
1-(1-phenylethyl)-4-{[2-(1-{[4" -(trifluoronethyl)biphe
wmgdos@e3ikg car bonyl }- (1H, m) ; PCT/EP2004/005931
pi peridin-4-yl)-1,3-thiazol -4-yl]carbonyl }pi perazine

1.24-1.26 (14H n).No. FORMJA NVR or mass F F F
(CDC 3) :

NMR or

No. FORMULA mass

197
N S

W

o— O

N-isoxazol-3-yl-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-
yl)-1,3-thiazole-4-carboxamide

F

e
B
| oF

Ty

(o)

N-cyclohexyl-N-isopropyl-2-(1-{[4*-(trifluoromethyi)biphenyl-2-yl]carbony!}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




1.23-1.22 (17H, m) ; ( 1.29-1.27 (2HLln) ; 41 1.22-1.29
(2HIM) ; 1.22-1.21 T - (2H, m) ; NH 1.23-1.20 (12H,

WOrR00sB0(1BDCI 3) : F 1.25-1.26 PCT/EP2004/005931
-119 -
No. FORMULA NMR or
mass
F F
Y
\O N
199
N==

o
/

X
J

ethyl N-(4-methoxyphenyl)-N-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazol-4-yljcarbonyl}norvalinate

200

O
J

=z
\
L o

) z
/

3,5-dimethyl-1-{[2-(1-{[4"-(trifluioromethyl)biphenyl-2-ylJcarbonyl}piperidin-4-

yl)-1,3-thiazol-4-yljcarbonyl}piperidine




(7H m ; ( 1.26-1.22 (5H1m) ; 42 O 1.25-1.26 (1Hlm

1.23-1.20 ( (13H1m ; I 1.28-1.22 - i HS (2HL m. F F

wo2q@80Da13y ] 1.28-1.27 PCT/EP2004/005931
-120 -

NMR or

No. FORMULA N
F F
N

201
@

1'-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yllcarbonyl}piperidin-4-y1)-1,3-

202

\0 N=
.

0]

thiazol-4-yljcarbonyl}-1,4"-bipiperidine
F F
. (o) -
| \_/
N
N S

methyl 1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-ylJcarbonyl}piperidin-4-yl)-1,3-
thiazol-4-ylJcarbonyl}piperidine-4-carboxylate




O(14H, m ; 43 1.291.21 (4H 1 n) ; 1.22-1.24 ( (14HL
m. s- " J--oNo. FORMULA Nm\VaRssor 44 45 46 S-- NH

WORMNMS/O0FHSRMULA NVRoOr PCT/EP2004/005931
-121 -
NMR or
No. FORMULA mass
F F
F
)
’ N

203
N=
N S S
O

2-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazol-
4-ylJcarbonyl}decahydroisoquinoline N

204

(1-{[2-(1-{[4'-(trifluoromethyl )biphenyl-2-yljcarbonyl}piperidin-4-y1)-1,3-
thiazol-4-yl]carbonyli}piperidin-4-yl)methanol




mass 47 \

1-
weowgloea28/1 ] car bonyl } -
i peridin-4-yl)-1,3-thiazol -4-yl]carbonyl } pi perazi ne

P

48 49
N-heptyl -N-(2, 3, 4, 5- tetrahyd?'rzo 1- benzoxepi n-5-yl)-2-(1
-{[4" -(trifluoronethyl)-

bi nhanxd AN \/IJ car hmn\llj_nl peri-din? \1(\. | —S-thiazolelr-car
—ht || AL T =~ A AN

(4- met hoxypheny!)-4-{[2-(1-{[4'-(trifluoronethyl)bip
PCT/EP2004/005931

b

LN SA

No. oxami deNo.  FORVULA NVRoRmumES T -

NMR or
mass

w,
)

205 \/\/U\O Hw/‘\/s
o]
“ 7
X
3-(2-pyridin-3-ylethyl)-5-({[2-(1-{[4"-(trifluoromethyl)biphenyi-2-yl]carbonyl}-
piperidin-4-yl)-1,3-thiazol-4-yljcarbonyl}amino)benzyl pentanoate
)
206

N
NQ

LYY

N-(2,2-difluoro-1,3-benzodioxol-5-yi}-2-(1-{[4"-(trifluoromethyl)biphenyi-2-yl]-

carbonyl}piperidin-4-yi)-1,3-thiazole-4-carboxamide




T 50 L/ vv
N- (2, 4-di oxoi m dazolidin-1-yl)-2-(1-{[4"-(trifluoronet

whnydosbopbenyl - 2-yl ] - PCT/EP2004/005931
car bonyl } pi peri di n-4-yl)-1, 3-thi azol e- 4-car boxani de |
Il N 51

1-{[2-(1-{[4‘-(trif|uororrefﬂ%l”)bi phenyl - 2-yl ] car bonyl }
pi peridin-4-yl)-1,3-thiazol- 4-yl]carbonyl}proline F F
52

NMR or
No. FORMULA mass
g F
F
)
N .

S
s

207 9
HO
N/
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(o]

2-(1-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-
thiazol-4-yl]carbonyl}piperidin-4-yl)ethanol

F F
F .
\_/

o
N
T D

>

-0

N-(1,3-benzodioxol-5-ylmethyl)-2-(1-{{4"-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-y1)-1,3-thiazole-4-carboxamide




O
2-{[2-(1-{[4"-(trifluoronethyl)biphenyl-2-yl]carbonyl}
w@esnodes- 4-yl ) -1, 3-t hi azol - PCT/EP2004/005931
4-yl ] carbonyl } hydrazi necar bot hi oam deNo. FORMULA NVRor
mass F F 53 O
N- (cyanonet hyl ) - 2- ( 1- {[4‘-(?%1TIuoronethyl)biphenyI-Z-
yI]carbonyI}plperldln 4- yl)-1
-thiazol e-4- carbhoxamide FE F 54

NMR or

No. FORMULA mass

209

H S
HS/\/ A

o)

N-(2-mercaptoethyl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yllcarbonyl}-
piperidin-4-yi)-1,3-thiazole-4-carboxamide

210

N-(4-hydroxyphenyl)-N-methyl-2-( 1-{[4'—(triﬂuoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




N-prop-2-yn-1-yl-2-(1-{[4" -(trifluoronethyl)biphenyl -
-yl ] carbonyl }piperidin-4- yl)-1
WO 005/003H28| e- 4- car boxam de 55 F FNo. FORMULA NMRI/BP2004/005931
mss FF5 | r <0
N- (2- hydroxyet hyl) - N- et hyl 155(1-{[4' -(trifluoronethyl
) bi phenyl -2-yl] - ) :
car bonyl } pi peri di n-4-yl)-1, 3-thiazol e- 4-car boxam de F
E

NMR or

No. FORMULA mass

W,
‘:

/\O/U\/""\{()\/S
(0]

ethyl N-methyl-N-{[2-(1-{[4"-(trifluoromethyl)biphenyl- 2-yl]carbonyl}p|per|d|n—
4-yl)-1,3-thiazol-4-ylJcarbonyl}glycinate

W,

N
212 4
(@) H N=
. S
N N
\OJ\‘/ \HJ\/
o .

methyl N-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yllcarbonyl}piperidin-4-yl)-
1,3-thiazol-4-yl]carbonyl}alaninate

o




57
N-pyrimdin-2-yl-2-(1-{[4"-(trifluoronethyl)biphenyl -2

WO ydopoesibonyl } pi peridin-4- yl)-1 PCT/EP2004/005931
, 3-t hi azol e- 4- carboxam deNVR or No. FORMJLA nass F 58
[ 11" O4-{4-[(5-methyl-1

H pyrazol - 1-yl ) car bonyl ] - 1,'31-2?hi azol -2-yl}-1-{[4" -(tri
fiuoronet hyl) biphenyl-2-yl]carbonyl}piperidine

NMR or

N
213

A

(o]

1-(2-methylphenyl)-4-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}-
piperidin-4-yl)-1,3-thiazol-4-yl]carbonyl}piperazine

214

N-(1-methylhexyl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yiJcarbonyl}piperidin-
4-yl)-1,3-thiazole-4-carboxamide




F F 59 HO
4-[4-(pyrrolidin-1-ylcarbonyl)-1,3-thiazol-2-yl]-1-{[4

wo 2qosoo¥ikgior onmet hyl ) bi phenyl -
2-yl ] carbonyl } pi peridi neNo. FORMJULA NWVR or

;yl carbonyl)-1, 3-thi azol

60 O 4-[4-(piperidin-1

PCT/EP2004/005931
mass F F C

- 2-'y1|2f-'1-{[4' -(trifluoromnethyl

) bi phenyl -
NMR or
No. FORMULA mass
F F
F
)
N /
215
H "=
N\”)\/S
T

N-1-azabicyclo[2.2.2]Joct-3-yl-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

216

N-[2-(3,4-dihydroxyphenyl)ethyl]-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




2-yl ] carbonyl }piperidine F F 61 O
N-(pyridin-3-ylnethyl)-2-(1-{[4"-(trifluoronethyl)biph
we@rys/a3198 | car bonyi } - PCT/EP2004/005931
pi peridin-4-yl)-1, 3-thiazol e-4-carboxam deNo. FORMULA

NVR or mass F F 62 HI S N-.gé/ | ohexyl -2-(1-{[4
-(trifluoronethyl)bi phenyl - -@T ] car bonyl } pi peri cli.n-4-
yl)-

NMR or
mass

No. FORMULA

217

D, S
ol

N-[(3s,5s,7s)-1-adamantyl]-2-(1-{[4'-(trifluoromethyi)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)}-1,3-thiazole-4-carboxamide

F F
F

218

N-(2-oxotetrahydro-3-thienyl)-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

219 cl ‘N
.
O

o)

1-(2-chlorophenyl)-4-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyi}-
piperidin-4-yl)-1,3-thiazol-4-yljcarbonyl}piperazine




1, 3-thi azol e-4-carboxamde F F 631 Il H) s O
N-benzyl -2-(1-{[4"'-(trifluoronethyl)bi phenyl-2-yl]carb
wo@eooshmaiper i di n-4-yl) -1, 3- thiazol e-4- car boxanPCEER2004/005931

FORMULA NVR or mass F /- N 64

- 129 -

No.

FORMULA

NMR or
mass

220

QL

S
=~

F.

(o]

1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-ylJcarbonyl}piperidin-4-yl)-1,3-thiazol-
4-yllcarbonyl}-4-[3-(trifluoromethyl)phenyl]piperazine

221

b

CI H
' N Y

z

a
)

N-1-naphthyl-2-(1-{[4-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-4-yi)-
1,3-thiazole-4-carboxamide

222

F F

N,N-bis(1-phenylethyl)-2-(1-{[4"-(trifluoromethyl)biphenyl-2-yllcarbonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




O et hyl

4-{[2-(1-{[4" -(trifludronethyl)bi phenyl -2-yl]carbonyl}
@zmﬁmmﬁ, -4-yl)-1, 3- PCT/EP2004/005931
t hi azol - 4-yl ] carbonyl } pi perazi ne- 1- car boxyl ate 65 J

V/-FFFF66H|AANgVO
N- ( 3- met hyl benzyl )-2-(1-{[413Qtri f| uor omet hyl ) bi phenyl
-2-yl]carbonyl }-

NMR or
No. FORMULA mass

9
J

O

i
H N=
t\r”w)w S
. ‘/O o]

ethyl (2E)-3-ethoxy-3-({{2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}-
piperidin-4-yl)-1,3-thiazol-4-yl]carbonyl}amino)acrylate

)
N
| 224 OH
gﬁ N=
N\/N\H)\/ ®
o

(1-{[2-(1-{[4"-(trifluoromethyi)biphenyl-2-yl]carbonyi}piperidin-4-yl)-1,3-
thiazol-4-yljcarbonyl}-1H-imidazol-4-yl)methanol




pi peridin-4-yl)-1, 3-thiazol e-4-carboxam deNo. FORMULA
NVR or mass F F 67

wOoRG30¢32hydr oxyphenyl ) et hyl ] -2-(1-{[ 4

| ) bi phenyl -2-yl]-
car bonyl } pi peri di n-4-yl)-1, 8¢ hi azol e- 4- carboxan1de F
F 68 HON/S O
N-(2- hydroxyethyl) N-phenyl -2-(1-{[4"' -(trifl uoronethyl

- (trif | POT/BP04§05931

rnhonyd
/ '[J LAY} I_y"l y—r J
NMR or
No. FORMULA mass
F F
F
)
N
SRS
N
[ ]
4RGN
F
N-{2-[4-(4-fluorophenyl)spiro[chromene-2,1'-cyclopentan]-3-yllethyl}-2-(1-
{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-y1)-1,3-thiazole-4-
carboxamide A
N
226

oke
N\H/K/S

N-[2-(3,4-dimethoxyphenyl)ethyl]-N-(1,2-diphenylethyl)-2-(1-{[4'-(trifluoro-
methyl)biphenyl-2-yllcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




W

car bonyl } pi peri din-4-yl)-1, 3-thi azol e- 4- car boxam deNo.
FORMULA NWVR or mass F F/ N 69 O et hyl

a2qopae118 {[4' - (tri fl uoronet hyl) bi phenyl - 2- yl | per/BP20Y4/905931
pi peridin-4-yl)-1, 3-

t hi azol - 4-yl ] carbonyl } pi perj.dj ne-4-carboxylate F F 70

N- (1, 5-di et hyl hexyl )-2-(1'-4{ 4" - (trifluoronethyl)biphe

nyl - 2-yl ] car bonyl } -

NMR or
No. FORMULA mass
| . o
H
V.
N\ﬂ//: N>\CN
F
F F :
F F

O Y RS

S .

e ,
5-(3-methoxyphenyl)-2-(methylthio)-3-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-
yljcarbonyl}piperidin-4-yi)-1,3-thiazol-4-yl]carbonyl}-4,5-dihydro-3H-1,3-
benzodiazepine

229

N-heptyl-N-(1-methyl-1,2,3 4-tetrahydroquinolin-4-yl)-2-(1-{[4'-(trifluoro-
methyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




pi peridin-4-yl)-1, 3-thiazol e-4-carboxam deNo. FORMULA
NVR or mass F F 71 HCT

wOoR®enaLs N- ( 2- hydr oxyet hyl ) -2-(1-{[ 4" - (tri f| upCDRRI0NYDO5931
) bi phenyl - 2-yl]-
car bonyl } pi peridin-4-yl)-1, q3gh|azole 4- car boxam de F
F 72
1- phenyl -4-{[2-(1-{f4" - (trlfluoronethyl)blphenyl-2-y|]

rrrhnnvllm nprl din-4- LLl\-

No.L.|3- t hi azol - 4- yl ] car bopgklpiaer azi neNo. FORMULA NMR or
NiyMaRssor mass

230

N-(5-tert-butyl-2-hydroxybenzyl)-2-(1-{[4'- (tnfluoromethyl)blphenyl-z-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

231

— N/

\N/N N x

NH. O

N-[(3,5-dimethyl-1H-pyrazol-1-yi)(imino)methyl}-2-(1-{[4'-(trifluoromethyl)-
biphenyl-2-yljcarbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




F F 73 4-(4-chl orophenyl)-1-{[2-(1-{[4
[ -(trifluoronethyl)bi phenyl-2-yl]carbonyl}-

w@esenoxden- 4-yl ) -1, 3-t hi azol - 4-yl ] carbonyl } pi pRCT/8P20041605931

ol FF 74

4-phenyl -1-{[2-(1-{f4'-(tri {314u_or omet hyl ) bi phenyl - 2-yl ]

car bonyl } pi peri di n-4-yl) -

1, 3-thi azol -4-yl ] carbonyl } pi peri di neNo. FORMJLA NVR or

ss FF C 75

NMR or
No. FORMULA mass
232 O
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4-phenyl-2-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-y)-
1,3-thiazol-4-yl]carbonyl}-1,2,3,4-tetrahydroisoquinoline
F F
F
\O N
233 o
N=—
Na N ~
é O

6-methoxy—2-phenyl-3-{[2-(1-{[4'-(triﬂuoromethyl)biphenyl-z-yl]carbonyl}-
piperidin-4-yi)-1 ,3-thiazoi-4-yl]carbonyl}-3,4-dihydroquinazoline




nO
4-phenyl -1-{[2-(1-{[4' -(trifluoronethyl)bi phenyl -2-yl]

w@ 2005008108 pi peri di n-4-yl) - PCT/EP2004/005931
1, 3-thi azol -4-yl ] carbonyl }piperidin-4-ol FF 76 11 O
N- (1- phenyl et hyl)-2-(1-{[ 4 1% rifluoromethyl)bi phenyl -
2-yl]carbonyl}piperidin- - B :
4-yl)-1, 3-thiazol e- 4- car boxam deNo. FORMULA NMR or

ss FF 77

NMR or

No. FORMULA mass

F

4

S

234
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N-[(1-benzylcyclopentyl)methyl]-2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

F

F
' )
N
OH
235 P
. N=
S

N A

o)

1"{[2-(1-{[4"(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-
thiazol-4-yljcarbonyl}-3,4-dihydrospiro[chromene-2,4'-piperidin]-4-ol




WO p@s003428/1 ) - N-[ 4- (trifluoromethyl)
phenyl]-1, 3-t hi azol e-4-carboxamde FF - / N 78 O

H) SF

2-(1-{[4" -(trifluoronethyl)biphenyl-2-yl]carbonyl}pipe

1-{[2-(1-{™ -(trifluoronethyl| Jbi phenyl -
-yl 1l carbonyl Jpi periclin”®-yl 36 - , 3-thiazol -
4-yl]carbonyl }azepaneNo. FORMULA NVR or nass

PCT/EP2004/005931

NMR or
No. FORMULA mass
F F
N
236 0 ‘ 9
OH ’ N=
L . .
N-{3-[4-(4-fluorobenzoyl)piperidin-1-yl]-2-hydroxypropyl}-2-(1 -{[4'-(trif|goro-
methyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1 ,3-thiazole-4-carboxamide
237

N-{[1 -(4'-fluorobiphenyl-4-yl)cyclOpentyl]methyl}-Z—(1-{[4'-(trif|uoromethyl)—
biphenyl-2-yl]carbonyl}piperidin-4-yl)-1 ,3-thiazole-4-carboxamid§




FF79111"?2 (10
1- (2-phenyl propyl)-4-{[2-(1-{[4" -(trifluoronethyl)biph

we@popsA@3198 | car bonyl } - PCT/EP2004/005931
pi peridin-4-yl)-1,3-thiazol -4-yl]carbonyl }pi perazine F
F 8 HS s o. -137 -
No. FORMULA ”,',‘,";"s;”
F F
F

238

ethyl 3-octyl-4-{[2-(1 -{[4"-(trifluoromethyl)biphenyl-2-yilcarbonyl}piperidin-4-
yl)-1,3-thiazol-4-yljcarbonyl}-3,4-dihydro-2H-1 ,A-thiazine-6-carboxylate

239 >

\
i

/
T

N-[imino(2-naphthyl)methyl]-2-(1 ~{[4"-(trifluoromethyi)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide :




N-1, 3-thiazol -2-yl-2-(1-{[4"-(trifluoromethyl)biphenyl
-2-yl]carbonyl }piperidin- 4-yl)-1

WO 2o5k0H20]| e- 4- car boxam deNo. FORMULA NVRor nmaRGT/EP$6080105931
N-1, 3-benzot hi azol -2-yl -2-(1-{[4"-(trifluoronethyl)bip
henyl - 2-yl ] car bonyl } - 3
piperidin-4-y|)-1,3-thiazoré-ﬁfcarboxannide F F 82
N- (3-rmor phol i n-4-yl propyl )-2-(1-{[4' -(trifluoromnethyl)
bi phenyl -2-yl]carbonyl}- piperidin-4-yl)y-1

mass

No. ﬁ-t hi azol e- 4- car boxanmegghe AFORMULA NmVRRssor NMR or

240 O
N=

N-[biphenyl-4-yl(imino)methyl]-2-(1-{[4-(trifluoromethyl)biphenyl-2-yl}-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
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methyl N-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-A-yl)-
1,3-thiazol-4-yl]carbonyl}serinate




FF83I1 I NO

N-net hyl - N-(pyridin-3-yl nethyl)-2-(1-{[4"-(trifluoronme
wa byospiaiphenyl - 2-yl ] - carbonyl } pi peri di n-4-yl ) PAT/EP2004/005931

, 3-thiazol e-4-carboxamde FF 84 f NO

N- et hyl - N- (2-pyridin-2-yle [)-2-(21-{[4"-(trifluorom

et hyl ) bi phenyl - 2-yI ] - i3y (-t :

car bonyl } pi peri di n-4-yl)-1, 3-t hi azol e- 4- car boxam deNVR

ar

NMR or

No. FORMULA
mass
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N-[(3-chloro-2-thienyl)methyl]-N-[2-(2-thienyl)ethyi]-2-(1 -{[4'-(trifluoro-
methyl)biphenyl-2-yijcarbonyl}piperidin-4-yl)-1 ,3-thiazole-4-carboxamide

243

N-[(2-hydroxy-1 -naphthyl)methyl]-z-(i -{[4"-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide :




No. FORMJLLA mass FF 8 N\ / S 10O
N-(tert-butyl)-2-(1-{[4"-(trifluoronethyl)biphenyl-2-y
wo r@anisaes/| } pi peridin-4-yl)- 1, 3-thiazol e-4- cap@DER20DL@5931

F F 86

- 140 -
No. FORMULA NMR or
mass
FF
)
N
244
(o] H N=
)J\/Nj]/l\/s
N
H
O

ethyl 2-[(N-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]Jcarbonyl}piperidin-4-yl )-
1,3-thiazol-4-yllcarbonyl}glycyl)aminolbenzoate

N

245 | !
N

=
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1-(1-naphthyl)-4-{[2-(1 -{[4-(trifluoromethyl)biphenyl-2-yllcarbonyl}piperidin-
4-yl1)-1,3-thiazoi-4-yl]carbonyl}piperazine ‘




HI SO

N- ( 3- met hoxypropyl )-2-(1-{[4"-(trifluoronethyl)bi pheny
wo 2@spb3ie@ar bonyl } - PCT/EP2004/005931

pi peridin-4-yl)-1, 3-thiazol e-4-carboxam deNo. FORMULA

NVR or masss FF F - L oV 8§H

NMR or

No. FORMULA mass
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N-{[2-(1-{[4"-(trifluoromethyl)biphenyi-2- yl]carbonyl}pnperldln 4-yl}-1,3-
thiazol-4-yljcarbonyl}glycine

HO, 0 S
“ | N
> N o

247




O
N-[ 3-(di et hyl am no) propyl ]-2-(1-{[4"'-(trifluoronethyl)

whe@hemiks 2-yl ] car bonyl } - PCT/EP2004/005931
pi peridin-4-yl)-1,3-thiazol e-4-carboxam de F F o X 88
r 2110 -142 -

N- (2, 3-di hydro-1, 4- benzodi oxi n-6-yl nethyl )-2-(1-{[4"-(
trlfluororrethyl)

bi-phenyt=2=yHcarbonytFpiperitdim-4-yt =1, 3-Thi azol €-KWR or
No.cr boxani deNo. FORMULAFQRMULA nass F F mass

F F
()
4 N
248 o ‘ P
H N=
NYQS
0

1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-thiazol-
4-ylcarbonyl}piperidine-4-carboxylic acid ’

9

( N
249
H N=
NYI\/ S
YI i
(@] OH

N-{[2-(1-{[4"- (tnfluoromethyl)b:phenyl-z yI]carbonyI}plpendm-4 yl)-1,3-
thiazol-4-yl]carbonyl}leucine

(o}
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N-cycl ohexyl -N-net hyl -2-(1-{[4" -(trifluoronethyl)biphe
wmydosae3kq car bonyl } - PCT/EP2004/005931

pi peridin-4-yl)-1,3-thiazol e-4-carboxamde F F /- N 90

O
N, N-dial yl-2-(1-{[ 4" - (trifitor omet hyl ) bi phenyl - 2-yl ¢
ar bonyl } pi peridin-4-yl)- 1, 3-thiazol e-4-carboxam deNo.

MILA_NVMR or mess-—F-F e
Ror
No. FORMULA mass
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3-phenyl-3~({[2-(1-{[4"-(trifluoromethyl)biphenyl-2- yl]carbonyl}plpendm-4 yi)-
1,3-thiazol-4-yljcarbonyl}amino)propanoic acid




91 HI S 11
N- (4-i sopropyl phenyl)-2-(1-{[4"-(trifluoronethyl)biphe

wmydosae3kq car bonyl } - PCT/EP2004/005931
pi peridin-4-yl)-1, 3-thiazol e-4-carboxamde F F F - \
92 H/ S1l1 1 0 - 144 -

No. FORMULA Nnnf;:r
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N-{[2-(1-{[4-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-
thiazol-4-ylJcarbonyl}phenylalanine

N
253 p
0 N

N-methyi-N-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-4-yi)-
1,3-thiazol-4-yl]lcarbonyl}glycine




NMZ- hydr oxy-i .i-di methyi ethyO a-Cl A" -~rifl uoronet hyOb
i phenyl M-yl ] -
W@ 2005008124 pi peri di n-4-yl)-1, 3-thi azol e- 4- car bORGIYERBNO005931
FORMULA NmvaRssor F F 93 CH H=\ Il 1 O
N-[ 2- hydr oxy- 1- (hydroxynethg %
-methylethyl]-2-(1-{[4"- (trlﬁ uor onet hyl ) -

bi phenyl - 2-yl ] carbonyl } pi peridin-4-yl)-1, 3- thlazoIeA c
arhoxam de FE F 94
NMR or
No. FORMULA mass
254
N=—
N Y S
O
HO (o}
-{[2-(1-{[4'-(tnﬂuoromethyl)blphenyl-z yl]carbonyl}plpendm -4-y1)-1,3-thiazol-
4-ylJcarbonyl}piperidine-2-carboxylic acid
255

S-methyl-N-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-
1,3-thiazol-4-ylJcarbonyl}cysteine
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N- ( 2- hydr oxy- 1- phenyl ethyl )-2-(1-{[4" -(trifluoronethyl

WO bioploeangs - 2-yl | - PCT/EP2004/005931
car bonyl } pi peri di n-4-yl)-1, 3-t hi azol e- 4- car boxam deNVR
or No. FORMULA mass F F 95 {fid_.s o
N-[3-(trifluoronethyl)benzyl]-2-(1-{[4"-(trifluoroneth
yl ) bi phenyl - 2-yl ] -

NMR or

No. FORMULA mass

F
F
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AP

. " N
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1-{[2-(1~{[4'-(trifluoromethyl)biphenyl-2-yllcarbonyl}piperidin-4-yl)-1,3-thiazol-
4-yllcarbonyl}-1H-pyrazole-4-carboxylic acid

4FF

258 OH

1-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yljcarbonyi}piperidin-4-yl)-1,3-thiazol-
4-yllcarbonyl}-1H-indazole-3-carboxylic acid




car bonyl } pi peridin-4-yl)-1 ,3-thiazol e-4-carboxam de F
F96 HI SO

woRqzomarhyl octyl )-2-(1-{[4" -(trifluoromethyl)bktPRRI994/605931
2-yl ] carbonyl }piperidin- 4-yl)-1
, 3-t hi azol e- 4- car boxam deNo14FORMJLA NMR or mass F F -
/ N 97 :

NMR or

hed
N)

F F
N
HO o
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N-[(7-hydroxy-4-methyl-2-oxo-2H-chromen-8-yl)methyl]-N-{[2-(1-{[4"-
(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-4-yl)-1,3-thiazol-4-yl}-
carbonyl}glycine

O
260 o) O




N-cycl obutyl -2-(21-{[4"-(trifluoronethyl)biphenyl-2-yl]
carbonyl } pi peridin-4-yl)- 1, 3-thiazol e-4-carboxam de F
wWo-2@8/00li1eg hy| PCT/EP2004/005931
4- ({[2-(1-{[4 -(trifluoronethyl)biphenyl-2-yl]carbonyl

} pi peridin-4-yl)- - 148 -
1, 3-thiazol - 4-yl] carbonyl } am no) benzyl phosphi t eNo.
FORMULA NVR or mass F F 99 J s | I

NMR or
No. FORMULA mass
F F
F
T A
o~ (Ko N
261
N=
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{2-[(benzyl{[2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyl}pipe(idin-ft-yl )-
1,3-thiazol-4-yl]carbonyl}amino)methyl]-6-methoxyphenoxy}acetic acid

c F
0 p————
\ /
N
262
H N=
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o

{4-[2-({[2-(1 -{[4'-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-1,3-
thiazol-4-ylJcarbonyl}amino)ethyl]phenoxy}acetic acid




O et hyl

4- ({[2-(2-{[4" -(trifluoronethyl)biphenyl-2-yl]carbonyl

WO piopeoites i n-4-yl)-1 , 3- PCT/EP2004/005931
t hi azol - 4-yl ] carbonyl } am no) pi peri di ne- 1- car boxyl ate F

FOOfi VYB8 6- et hoxy- 2, §A-trimethyl -1-{[2-(1-{[4

I -(trifluoronethyl)biphenyl-2-yl]carbonyl}- .

pi peridin-4-yl)-1,3-thiazol -4-yl]carbonyl}-1,2-di hydro

gutnoti-reNo—FORMOEANVR O TmesS F F NMR or
No. FORMULA mass
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2-[4-({[2-(1 -{[4'-(triﬂuoromethy|)biphenyl-2~yl]carl_)onyl}piperidin-4-y| ¥-1,3-
thiazol-4-yljcarbonyl}amino)phenyl]propanoic acid
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HO
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(3R)-8-methyl-4-{[2-(1 -{[4"-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-

4-yl)-1,3-thiazol-4-yljcarbonyl}-1 -thia-4,8-diazaspiro[4.5]decane-3-carboxylic
acid




N 101 O

2-(1-{[4" -(trifluoronethyl)biphenyl-2-yl]carbonyl}pipe

WO p@s003428/1 ) -N | -[4-(trifluoromethyl)

PCT/EP2004/005931

pyrimdin-2-yl]-1, 3-thi azol e-4-carbohydrazide F F 02 1

O

N-i sopropyl - N- net hyl

- 150 -
-2-(1-{[4"-(trifluoronethyl)biphen

§s

yl -2-yl]carbonyl } -
prpetttt—4=—y)—13-thi-azote=4-carboxanmdeNo—FORI BEAVR o
No.NMRor nmass FORMULA mass
Ho_#° | s
H
Y N
(S YEV\C
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E F
F
)
N
HO
o)
266 /\2: i
S N
0

Cl

Cl

2-(3,4-dichlorophenyl)-3-{[2-(1-{{4"-(trifluoromethyl)biphenyl-2-yllcarbonyl}-
piperidin-4-yl)-1,3-thiazol-4-yl]carbonyl}-1,3-thiazolidine-4-carboxylic acid




F F 103 1-[bis(4-fluorophenyl)nmethyl]-4-{[2-(1-{[4
[ -(trifluoronethyl)bi phenyl-2-yl]-

w@ 2008003104 pi peri di n-4-yl)-1, 3-thi azol - 4-yl | carbongEP3ops/ 5931
erazine F F 04 O
N-(2-piperidin-1-ylethyl)-24811-{[4'-(trifluoronethyl)
bi phenyl - 2-yl ] car bonyl } - /
pi peridin-4-yl)-1, 3-thiazol e-4-car boxam deNVRor No.

NMR or
mass

I—H:(I'VULT—\ mass F F 05

No. FORMULA
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2-[(N-methyl-N-{[2-(1-{[4'-(trifluoromethyl)biphenyl-2-yljcarbonyl}piperidin-4-
yl)-1,3-thiazol-4-yljcarbonyl}glycyl)amino]benzoic acid

N
268 HO

0
A N=

(4R)-5,5-dimethyl-2-pyridin-3-yl-3-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]-
carbonyl}piperidin-4-yl)-1,3-thiazol-4-yllcarbonyl}-1,3-thiazolidine-4-
carboxylic acid '




N-(1, 2, 3,4-tetrahydronapht hal en-1-yl)-2-(1-{[4" -(trifl

uor onet hyl ) bi phenyl - 2-

wQ kjosaedaesyl } pi peri di n-4-yl)-1, 3-thi azol e- 4- cap@DER2UN4/aD5931

eFFO o006 ) r ) O.

1-tbi s(4-chl orophenyl ) met hy$24-{[2- (1-{[4' -(trifluoro

nmet hyl ) bi phenyl - 2-yl ] -

car bonyl } pi peri din-4-yl)-1, 3-thiazol -4-yl]carbonyl }pip

efazi neNo. FORMJULA'NVR or nass F F 07

No. FORMULA NMR or
mass
HO
269 o
R N=—
N\/N\{(g/ °
(0]
(2E)-3-(1-{[2-(1-{[4"-(trifluoromethyl)biphenyl-2-yl]carbonyl}piperidin-4-yl)-
1,3-thiazol-4-yljcarbonyl}-1H-imidazol-5-yl)acrylic acid
CHIRAL
F F
F
b
N
270
0 H N=
IS

HO
o

(2R)-cyciohexa-1,4-dien-1-yl({[2-(1-{[4"-(trifluoromethyl)biphenyi-2-yi]-
carbonyl}piperidin-4-yl)-1,3-thiazol-4-yl]carbonyl}amino)acetic acid




O

N-[3- (2-oxopyrrolidin-1-yl)propyl]-2-(1-{[4"-(trifluor
woee@thyiddhi phenyl - 2-yl | - PCT/EP2004/005931
car bonyl } pi peri di n-4-yl)-1, 3-thiazol e- 4- car boxam de F

FO08 HONp-(1

h -153 -
H i m dazol - 1-yl ) propyl]-2-(1-{[4"'-(trifluoronethyl)bip

henyl - 2-yl ] -
car-bonyl }-pi-peri-di-n—4—y 1,3ithiazolef4-barhuxaniHeﬁmﬁk
No.OF No. FORMULA nmess F HORMULA mass
CHIRAL
F F
F
)
N
27
e} H N= . o
N ~/

HO

O

N-{[2-(1 -{[4'-(triﬂuoromethyl)biphenyl-2-yl]carbonyl}piperidin-4~yl)-1 3-
thiazol-4-yljcarbonyl}-D-valine

272

N-[2-amino-1-(4-fluorophenyl )-2-oxoéthyl]-N-phenyl-2—(1 -{[4'-(trifluoro-
methyl)biphenyl-2-yllcarbony!}piperidin-4-y)-1 ,3-thiazole-4-carboxamide




09 O
N-[ 3-(2-nmet hyl pi peridin-1-yl)propyl]-2-(1-{[4" -(triflu

woe@swoiys ) bi phenyl - 2-yl ] - PCT/EP2004/005931
car bonyl } pi peri di n-4-yl)-1, 3-thiazol e- 4- car boxam de F
F1I0HI SV NO -154 -

N-[2-(1-methyl pyrrolidin-2-yl)ethyl]-2-(2-{[4" -(triflu

o

romet hyl ) bi phenyl - 2-yl ] -

C
No. H

arbonytjprperidin=-4-yt)- 1, 3-thi azol e- 4- car boxam
ORMULA NMR or mass  FORMULA

deNMR or

mass
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=0 |
N S
HN
o]
(o]
N-methyl-N-{12-0x0-1 ,2,3,4,9,Qa-hexahydroQ4a,9-(epi_minpgthano)xanthen-
2-yl}-2-(1 -{[4'-(triﬂuoromethyl)biphenyl-2-yl]carbonyl}p|perld|n-4-yl)-1 ,3- :
thiazole-4-carboxamide '
F F
o
N
274

2

O .

2,

N-benzyl-N-(2-hydroxy—2-phenylethyl)-2-(1-{[4’-(trifluoromethyl)biphenyl-2-

yl]carbonyi}piperidin-4-yi)-1 ,3-thiazole-4-carboxamide




FF 11

N-[2-(2-thienyl)ethyl]-2-(1-{[4"-(trifluoronethy!)biph
W@ pyos/@3198 | car bopyl }-
pi peridii>4-yl)-1,3-thiazol e-4-carboxamde F F 12 O

N- ( 2- phenoxyet hyI) 2-(1-{[4454 trifluoronethyl)bi phenyl

- 2-yl ] carbonyl } -

PCT/EP2004/005931

pi peridin-4-yl)-1, 3-thiazol e-4-carboxam deNo. FO?I\/ULA
NVR-er—rass—++F—313—
No. FORMULA NMR or
: § 0
° !
N N N .
275 o]
F
F F
F _F
F
I (o]
276
SaoW IV
/N | N
S ) (o]
F _F :
F (CDCI3 ) :
1.27-1.21
O (16H, m)
0 1.27-1.26
277 (1H, m);
o Z 1.24-1.26
LA g (1H, m)
“ 1.21-1.27
s (o (13H, m).
FF '
o (CDCI3 ) :
F>L o 7 | 1.23-1.29
‘ ~ (19H, m) ;
0 N 1.28-1.27
278 N 7 (1H, m);
s l\ O 1.27-1.27
(1H, m);
1.20-1.25
(12H, m).




N- (4- met hoxyphenyl ) - N-nmet hyl -2-(1-{[4' - (trifl uoronethy
[ ) bi phenyl -2-yl]-
W@ 2008003104 pi peri di n-4-yl) -1, 3-t hi azol e- 4- car bORGIER®0F005931
F 14 Il ethyl
(2E) - 3-(4-fluorophenyl)-3-({{s(1-{[4" -(trifluoronethy
[ ) bi phenyl -2-yl]-
car bonyl } pi peri di n-4-yl)-1, 3-thiazol -4-yl]carbonyl } am

AN 1 . AL A A1 A MNAD - —. e I
MO dCT yTI dlt €INU. FOURNVUOLCA NIV 0T mass F F IO NMR
No. FORMULA or

mass

48
HNO
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N-(4-methoxybiphenyl-z;yl)-2-{1 -[(2-pyridin-2-ylethyl)sulfonyl]piperidin-4-yl}--
1,3-thiazole-4-carboxamide

280

| ‘ 1 NYC/N 0
%ﬁ@

281 0 A
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N-{(1E)- 1-cycl opentyl -3-0x0-3-[4-(trifluoronethyl)phen
yl]prop-1 -en-1-yl}-2-

w@ 200§foas128 t ri f 1 uor oret hyl ) bi phenyl - 2- yl ] car bongt¥/pres/005931
di n-4-yl)-1, 3-thiazol e-4- carboxam de 16 F F
N—{1,3-dinethyl-4-[4-(nethyb§ﬁ|o)phenyl] 1
H pyrazol -5-yl}-2-(1 -{[4' rifluoromnethyl)

t

bi phenyl - 2-yl ] carbonyl } pi peri di n- 4- yI) 1,3 i azol e- 4-
car-boxam-deNo—FORMIEA-—NAVRRs sor—F—Fw H7—+—N+7S
NMR or
F
F
F
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" HNJSﬂ
[:;> Ny S
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N

2-(1-pent-4-enoylpiperidin-4-yl)-N-[2-pyrralidin-1-yl-5-(trifluoromethyl)-

phenyl]-1,3-thiazole-4-carboxamide
A o]
283 - - I
0
. | M@N o
N
H \ S
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8, 9-di met hoxy-1-{[2-(1-{[4" -(trifluoronethyl)biphenyl -
wQz20o5heredbonyl } pi peridin- 4-yl)-1 PCT/EP2004/005931
, 3-thiazol -4-yl]carbonyl}-1
, 2,5, 6-tetrahydro- 3FL|n1dazngL1-b][l , 3] -
benzodlazepln 3-one F F 18 |
4 (4-{[3-(3, 4- dlnEthoxyphenyI)pyrroI|d|n 1
11 ear

}earbonryH—343—thiazet—2-y =
No{[4 (tpfl oronethyl)prkmmxh 2- yl]carbonyl}plperl iﬁLmsg’
LA

NMR_or _nass
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FF,- N119 H\ / HO
1-(4-{[2-(2-{[4" -(trifluoronethyl)bi phenyl-2-yl]carbon

wQ kdopiopaes di n-4-yl)-1 , 3- PCT/EP2004/005931
t hi azol - 4-yl ] carbonyl } pi perazi n-1-yl)-2, 6- napht hyri din
e FFi- N20 - 159 -
NMR or
No. FORMULA mass
NH
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N-[ 2- (2- chl orophenyl )i m dazo[ 1, 2- a] pyndi n-3-yl]-2-(1-{
wQ 2005003128 | uor oret hyl ) -
bi phenyl - 2-yl ] car bonyl } pi peri di n-4-yl)-1, 3-thi azo! e- 4-

car boxam deNo. NMRor FORMULAggmss F F r-N 21 J o C

PCT/EP2004/005931

N-(4-chloroquinolin-3-yl)-2-(1-{[4"-(trifluoronmethyl)b

i phenyl -2-yl ] car bonyl } -

pirpertdin=—4=yh)=1;3-thiazote=4=carboxam de

NMR or
No. FORMULA mass
1
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N
s () ”\y@ °
N
N
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N
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FFvr\ 22 NTi NIIO
N -[ (1E) - 3-cyanopropyl i dene] - N-pyridi n-2-yl -2-(1-{[4' -
W@ 2oosHbaes onet hyl ) -
bi phenyl - 2-yl ] car bonyl } pi peri di n-4-yl)-1, 3-thi azol e- 4-
car bohydr azi deNo. FORMULA NVRpor mass F --N 23 O V-

PCT/EP2004/005931

No. FORMULA NMR or
mass
F
F
F
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Q N._ .S
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S)\m/\/u\o/
methyl N-({4-[4-({[2-pyrrolidin-1 -y|-5-(triﬂuoromethyl)phenyl]amino}-
carbonyl)-1,3-thiazol-2-yl]piperidin-1-yl}carbonothioyl)-beta-alaninate
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HerC
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6- (4- met hoxyphenyl ) -1-{[2-(1-{[4"-(trif

henyl - 2-yl ] carbonyl }- piperidin-4-yl)-1
wQ Josk0E20l - 4-yl ] car bonyl }-1 PCT/EP2004/005931

,2,5,6-tetrahydrd-3H i m dazo[ 2, 1- .

b] [ 1, 3] benzodi azepi n- 3-one &,24 |/

| uoronet hyl ) bi p

4-{4-[ (2- phenyl pyrrolidin- f6§l)carbonyl] 1, 3-thiazol -2
et L e b e ) oo FORMULANYRor
No.MSS MO 25 | FomwuLa | NWRor

S
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N-({1-[4-(2-hydroxyet hyl)benzyl ] -3, 3-di net hyl cycl obuty
WO 2omeobBaky - 2- (1-{[ 4" - PCT/EP2004/005931

(trifluoromethyl)bi phenyl -2-yl]carbonyl }piperidin-4-yl

)-1, 3-thiazol e-4- carboxam q%BF F 26 H/ S \ss4. O S
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yl]piperidine-1-carboxylate

/\/OYO

732 o

allyl 4-(4-{[(4"-fluorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yl)piperidine-
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allyl 4-(4-{[(4'-chiorobiphenyl-2-yl)aminojcarbonyl}-1,3-thiazol-2-yi)-
piperidine-1-carboxylate
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allyl 4-[4-({{3"-(trifluoromethyl)biphenyl-2-ylJamino}carbonyl)-1,3-thiazol-2-
yi]piperidine-1-carboxylate
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allyl 4-(4-{[(4‘-chl6ro-5-fluorobiphenyl-2-yl)amino]carbonyl}—1 ,3-thiazol-2-y)-
piperidine-1-carboxylate
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2-methoxyethyl 4-(4-{[(4'-chlorobiphenyi-2-yl)amino]carbonyl}-1,3-thiazol-2-
yl)piperidine-1-carboxylate
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2-methoxyethyl 4‘-(4-{[(4'-chloro-5-ﬂuorobiphenyl-z-yl)amino]carbonyl}-1 ,3-

thiazol-2-yl)piperidine-1-carboxylate
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4-(4-{[(4'-chlorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yl)-N-pentyl-
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4-(4-{[(4'-chloro-5-fluorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yl)-N-
ethylpiperidine-1-carboxamide
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N-allyl-4-[4-({[4'-(trifluoromethoxy)biphenyl-2-ylJamino}carbonyl)-1 ,3-thiazol-
2-yl]piperidine-1-carboxamide
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N-allyl-4-(4-{[(4'-chloro-5-fluorobiphenyl-2-ylyamino]carbonyl}-1,3-thiazol-2-
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yl)piperidine-1-carboxamide
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4-(4-{[{4'-chloro-5-fluorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yl)-N-
propylpiperidine-1-carboxamide
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N-butyl-4-(4- {[(4'—ﬂuorobuphenyl-2-yl)ammo]carbonyl} 1,3-thiazol-2-y1)-
piperidine-1-carboxamide
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N-butyl-4-(4-{{(4"-chlorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yl)-
piperidine-1-carboxamide
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N-(4"-fluorobiphenyl-2-yt)-2-(1-{[(2-methylprop-2-en-1-yl)amino]carbono-
thioyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
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O

N-(2-tert-butyl phenyl)-2-(1-pent-2-ynoyl pi peri di n-4-yl
W0 2b58031k8 azol e- 4- carboxanmi de 82 H N= \ a ONMCDEP204/005931
FORMULA mass O 83 HNV - N a

- 308 -

No.

FORMULA

NMR or
mass

774

)van

N,

s NN

0

o

N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-(1-{[(2-methylprop-2-en-1-yl)amino}-
carbonothioyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
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2-{1-[(allylamino)carbonothioyl]piperidin-4-yl}-N-(4'-fluorobiphenyi-2-yl)-1,3-
thiazole~4-carboxamide
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2-{1-[(allylamino)carbonothioyl]piperidin-4-yl}-N-(4'-chlorobiphenyl-2-yl)-1,3-

thiazole-4-carboxamide
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2-{1-[(allylamino)carbonothioyl]piperidin-4-yl}-N-(4'-chloro-5-fluorobiphenyl-
2-y1)-1,3-thiazole-4-carboxamide
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N-(4'-fluorobiphenyl-2-y1)-2-(1-{[(2-furylmethyl)amino]-carbonothioyl}-
piperidin-4-yl}-1,3-thiazole-4-carboxamide -
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N-(4'-chlorobiphenyl-2-y1)-2-(1 -{[(2-furylmethyl)amino]carbonothibyl}-
piperidin-4-y})-1,3-thiazole-4-carboxamide
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N-(4'-chloro-5-fluorobiphenyl-2-yl)- 2-(1-{[( -furylmethyl)ammo]carbono—
thioyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
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methyl 2-({[4-(4-{[(4"-chloro-5-fluorobiphenyi-2-yl)aminojcarbonyl}-1,3-
thiazol-2-yl)piperidin-1-yl]carbonothioyl}amino)butanoate
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ethyl N-{[4-(4-{[(4'-chlorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yl)-
piperidin-1-yljcarbonothioyl}glycinate

(o] ,
H
/\O/lk/N S
Y
786 ' 0

ethyl N-{[4-(4-{[(4'-chloro-5-fluorobiphenyl-2-yl)amino]carbonyi}-1,3-thiazol-
2-yi)piperidin-1-yljcarbonothioyl}glycinate
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2-{1-[(ethylamino)carbonothioyl]piperidin-4-yl}-N-(4'-fluorobiphenyl-2-yl)-1,3-
thiazole-4-carboxamide
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N-(4'-chlorobiphenyl-2-yl)-2-{1- [(ethylamlno)carbonothloyl]plperldln—4-yl}
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1 -[(ethylamino)carbonothioyl]piperidin-
4-yl}-1,3-thiazole-4-carboxamide
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N-(4'-fluorobiphenyl-2-yl)-2-{1-[(propylamino)carbonothioyl]piperidin-4-yi}-
1,3-thiazole-4-carboxamide
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N-(4'-chioro-5-fluorobiphenyi-2-yl)-2-{1-[(propylaminc)carbonothioyl]-
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2-{1-[(butylamino)carbonothioylipiperidin-4-yl}-N-(4'-fluorobiphenyl-2-y1)-1,3-
thiazole-4-carboxamide
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N-(4'-fluorobiphenyl-2-yl)-2-{1-[(pentylamino)carbonothioyi]piperidin-4-yl}-
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[(pentylamino)carbonothioyl]-
piperidin-4-yi}-1,3-thiazole-4-carboxamide
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N-(4'-fluorobiphenyl-2-yl)-2-{1-[(isobutylamino)carbonothioyl]piperidin-4-yi}-
1,3-thiazole-4-carboxamide
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N-(4'-chlorobiphenyl-2-yl}-2-(1-{[(3-methoxypropyl)amino]-carbonothioyl}-
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68 69NVMR or No. FORMULA mass S'" N 70 "V HN
2-[ 1-(3-phenyl propanoyl )piperidin-4-yl]-N-[3" -(trifluo

WO 20veiB1ky bi phenyl - 2-yl ] -

1, 3-t hi azol e- 4- car boreIER®0§105931

N-{4' -chl or o-5-f | uorobi phenyl - 2-yl ) -2-[ 1- ( 3- phenyl prop
anoyl ) pi peridin-4-yl]- -325.

No.

FORMULA

NMR or
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methyl N-{[4-(4—{[(4'-chloro-5-ﬂu6robiphenyI-2-yI)amino]carbonyl}-1 ,3-
thiazol-2-y!)piperidin-1-ylJcarbonothioyl}glycinate ‘
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N-(4"-fluorobiphenyl-2-yl}-2-(1-{[(2-methoxyéthyl)amino}-carbonothioyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide
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4-14-(4-{[ (4" - et hyl bi phenyl -2-yl)am no] car bonyl }-1, 3-t

Whe@z003128 yl ) -

FORMULA NmvaRssor 0 Y W73 HN)- "TQCet hyl
4-oxo-4-{4-t4-({[4"-(trifluogpethoxy)bi phenyl -2-yl]am
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t hi azol - 2-yl ] pi peridin-1-yl } but anoat e

pi peridi n-1-yl]-4-oxobut anoat e NaCT/EP2004/005931

No.

FORMULA

NMR or
mass
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N-(4'-chlorobiphenyl-2-y1)-2-(1-{[(2-methoxyethyl)amino]-carbonothioyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide
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8N
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o

N-(4'-chloro-5-fluorobiphenyi-2-y1)-2-(1-{[(2-methoxyethyi)aminoj-carbono-
thioyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
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Oy O
O

methyl N-{[4-(4-{[(4"-ethylbiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yi)-
piperidin-1-yljcarbonothioyl}-beta-alaninate




Ol | 74 HN et hyl
4-14-(4-{[ (4" -fl uorobi phenyl -2-yl)am no] carbonyl }-1, 3-
wo kooampad12®- yl ) - pi peridin-1-yl]-4-oxobut anoat eNOT/EP2004/005931
FORMULA NVR or mass 75 et hyl
4-14-(4-{[ (4" -chl or obi phenyl3d#+yl )am no] car bonyl } -1, 3-
t hi azol -2-yl)- piperidin-1-ylj-4-oxobutanoate 76

NMR or

No. FORMULA
mass

H
s O\ﬂ/\/ N\(S
¢) N
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methyl N-{[4-(4-{[(4-fluorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yl)-
piperidin-1-yljcarbonothioyl}-beta-alaninate
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/O\H/\/NYS
(0] N

821

methyl N-{[4-(4-{[(4'-chlorobiphenyl-2-yl)amino]carbonyl}-1 ,3-thiaiol-2-yl)-
piperidin-1-ylJcarbonothioyl}-beta-alaninate '
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4-14-(4-{[ (4" - met hyl bi phenyl - 2-yl ) am no] car bonyl } -
wa@spbdiax ol - 2-yl ) - pi peridi n-1-yl]-4- oxobut anPEX/BP2004/005931

77No. FORMULA NmvaRssor O 78 F F HN et hyl

4-0x0-4-{4-[4-({[3' - (trifluoggget hyl)bi phenyl -2-yl]am

no} car bonyl ) -1, 3-

t hi azo! - 2-yl ] pi peridin-1-yl}butanoate O 79 HN

No. FORMULA NMR or
mass
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87N
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methyl N-{[4-(4-{[(4'-chloro-5-fluorobiphenyl-2-yl)amino]carbonyl}-1,3-
thiazol-2-yl)piperidin-1-yljcarbonothioyl}-beta-alaninate
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823 s” N
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N-(4'-fluorobiphenyl-2-yl)-2-(1-{[(1-methylbutyl)aminao]-carbonothioyi}-
piperidin-4-yi)-1,3-thiazole-4-carboxamide




F et hyl

4-14-(4-{[ (4" -chl oro-5-fl uorobi phenyl - 2-yl )am no] car bo
wo 20054003138 t hi azol - 2- PCT/EP2004/005931
yl ) pi peridi n-1-yl]-4-oxobut anoat eNo. FORMULA NmvaRssor

80 HN - 329 -

2-{1-[(4-chl orophenoxy)acetyl]piperidin-4-yl}-Nt4' -(t

rifluoromethoxy)-

bijphenyl-2Z-ylI'[-1,3-thiazol e-4-carboxam de 81No.
NoFQRMULA NmVaRssor O1 1 FORMULA

NMR or
mass
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N—(4'-chlorobiphenyl-2-yl)-2-(1-{[( 1-methylbutyl)amino}-carbonothioyi}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide
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N
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825

N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-(1-{[(1-methylbutyl)amino]-carbono-
thioyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide




HN F net hyl
4- ox0-4-{4-[4-({[4]-(trifluoronethoxy)bi phenyl-2-yl]am

WO pwpoeikony| )- PCT/EP2004/005931
1, 3-thiazol - yI]piperidin1y|}butanoate(]‘ 83 r HN
met hyl

4-14-(4-{[ (4" -fiuorobi phenyl 2-_yI ) am no] car bonyl } -1, 3-
t hi azol -2-yl)- piperidin-1-yl]-4-oxobutanoat eNo.

FORVOEATNVR orTass O
No. FORMULA NMR or

mass
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N-(4'-fluorobiphenyl-2-y1)-2-(1-{[(2-methyibutyl)amino]carbonothioyl}-
piperidin-4-yt)-1,3-thiazole-4-carboxamide

v@“\ﬁé
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N-(4'-chlorobiphenyl-2-yl)-2-(1-{[(2- methylbutyl)amlno] carbonothioyl}-
piperidin-4-yl)-1,3-thiazole-4- carboxamlde




84 HN net hyl
4-14-(4-{[ (4" -chl orobi phenyl - 2-yl ) am no] car bonyl } -1, 3-

wao hioamaed12®- yl ) - pi peri di n-1-yl ] -4- oxobut anoat ePGBEEBBMNG005931
FORMULA NVR or mass O 87 F F / HN net hyl
4-0x0-4-{4-[4-({[3 -(triflugmnethyl)biphenyl-2-yl]am
no} car bonyl ) -1, 3- :

NMR or
mass

No. FORMULA
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N

e,

F

N-(4'-chioro-5-fluorobiphenyi-2-yl)-2-(1-{[(2-methyibutyl)amino]-carbono-
thioyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide
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wo 20054043138 t hi azol -

211 - No. FORMULA NmvaRssor 89 90

2-(1-butyryl pi peridin-4-yl)-394 4"

phenyl - 2-yl]-1, 3-thi azol e-

-2-yl ] piperidin-1-yl}butanoate O 88 HN F net hyl
4-14-(4-{[ (4" -chl oro-5-fl uorobi phenyl
2-yl) pi peridin-1-yl]-4- oxobRXHRPAD4005931

-2-yl)am no] car bo

-(trifluoronethoxy)bi

No. FORMULA NMR or
mass
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N-(4'- fluoroblphenyl 2-y1)-2-(1-{[(3-methylbutyl)amino}- carbonothloyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide

833

2
z—<m

N-(4'-chiorobiphenyl-2-yi}-2-(1-{[(3-methylbutyl}Jamino]-carbonothioyi}-

piperidin-4-yl)-1,3-thiazole-4-carboxamide




4- car boxam de 91
2-(1-butyryl piperidin-4-yl)-N(4"-fluorobi phenyl -2-yl)

WO go030ed1e&zol e- 4-

car boxam deNo. FORMJULA NVR oPCTrERX0H@MS931

2-(1-butyryl pi peridin-4-yl)-N-(4"-chl orobi phenyl -2-yl)

-1, 3-t hi azol e- 4-

car boxam de3®33 94No. FORMULA NMR or

mass
No. FORMULA NMR or
mass
H
WNYS
N
s N
834 —
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thioyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

N-(4'—chloro-5-ﬂubrobiphenyl-Z-yI)-Z-(1 -{[(3-methylbutyl)afnino]-carbono-

835

e

N-(4"-ethylbiphenyl-2-y1)-2-(1-hexanoylpiperidin-4-y1)-1,3-thiazole-4-
carboxamide

836

M

F
F

2-(1-hexanoylpiperidin-4-yl)-N-[4'-(trifluoromethoxy)biphenyl-2-yi]-1,3-
thiazole-4-carboxamide
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2-(1-butyrylpiperidin-4-yl)-N[3 -(frifluoronethyl)bip
whemwgloena2s/1 ] - 1, 3-t Hi azol e-4- carboxam de 96 a RCTEP2004/005931

2-(1-butyryl pi peridin-4-yl)-N-(4"-chl oro-5-fl uorobi phe

nyl -2-yl)-1,3-thiazol e-4- caghoxam de 97No. FORMILA

NVR or mass 98 HN :

No. FORMULA NMR or
mass
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N-(4'-fluorobiphenyl-2-yl)-2-(1-hexanoylpiperidin-4-yl)-1 ,3;thiazole~4-

9

838

carboxamide
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SN\j
s7 N
e
HN
N-(4'-chlorobiphenyl-2-yl)-2-(1-hexanoylpiperidin-4-y1)-1,3-thiazole-4-
carboxamide
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2-[1-(3-cycl opentyl propanoyl )pi peridin-4-yl]-N-[4"-(tr

i f1 uoronet hoxy) bi phenyl -
WQ@2005003128- t hi azol e- 4- car boxanm de 99 HN PCT/EP2004/005931

2-[1-(3-cycl opentyl propanoyl ) pi peridin-4-yl]-N-(4"-flu

or obi phenyl - 2-yl)-1, 3- thi azggse- 4- car boxam deNVR or

No. FORMULA mass 00 a

N—(4'-ch|orobiphenyl-2-y|)-2-[1-(3-cyc|opentylpropénoy

pr pertdin-4-yi -1, 3- thi azote-4-carboxam de NMR or
o. FORMULA mass

N

WTO
e
50

2-(1-hexanoylpiperidin-4-yl)-N-[3'-(trifluoromethyl)biphenyl-2-yl}-1,3-thiazole-
4-carboxamide

841

9

\/\/Y

842

-

F ' B
N-(4'-chloro-5-fluorobiphenyi-2-yl)-2-(1-hexanoylpiperidin-4-yl)-1,3-thiazole-
4-carboxamide




01 02No. FORMULA NMR or mass 03
2-[1-(3-cycl opentyl propanoyl )pi peridin-4-yl]-N[3"-(tr
w0 Rdosmeaaeet hyl ) bi phenyl -2- yl]-1 PCT/EP2004/005931
, 3-thi azol e- 4- carboxam de 04 G
N- (4l -chl oro-5-f 1 uor obi phenyd362-yl )-2-[ 1- ( 3- cycl openty
Ipropanoyl)plperldln 4- yl]-1 ,
3-t hi azol e- 4- car boxam deNVR or No. FORMULA

NMR or
mass

No. FORMULA
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mass o 05 06

2-[ 1- (2- phenoxypropanoyl )piperidin-4-yl]-N[4"-(triflu
we@e@swodiexy) bi phenyl -2- yl]-1 , 3-thiazol e- 4- cap@DER20DL@5931

07 N-(4'-fluorobiphenyl-2-yl)-2-[1-(2-phenoxypropa

poyl ) pi peridin-4-yl]-1, 3- thd3zrzol e- 4- car boxam deNo.

FORMULA NVR or nmass 08 .

NMR or
mass

No. FORMULA
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N- (4' - chl orobi phenyl - 2-yl)-2-[ 1- (2- phenoxypr opanoyl ) p
w@ersdoxzsl-yl ] -1, 3- thiazol e-4-carboxam de 09 RONBP2004/005931

FORMULA NVR or nmass 11

2-[1- (2- phenoxypropanoyl ) pi p888 din-4-yl ]-N-[3" -(triflu
or onet hyl ) bi phenyl -2- yl]-1 , 3-thiazol e-4-carboxam de
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N-
N‘T')aiperidin-4-y|]-1,3. ORMULA

4'-ch|oro-5-f|uoroblphen - Z2-ylIy-2-TI-(ethytrsufi

ONNMR or
mass
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t hi azol e- 4- car boxam deNo. FORMULA NmvaRssor 13
N-(4' -chl oro-5-fl uorobi phenyl -2-yl)-2-[1-(propyl sul fon

wQ kgopiopsaes di n-4-yl]-1, 3- thiazol e-4-car boxam deCT/RPB4/005931
but yl
4-14-({[4" -(trifluoronethoxy}ins phenyt-2-yl]am no}carbo
nyi)- 1,3-thiazol-2- yl]piperidine-1-carboxyl ateNo.
FORMULA NmvaRssor o 16 butyl
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Nazpl - 2-yl) - FORMULA
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pi peridi ne-t-carboxylate 17 butyl

4-(4-{[ (4" - chl or obi phenyl - 2-yl ) am no] car bonyl }-1, 3-thi
W@2ws/0@3198 ) - pi peri di ne-1-carboxyl ate 18No. FORMJER2004/005931

NmvaRssor 19 20 butyl

4-14-({[3"-(tfluoronethyl)bighgenyl -2-yl ] am no}car bonyl

)-1,3-thiazol-2- yl]piperidine-1-carboxylate 21 butyl

"("{ [ (" chl oro S-fl uor obi phenyl ~- yQam nol car bonyl J-
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pi peridi ne-1-carboxylate _ No. NVR or FORMJULA mass 22
but - 3-en- 1-yl

wa@2¢04/0931081" - et hyl bi phenyl - 2- yl ) am no] car bonyl| } PAT/EP2004/005931
, 3-thiazol-2-yl)- piperidine-1-carboxylate 23
but - 3-en- 1-yl 2349 -
4-14-({[4' -(trifluoronethoxy)bi phenyl -2-yl]am no}carbo
nyl)-1 ,3- thiazol-2-yl]piperidine-1-carboxylate 24

bur=3-en- 1=yl

Nog- | 4-{[ (4" -f| uor obi pherf@RMULA ) ani no] car bonyl }- 1 NMR or
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Pl NP | A
s o Lt azor==z=Yy1r )=

863 | EN) HN‘%N \
J "

864 Q
NH

\

T
Ne =N
X,
o)\(\s
—

N

865
F
N
F
o -

2-{1-[3-(3,4-difluorophenyl)propanoyl]piperidin-4-yl}-N-[2-(3,5-dimethyl-1H-
pyrazol-1-yl)pyridin-3-yl]-1,3-thiazole-4-carboxamide




pi peri di ne-1-car boxyl ateNo. FORMULA NmVaRssor 25
but - 3-en- 1-yl

wa2q04/0¢31¢81' - chl or obi phenyl - 2- yl ) am no] car bony| RETEP2004/005931
, 3-thiazol -2-yl)- piperidine-1-carboxylate 26 27No.
FORMULA NmvaRssor 28 but - 3- egyol- vl
4-14-({[3" -(trifluoronethyl)bi phenyl -2-yl]am no}carbon
y| )-1,3- thiazol -2-yl]piperidine-1-carboxylate 29
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2-{1-[3-(3-chlorophenyl)propanoyl]piperidin-4-yl}-N-[2-(3,5- dlmethyl 1H-
pyrazol-1-yl)pyridin-3-yl]-1,3-thiazole-4-carboxamide

867 Gl

N

2-{1-[3-(3-chlorophenyl)propanoyl]piperidin-4-yl}-N-(2-piperidin-1-ylphenyl)-
1,3-thiazole-4-carboxamide




2-yl ) pi peridi ne-1-carboxyl ate 30No. FORMJULA NmvhRssor

31 allyl
wWd2008/0031p81' - (tri fl uor onet hoxy) bi phenyl - 2- yl | amP@DERZ20H@05931

nyl)-1, 3-thiazol-2- yl]piperidine-1 -carboxylate 32
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azol - 2-yl )-pi peri di ne- 1-carboxylate 33

(4-{[(4'-f|uorobiphenyl-2§§?5anino]carbonyl}-1,3-thi

al lvieAr_ 2 - chl orobiphenvl Ayl Jam-noicarbomrvl-3—1—S-+tha
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2-{1-[3-(3-chlorophenyl)propanoyl}piperidin-4-yl}-N-(2-morpholin-4-yl-
phenyl)-1,3-thiazole-4-carboxamide

869

G

0

2-{1-[3-(2-fluorophenyl)propanoyl]piperidin-4-yl}-N-(4-methoxybiphenyl-2-
yl)-1,3-thiazole-4-carboxamide




mass 34 35 g W36 allyl
4-14-({[3 -(trifluoronethyl)bi phenyl -2-yl]am no}carbon
W@ Rgos00382% hi azol - 2- yl ] pi peri di ne-1-carboxyl at BAEP2004/005931
FORMULA NmvaRssor 37 allyM~”'" -chl oro-
- f1 uor obi phenyl ~-yl Jam nol cagyhony”-i . a-thi azol *-vyl )
pi peri di ne- 1- car boxyl ate

NMR or
mass

No. FORMULA

N= F
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N-biphenyl-2-yl-2-{1-[3-(3-fluorophenyl)propanoyl]piperidin-4-yl}-1,3-
thiazole-4-carboxamide
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38 2-net hoxyet hyl

4-14-({[4' -(trifluoronethoxy)bi phenyl -2-yl]am no}carbo
WmR005/003128- t hi azol - 2-yl ] pi peri di ne- 1- car boxyl ap€&T/BB2004/005931

2- met hoxyet hyl

4-(4-{[ (4" -fluorobi phenyl - 2_’é/if)_arri noj car bonyl }- 1

3-thiazol -2- yljpiperidine-1"=carboxyl ateNo. FORMJLA

NMR or mass 40 2-net hoxyet hyl

4-(A-LT(4 -chlorobiphenyl-2-yl)am nolcarbonyl}-1 3-thi
' - L N i Sl 4 —J 7

NoazPl - 2- yl) pi pei di ne- rgridaoxy! ate 41 NMR or
mass

N

7N
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N-[2-(3,5-dimethyl-1H-pyrazol-1-yl)pyridin-3-yl]-2-(1-hex-2-ynoylpiperidin-4- |
yl)-1,3-thiazole-4-carboxamide
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2-(1-hex-2-ynoylpiperidin-4-yl)-N-[2-pyrrolidin-1 -yI-5-(trifIuoromethyl)phenyI]Q
1,3-thiazole-4-carboxamide




42No. FORMULA NmvaRssor 43

a- net hoxyet hyU”' - chl oro- S-f | uor obi phenyl - yCam nol ca
WO beapbil2d . St hi azol - 2-yl) pi peri di ne- 1- car boxyPEX/8P2044/005931
N-pentyl - 4-[ 4- ({[4'-(trif|uoronethoxy)biphenyl-2-y|]am

i no}car bonyl ) -1, 3-
t hi azol - 2-yl ] pi peri di ne- 1- car boxam deNo. NWR or
FORMULA mass 45 ~(™{[ ("-fl uor obi phenyl
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Cam nottarbonyt3=t—S—thirazot*=yO-Npentytpitpe

Nodiine- 1- car boxani de FORMULA

NMR or
mass
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N-biphenyl-2-yl-2-(1-hex-2-ynoylpiperidin-4-yl)-1,3-thiazole-4-carboxamide

T2
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N-[2-(3,5-dimethyl-1H-pyrazol-1-yl)pyridin-3-yl]-2- {1-[(4-fluorophenoxy)-
acetyi]piperidin-4-yi}-1,3-thiazole-4-carboxamide




46 4-(4-{[ (4" -chl orobi phenyl - 2-yl)am no] car bo
pyl }-1, 3-thi azol - 2-yl ) - N pentyl pi peridi ne-

wa2eanmazam de 47No. FORMULA NmivaRssor 748 49 PCT/EP2004/005931
N-pentyl -4-[4-({[3" -(trifluoronethyl)biphenyl-2-yl]am
no}carbonyl) -1, 3-thiazol - _g47._
2-yl ] pi peri di ne-1-carboxam c?e 50
4 (4 {[ (4" -chl oro- 5 fI uorob| phenyl - 2-yl') am no] car bonyl
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4-(4-{[ (4" -chl oro-5-fl uorobi phenyl

w0 20580312hi azol - 2-yl ) - Net hyl pi peri di ne-
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1, 3-t hi azol -

-2-yl)am no] car bonyl
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(tnfluor %t hoxy) bi phenyl - 2-yl ] am n

2 yl ] pi perl d| ne- 1 car boxam deNo. FORMULA NmVaRssor 54
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N-allyl-4-(4-{[ (4" -chl orobi phenyl -2-yl)am no] car bonyl }
W0 190300d1e&@zol - 2-yl ) - pi peri di ne-1-car boxam de BGNBP2004/005931
FORMULA NmvaRssor H 57 HN F
N-allyl-4-(4-{[ (4" -chloro- 5%4 uor obi phenyl - 2-yl ) am no]
car bonyl }-1, 3-thi azol -2- yl) eri di ne-1- car boxam de
NH

NMR or
mass

No. FORMULA
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2-(1-pent-2-ynoylpiperidin-4-yl)-N-(2-piperidin-1-ylphenyl)-1,3-thiazole-4-
carboxamide

887 S

N-biphenyl-2-yl-2-(1-pent-2-ynoylpiperidin-4-yl)-1,3-thiazole-4-carboxamide
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N-{[4-(4-{[ (4" -ethyl bi phenyl -2-yl)am no] car bonyl }-1, 3-

wo khoampad12®- yl ) - pi peridin-1-yl]carbonyl}g!yci netEER2004/005931
FORMULA NMVR or mass 59 et hyl
N-({4-[4-({[44trifluoromet h_qg@())_bi phenyl - 2-yl ] am no} car
bonyl )-1, 3-
t hi azol - 2-yl ] pi peridin-1-yl}carbonyl)glycinate 60
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NoN-({[ 4- (4-{[ (4" -f1 uor obirgrMuwla 2- yI ) ani no] car bony| }+ 1,NMRor

L . . ; mass
thiazol-2-yl}- piperidin-1-yl]lcarbonyl}glycinate

61No. FORMJULA NmvaRssor
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N-(2-morpholin-4-ylpheny!)-2-(1-pent-2-ynoylpiperidin-4-yl)-1,3-thiazole-4-
carboxamide

\—
889 cl

0]

2-{1 .-[(3-chlorophenoxy)acetyl]pipéridin-4-yl}-N-[2-(3,5-d imethyl-1H-pyrazol-
1-yhpyridin-3-yl]-1,3-thiazole-4-carboxamide




62 63 64
4-(4-{[ (4" -chl oro-5-fl uorobi phenyl - 2-yl )am no] car bonyl

w0 2058031k8 azol - 2- yl ) - Npr opyl pi peri di ne-

1- car boxani deNo. FORMJLA NVMR or mass 65

PCT/EP2004/005931

N-butyl -4-[4-({[4'-(trifluargyyet hoxy)bi phenyl -2-yl]am
no} car bonyl ) -1, 3- :
t hi azol - 2-yl ] pi peri di ne-1- car boxam de 66
Nputy=4—(4{{{4—=ftuvoreobirphenyt=2=yamnolcar L‘M.yl':s
No. 1|, 3-thiazol -2-yl)-  FORMULA n":'ang’

()

@NH _

890 N:b Cl
N >/,,/O
0
2-{1-{(3-chlorophenoxy)acetyl]piperidin-4-yl}-N-(2-piperidin-1-ylphenyl)-1,3-
thiazole-4-carboxamide
W
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SN NH
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2-{1-[3-(2-chlorophenyl)propanoyl]piperidin-4-yl}-N-{2-(3,5-dimethyl-1H-

pyrazol-1-yl)pyridin-3-yl]-1,3-thiazole-4-carboxamide




pi peri di ne-1-car boxam deNo. FORMJLA NMR or mass 67

N-butyl -4-(4-{[ (4-chl orobi phenyl - 2-yl ) am po] car bonyl } -
wa2@sobdiazol - 2-yl ) - pi peridi ne-1-carboxani de 6BCINMEP2004/005931

69No. FORMULA NWVR or mass 70

N-butyl-4-[4-({[3"-(trifluarggethyl)biphenyl-2-yl]anin

o} car bonyl)-1, 3-thiazol -

No. FORMULA NMR or
mass
S
)
L
) 7 s
892 N Cl

N
0

2-{1-[3-(2-chlorophenyl)propanoyilpiperidin-4-yl}-N-(2-morpholin-4-yl-
phenyl)-1,3-thiazole-4-carboxamide
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2-yl ] pi peridi ne-1-carboxam de 71
N-butyl -4-(4-{[ (4" -chl oro-5-fl uorobi phenyl -2-yl)am no]
w@ 2005008104 - 1, 3-t hi azol - 2- PCT/EP2004/005931
yl ) pi peri di ne- 1- car boxam deNVR or No. FORMJLA mass 72
HN N-(4'-fl uorobi phe - 353
pyl -2-yl)-2-(1-{[(2- nethylprop 2-en-1- yl ) am no] car bono

thioyl} piperidin-4-yl)-1, 3-thiazol e-4-carboxam de 73
HN
No. FORMULA NMR or
mass
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N-(4' -chl or obi phenyl - 2-yl)-2-(1-{[ (2- et hyl prop-2-en-1
-yl )am no] car bonot hi oyl }
w@r@enides- 4-yl ) - 1, 3-t hi azol e- 4- car boxam deNo. PEIIRMIDA005931
NmvaRssor 74
N- (4' - chl or o- 5-f | uor obi phenyB8s®-yl)-2-(1-{[(2-net hyI pr
op- 2-en-1-yl)am noj -
car bonot hi oyl } pi peridin-4-yl)-1, 3-thi azol e- 4- car boxam

75

N°2 {1-[ (al | yl am no) car bon%'?'HPb@I ] pi peridin-4-yl}- N-g Nnnf;:r
fl uorobl phenyl - 2-yI')y-1,3- T hi azol e-4-car boxam de

2-{1-[ (al Iyl am no) cgarlonot hi oyl ] pi peridin-4-yl}-N(4'-
ch| or obi phenyl - 2- @ 3- thi azol\e74-car boxam deNoj.
FORMULA NmVaRssor
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77
2-{1-[ (allyl am no) car bonot hi oyl ] pi peridin-4-yl}-N(4"-
w@ hdoswas312s f | uor obi phenyl - PCT/EP2004/005931
2-yl)-1, 3-thi azol e- 4- car boxamn de 78
N-(4' -fl uorobi phepyl -2-yl)-23%3-{[ (2-furyl net hyl ) am no
] - car bonot hi oyl } - -
pi peridin-4-yl)-1, 3-thiazol e-4-carboxam deNo. FORMULA

NMRor mass 779 HN NMR or
NON- [ 4' - chl or obi phenyl - 2-§@BMYLA1_ ([ (2-furyl met hyl ) ami NQnass

T carbonot oyt ¥-=
pi peridin-4-yl)-1, 3-thiazol e- 4- car boxam de
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\ / 780 HN F

N-(4' -chl oro-5-fl uorobi phenyl -2-yl)-2-(1-{[(2-furyl net
whgiopamie] car bonot hi oyl } PCT/EP2004/005931

pi peridin-4-yl)-1, 3-thiazol e-4-carboxam deNVRor No.

FORMULA mass L L S NH 81 H.gs§lN net hyl

2-({[4-(4-{[ (4" -fluorobi phenyl -2-yl)am no] carbonyl }-1,

3-thiazol -2-yl)-

NMR or
mass

No. FORMULA
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pi peridin-1-yl]carbonot hi oyl }am no) butanoate L L sg H
82 HN net hyl
wQ2¢ofpa3181- {[ (4' - chl or obi phenyl - 2-yl ) am no] carponEP3004005931
3-thiazol-2-yl)- piperidin-1
-yl ] carbonot hi oyl } am no) butzroat eNo. FORMULA NmvaRssor
S NH 83 HN F

NMR or
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met hyl

2-({[4-(4-{[ (4" -chl oro-5-fl uorobi phenyl

W 20vgl0h3134 - |
t hi azol
ate O 84 HN et hyl

-2-yl)am no] car
PCT/EP2004/005931

-2-yl ) pi peridi n-1-yl ] car bonot hi oyl } am no) but ano

N-{[ 4-(4- {[(4‘-f|uorob| phenydg 2-yl ) am no]carbonyl} 1,3

-thiazol -2-yl) -

pi peridin-1- yI ] car bonot hi oyl } gl yci nat eNo. F(RI\/ULA NVR

U TS S OD Clllyl N R.r
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86 et hyl

N-{[4-(4-{[ (4" -chl oro-5-fl uorobi phenyl -2-yl)am no] carb
w@pyspesi28- t hi azol - PCT/EP2004/005931

2-yl ) pi peridin-1-yl]carbonot hi oyl } gl yci nate 87No.

FORMULA NVR or mass S NH 83 ? N\ / HN ethyl

N-{[4-(4-{[ (4" -fluorobiphe 9 -2-yl)am no] carbonyl.}-1, 3

-thi azol -2-yl)- piperidin-1-yl]carbonot hioyl}al ani nate

NMR or

No. FORMULA mass
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89 VI HNOA" \ / \==/ ethyl

N-{[4-(4-{[ (4" -chl orobi phenyl -2-yl)am no] carbonyl }-1, 3
WO thvsaaxbs 2-yl ) - PCT/EP2004/005931

pi peri din-1-yl]carbonot hi oyl }al ani nat eNVMR or No.

FORMULA mass sg NH 90 HN F et hyl

N-{[4-(4-{[ (4" -chl oro-5-flubi phenyl -2-yl)ami no]carb

onyl }-1, 3-thi azol - -

No. FORMULA NMR or
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2-yl ) pi peridin-1-yl]carbonot hi oyl }a)aninate NH 91 \ H
- SNo. FORMULA NVR or mass | Y 3 1 92 HN

wQ@2qo3/0p31eg hyl am no) car bonot hi oyl ] pi peri di n- 4- yb¢F/RP1044/6005931
fl uor obi phenyl -2-yl)-1, 3- thiazol e-4-carboxam de

- 361 -
No. FORMULA NMR or
mass
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N-(2-morpholin-4-ylphenyl)-2-{1-{(2,2,2-trifluoroethyl)sulfonyl}piperidin-4-yl}-
1,3-thiazole-4-carboxamide




H 93 HN
N-(4' - chl orobi phenyl -2-yl)-2-{1-[ (et hyl am no) car bonot h
wo ooosomiperi di n-4-yl}- 1, 3-thi azol e- 4- car boxanPciehe2004/005931
FORMULA NWVR or mass 94 C
N- (4' -chl or o-5-f | uor obi phenyl - 2-yl ) - 2- {1 [ (et hyl am no)
car bonot hi oyl ] pi peri din- -362-
4-yl}-1, 3-thiazol e- 4-car boxam de 95

i No. FORMULA Nr'r;:'
NH .
7
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927
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N-(2-tert-butylphenyl)-2-[1 (ethylsu|fony|)pspend1n-4-y|] -1 3-th|azole~4—
carboxamide
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N, o
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o z
N-(2-tert-butylphenyl)-2-[1-(propylsulfonyl)piperidin-4-yf]-1,3-thiazole-4-
carboxamide
a8
o # g
929 N o
//S/
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N-(2-tert-butylphenyl)-2-[1-(butylsulfonyl)piperidin-4-yl]-1,3-thiazole-4-
carboxamide
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N-(4' -fluorobi phenyl-2-yl)-2-{1-[(propyl am no) car bonot
whemghdgepericlin-4-yl}- 1, 3-thiazol e- 4- car boxedn/g@eiie4/005931

FORMULA NVR or mass 97

N- (4' -chl or obi phenyl - 2-yl)-2-{1-[ (propyl am no) car bonot

hi oyl ] pi peridin-4-yl}- 1, 3-Bs azol e- 4- car boxam de 98

N- (4' -chl oro-5-fl uorobi phenyl - 2-yl)-2-{1-[ (propyl am ne

N piperidin-4-yl}-1,3-thiazol e-4-carboxam de 99

NMR or
No. FORMULA mass
e
Nyl

930 N o

N-[2-(3,5-dimethyl-1H-pyrazol-1-yl)pyridin-3-yl}-2-{1-[(2-pyridin-2- ylethyl)
sulfonyl]piperidin-4-yi}-1,3-thiazole-4-carboxamide

931 N o

N-(2-tert-butylphenyl)-2-{1-{(2-pyridin-2-ylethyl)sulfonyl]piperidin-4-yl}-1,3-
thiazole-4-carboxamide




2-{1-[ (butyl am no) car bonot hi oyl ] pi peridin-4-yl}-N(4'-

f1 uor obi phenyl
wo-aMobA2NVR or

-2-yl)-1, 3-
mass 00

t hi azol e- 4- car boxam deNo.
PCT/EP2004/005931

2-{1-[ (butyl am no) car bonot hi oyl ] pi peridin-4-yl}-N(4"-

chl or obi phenyl -

'2-yl)-

1, 3-t hi azol e- 4-car boxam de 01

2-{1- [(butylan1no)carbonotm3@¢I]p|per|d|n 4-yl}- N—(4
chl or o- 5- f | uor obi phenyl -
2-yl)-1,3-thiazol e-4-carboxam de 02No. FORNULA NNR or

No. FORMULA NMR or
) mass
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1,3-thiazole-4-carboxamide

N-(2-morpholin-4-ylphenyl)-2-{1-[(2-pyridin-2- -ylethyl)sulfony(]piperidin-4-yl}--
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mass 03

N-(4'-fluorobi phenyl -2-yl)-2-{1-
whemghdpeperi din-4-yl}- 1, 3-thiaz
N- (4' - chl or obi phenyl - 2-yl)-2-{1-
hi oyl ] pi peridin-4-yl}- 1,3-thiaz
FORMULA NmvaRssor 05 C - 365 -

[ (pentyl am no) car bonot

ol e- 4- car boxaPC TEPM4/605931
[ (pentyl am no) car bonot

ol e- 4- car boxam deNo.
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No. FORMULA Nr'r‘:';:'
4 [
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e- 4- car boxam de 06
2-{1-[ (i sobutylam no)carbon
3-t hi azol e- 4- car boremER®NO005931

pi peridin-4-yl}-1,3-thiazo

N-(4' -fl uorobi phenyl -2-yl)
wordsoydippi peridin-4-yl}- 1

FORMULA NVR or mass 07

N- (4' - chl or obi phenyl - 2-yl)-2-{1-[ (i sobutyl am no) car bon
ot hi oyl ] pi peridin-4-yl}- 1,3gghi azol e-4-ca. rboxam de
08

N-(4' -chl oro-5-fl uorobi phenyl -2-yl)-2-{1-[ (i sobutyl am

no) car ponot i oyt |- NMR or
Nopi [peri di n-4-yl}-1, 3-t hiF@RMW.A4- car boxani de mass
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N-(4'-fl uorobi phenyl
wmoejosaodiesot hi oyl } -

pi peridin-4-yl)-

NVR or mass 10

N-(4' - chl or obi phenyl

noj - car bonot hi oyl } -

-2-yl)-2-(1-{[ (3- nmet hoxypropyl ) am

PCT/EP2004/005931

pi peridin-4-yl)-1, 3-thiazol e-4-carboxani de 11

1, 3-t hi azol e- 4- car boxam deNo. FORMJLA

-2-yl) =36t 1-{[ (3-nmet hoxypropyl)am

N (4 —-chioro-5-f1uorobi phenyl=2=yI )= 2=(1T-{ (3- "eT NOXNRAR or
No. d)pyl ) - ani no] car bopot hF@?M}-"—A : mass
ettr—4=yH~—t3=thi-azote—4-—carboxamde—12No-
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mass O 13 HN net hyl
N-{[4-(4-{[ (4" -fluorobi phenyl -2-yl)am no] carbonyl }-1,3

WO tdvsaaxbs 2- yl ) - pi peridin-1-yl ] carbonot hi oyl } pdEPIVA1/€05931
O 14 HN net hyl

N-{[4-(4-{[ (4" -chl orobi phenyl -2-yl )am no] carbonyl }-1,3

-thiazol -2-yl) - - 368 - .
pi peri di n-1-yl]carbonot hi oyl } gl yci nat eNo. FORMULA -
NVRor '
No. FORMULA . NMR or
mass
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mass 15 nmethyl N - - '-chloro-

M uor obi phenyl -yl Jam noJcar bonyl H. St hi azol -

wQ@2005pmiper i di n- 1-yl ] car bonot hi oyl } gl yci nat e 1BCT/EP2004/005931
N-(4' -fl uorobi phenyl -2-yl)-2-(1-{[ (2-nmet hoxyet hyl )am n

0] - car bonot hi oyl } -

pi peridin-4-yl)-1, 3-thi azot86%-car boxanm deNo. FORMULA

- NVMR or mass 17

N- (4 -chlorobiphenyl-2-y|)-2-(1-{[(2-nefhoxyethy|)anin

oj-carbonothloyl}
Noilperidin-4-yl)-1, 3- t hNF@BYPLA4- car boxani de

NMR or
mass
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N-(4' -chl oro-5-fl uorobi phenyl -2-yl)-2-(1-{[ (2-nmet hoxye
w0 boospearesio] - car bonot hi oyl } PCT/EP2004/005931

pi peridin-4-yl)-1, 3-thiazol e-4-carboxam de 19 net hyI

N-{[4-(4-{[(4" -et hyI bi phenyl -2-yl)am no] car bonyl } -

t hi azol -2-yl) - 370 -

pi peridin-1-yl]carbonot hi oyl }-bet a- al ani-pat eNo.

FORMULA NmvaRssor 20 net hyl

NT{T 4- (4- 4' -fl uorob 2-yl)am no carbon I'}- Ineg
N°--1§1i[azg| {[§/|) - #8&‘1&8&’,& " | ? m:»:r

piperidin-I-yl ] car bonot hi oyl J- bet a- al ani nat € 21 net hyl
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-t hi azol -2-yl) -
W

955 N N/&
: ™0 ‘ N\ S
0 \ ,

o)

/ 2N
956 ' \ " ©
_ S NH N/§

-1 957 N HN :
‘ N
. | _ N \‘(

0
958 /&
NH N




pi peridin-1-yl]carbonothi oyl }-bet a-al ani nat eNo.
FORMULA NVR or mass 22 HN F net hyl

wqope314s { [ (4' - chl or o- 5-f | uor obi phenyl - 2- yl ) amiTrEPma4/05931
onyl }-1, 3-
t hi azol - 2-yl ) pi peri di n-1-yl ] car bonot hi oyl } - bet a- al ani n
ate sg NH 23 HN -371-

No. FORMULA . NMR or
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N-(4' -fluorobi phenyl -2-yl)-2-(1-{[ (1- et hyl butyl)am no
] - car bonot hi oyl } -
w@r@enodes- 4-yl ) - 1, 3-t hi azol e- 4- car boxam deNo. PEODRRMILA005931
NVR or mass S NH 24 HN
N-(4' -chl or obi phenyl - 2-yl)-2-(1-{[ (1- et hyl butyl ) am no
] - car bonot hi oyl } - -372- .
pi peridin-4-yl)-1, 3-thiazol e-4-carboxam de 25 HN F

NMR or
mass

No. FORMULA
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N-(4' -chl or o-5-f | uorobi phenyl - 2-yl)-2-(1-{[ (1- et hyl bu
tyl)am no] - carbo pot hi oyl }
w@r@enodes- 4-yl ) - 1, 3-t hi azol e- 4- car boxam de NVRPOT/END04/005931
FORMULA mass 26
N-(4'-fluorobi phenyl -2-yl)-2-(1-{[(2-nmet hyl butyl)am no
] car bonot hi oyl } - - 373 -
pi peridin-4-yl)-1, 3-thiazol e-4- car boxani de 27 '
N- (4' - chl or obi phenyl - 2-yl)-2-(1-{[(2-met hyl butyl ) am no

T -[car bonot hi oyl }- NMR or
N°p| peridin-4-yl)-1,3- t hFQRMULAA- car boxani deNo. FORNUL Anass

NrivelRssor—28

NH(4' -chl oro-5-f1 uorobi phenyl\z yl)-2-(1-{[(2-met Ryl bu
tyl)am no] - car bonot hi oyl } _

R

| 968 NH
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2-(1-{[(cyclopropylmethyl)aminojcarbonothioyl}piperidin-4-yl)-N-(4-methoxy-
biphenyl-2-yl)-1,3-thiazole-4-carboxamide
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pi peridin-4-yl)-1, 3-thiazol e-4-carboxam de 29 O 30No.
FORMULA NmvaRssor -NH / J 31 32
wWONR({04/08F1k&10r obi phenyl - 2-yl ) -2- (1- {f ( 3- met hyl bupgt/ErPavnsnes5931
] - car bonot hi oyl } -
pi peridin-4-yl)-1, 3-thiazol e-4-carboxam de 33
-374 -

No. FORMULA . NMR or
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N-(4' -chl or obi phenyl - 2-yl)-2-(1-{[ (3- et hyl butyl ) am no
] - car bonot hi oyl } -
w@r@enodes- 4-yl ) - 1, 3-t hi azol e- 4- car boxam deNo. PEODRRMILA005931
NVR or nmass 34
N-(4'-chl oro-5-fl uorobi phenyl -2-yl)-2-(1-{[ (3-net hyl bu
tyl)am no] - car bonot hi oyl } -375-
pi peridin-4-yl)-1, 3-thiazol e-4- carboxani de 35 .
N—(4 - et hyl bi phenyl - 2-yl ) - 2- (1- hexanoy! pi peri di n- 4-yl)

~3-thiazol e-4- carboxam de 36 NMR or
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t hi azol e-4-car boxanm deNo. FORMULA NMR or

mass 37

N-(4' -fl uorobi phenyl -2-yl)-2-(1-hexanoyl pi peri di n-4-yl

w0 2ab58031k8 azol e- 4- car boxanmi de 38 CI N-( PCT/EP2004/005931
4' - chl or obi phenyl - 2-yl ) -2-(1- hexapoyl pi peridin-4-yl)-1
, 3-thiazol e-4- carboxam de %ggb. FORMULA NmMVaRssor 40

No. FORMULA NMR or
mass
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N-[2-pyrrolidin-1-yl-5-(trifluoromethyl)phenyl]-2-[1 -(3,3,3-triﬂuoropropyl >
piperidin-4-yl}-1,3-thiazole-4-carboxamide




41

2- (1- hexanoyl piperidin-4-yl)-N[3" -(trifluoronethyl)bi
w@bmeswh312s yl |- 1, 3-t hi azol e- 4-carboxam de 42 aPCT/EP2004/005931
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(trifluoromethyl)phenyl]-1,3-thiazole-4-carboxamide '
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N-ethyl-4-[4-({[4'-(triﬂuoromethoxy)biphenyl-2-y|]amino}carbonyl >-1,3-
thiazol-2-yl]piperidine-1-carboxamide
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2-{1-[(acetylamino)carbonothioyl]piperidin-4-yl}-N-[4-(trifluoromethoxy)-
biphenyl-2-yi]-1,3-thiazole-4-carboxamide
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1,3-thiazole-4-carboxamide
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2-[1-(3-pyridin-3-ylpropanoyl)piperidin-4-yl]-N-[4'-(trifluoromethoxy)biphenyl-
2-yl]-1,3-thiazole-4-carboxamide

1066

N-(4'-chlorobiphenyl-2-y!)-2-[1-(3-pyridin-3-ylpropanoyl)piperidin-4-yl}-1,3-
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2-{1-[(pyridin-4-ylthio)acetyi]piperidin-4-yl}-N-[4'- (trifluoromethoxy)biphenyl-
2-yl]-1,3-thiazole-4-carboxamide
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N-(4"-fluorobiphenyl-2-yl)-2-{1-[(pyridin-4-yithio)acetyl]piperidin-4- -yi}-1,3-
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WO yloppozes i di n-4-yl}-N-[2-pyrrolidin-1 -yl-5- PCT/EP2004/005931
(trifluoromethyl)phenyl]-1,3-thiazol e-4-car boxam de
001
2-{1-[(4-chl orophenoxy) acetyjgpi peri di n-4-yl }- N-(4' - et
hylblphenyl 2-yl)-1, 3-

NMR or

No. FORMULA _mass.

OY\/YO
N
1102 | \—S‘O
- HN
NS
N-(4'-chlorobiphenyl-2-yl)-2-[1-(5-oxohexanoyl)piperidin-4-yl]-1,3- thiazole-4-
carboxamide
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2-[1-(5-oxohexanoyl)piperidin-4-yl]-N-{3'-(trifluoromethyl)biphenyl-2-yl}-1,3-
thiazole-4-carboxamide




t hi azol e- 4- car boxam deNo. FORMULA NmvaRssor 002

2-{1-[(4-chl orophenoxy)acetyl]piperidin-4-yl}-N(4"-fl
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2-{1-](3-chlorophenoxy)acetyi]piperidin-4-yl}-N-{4'-(trifluoromethoxy)-
biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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N-(4'-chlorobiphenyl-2-yl)-2-{1-[3-(2-chlorophenyl)propanoyl]piperidin-4-yl}-
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thiazole-4-carboxamide
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N-(4'-chlorobiphenyl-2-yl)-2-(1-hex-5-enoylpiperidin-4-yl)-1,3-thiazole-4-
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N-(4'-chlorobiphenyl-2-yl)-2-{1-[(methyithio)acetyl]piperidin-4-yl}-1,3-
thiazole-4-carboxamide
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2-{1-[(methylthio)acetyl]piperidin-4-yl}-N-[3"-(trifluoromethyl)biphenyl-2-yi]-
1,3-thiazole-4-carboxamide '

1145

-0

F

N-(4'-chloro-5-fluorobiphenyl-2-y1)-2-{1 -[(methylthio)acetyl]piperidin-4~yl}-
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NMR or
No. FORMULA mass
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ethyl N-({4-[4-({[4-(trifluoromethoxy)biphenyl-2-ylJlamino}carbonyl)-1,3-
thiazol-2-yl)piperidin-1-yl}carbonothioyl)glycinate
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082 083 084No. FORMULA NMR or mass 085

2-{1-[(2-chl orophenoxy) acetyl ] pi peridin-4-yl}-N(4"-et
whydosiophienyl - 2-yl ) - 1, 3- thiazol e- 4- car boxam depOBBP2004/005931

N-(4' -chl orobi phenyl - 2-yl)-2-{1- [(2 chl or ophenoxy) acet

yl ] piperi din-4-yl}-1,3- thiazol e-4-carboxani de 087

- 439 -

NMR or

0

H
/\/lk/"‘ S
T

1164

ethyl N-({4-[4-({[3"- (trlfluoromethyl)blphenyl 2-yl]am|no}carbonyl) -1,3-thiazol-
2-ylpiperidin-1-yl}carbonothioyl)glycinate
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F

ethyl N-({4—[4-({[4'-(trifluorométhoxy)biphenyI-Z-yl]amino}carbonyl)-1 ,3-
thiazol-2-yl]piperidin-1-yf}carbonothioyt)alaninate
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2-{1-[(2-chl orophenoxy) acetyl ] pi peridin-4-yl}-N(4"-ne

t hyl bi phenyl -2-yl)-1, 3- thiazol e-4-car boxam deNVRor
woosBR8IILA nmass aU 088

PCT/EP2004/005931

2-{1-[(2-chl orophenoxy) acetyl ] pi peridin-4-yl}-N[3" - (t
rifluoromnethyl)biphenyl- 2-yl]-1

, 3-t hi azol e- 4- car boxam de 0&83he. FORMULA NmivaRssor 090
HN F F - :
2-{1-[(pyridin-4-ylthio)acetyl]piperidin-4-yl}-N[4"-(
trfi fTuor omet hoxy) bi phenyT -
No. y)brp FORMULA N"“f;:'
3 S
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ethyl N-({4-[4-({[3'-(trifluoromethyl)biphenyl-2-yljJamino}carbonyl)-1,3-thiazol- | -

2-yl]piperidin-1-yl}carbonothioyl)alaninate
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2-yl]-1, 3-thi azol e-4-car boxam de 091 HN
N-(4'-fluorobi phenyl-2-yl)-2-{1-[(pyridin-4-ylthio)ace

wo ydoppozes i di n-4-yl }-1, 3- thiazol e-4- car boxam BleMaP2004/005931
FORMULA NmvaRssor 092
N-(4' -chl or obi phenyl -2-yl)-2-{1-[(pyridin-4-ylthio)ace
tyl]piperidin-4-yl}-1,3- thiggg0l e-4-carboxam de 093
094No. FORMULA NmivaRssor 095 ' :

NMR or

No. FORMULA
mass .
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2-{1-[{ethylamino)carbonothioyl]piperidin-4-yl}-N-[3"-(trifluoromethyl)-
biphenyi-2-yl]-1,3-thiazole-4-carboxamide
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2-{1-[(propylamino)carbonothioyl]piperidin-4-yi}-N-[{4'-(trifluoromethoxy)-
biphenyl-2-yl]-1,3-thiazole-4-carboxamide




N- (4' - chl or obi phenyl - 2-yl ) -2-[1- (4- oxopent anoyl ) pi peri
din-4-yl]-1, 3-thiazol e- 4-carboxam de 096
woR(s/oe:edyl bi phenyl - 2-yl ) -2-{1-[ (4-f| uor ophenexyEPmO1/§05931
|']pi peridin-4-yl}-1,3- thiazol e-4-carboxam de 097 #No.
NVR or FORMULA mass 098 099 N/ O 100
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2-{1-[(propylamino)carbonothioyl]piperidin-4-yl}-N-[3'-(trifluoromethyl)-

biphenyi-2-yl]-1,3-thiazole-4-carboxamide




101No. NMR or FORMULA mass 102

N-(4' - chl orobi phenyl -2-yl)-2-[ 1- (5- oxohexanoyl ) pi peri d
WO m004/093128 1, 3-t hi azol e- 4- car boxani de 103 O 10ECT/EP2004/005931

2-[1- (5- oxohexanoyl ) pi peridin-4-yl]-N-[3" -(trifluorone

thyl)bi phenyl -2-yl]-1,3- thiazol e-4-carboxam deNo.

FORMULA NVR or nass -443 -

NMR or

No. FORMULA mass
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2-{1-[(butylamino)carbonothioyl]piperidin-4-yl}-N-[4'-(trifluoromethoxy)-
biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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105 106 107
2-{1-[3-(2-furyl)propanoyl ] piperidin-4-yl}-N[3 -(trif

wo pwsooesbdyl ) bi phenyl - 2-yl ] - PCT/EP2004/005931
1, 3-t hi azol e- 4- car boxam deNo. FORMJULA NMRor nmass 108
2-{1-[(3-chl orophenoxy) acetyl ] pi peridin-4-yl}-N(4'-et
hyl bi phenyl -2-yl)-1, 3- thi azae- 4- car boxam de 109
2-{1-[ (3-chl orophenoxy) acetyl ] piperidin-4-yl}-N-[4" -(t
rifl uoronet hoxy) - '

: NMR or
No. FORMULA mass
N_ s
g
N
87N

1179 \=S$°
F> iF HN

2-{1 -[(butylamind)carbonothioyl]piperidin~4-y]}-N-[3'-(triﬂUOrome’thyl)—
biphenyl-2-yi]-1,3-thiazole-4-carboxamide ’

H
N_ _S
/\/\/T

1180 S%§‘°
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2-{1-[(pentylamino)carbonothioyl}piperidin-4-yl}-N-[4'-(trifluoromethoxy)-
biphenyl-2-yl}-1,3-thiazole-4-carboxamide

A
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bi phenyl - 2-yl]-1, 3-thi a2d e- 4- car boxam de 110
N-(4' - chl orobi phenyl -2-yl)-2-{1-[(3-chl orophenoxy) acet

wq bdopiomaes di n- 4-yl }-1, 3- thiazol e-4-car boxanm deddOEPNNA05931
or FORMULA mass 111
2-{1-[ (3-chl orophenoxy) acetyl | pi peridin-4-yl}-N[3"-(t
rifluoronethyl)bi phenyl - 2-g45-1 ,
, 3-thi azol e- 4- car boxam de NH 112 C

NMR or

No. FORMULA mass
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2-{1-[(pentylamino)carbonothioyl)piperidin-4-y}-N-[3'-(trifluoromethyl)-
biphenyl-2-yl]-1,3-thiazole-4-carboxamide .
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2-{1-[(isobutylamino)carbonothioyl]piperidin-4-yl}-N-{4'-(trifluoromethoxy)-
biphenyl-2-yl}-1,3-thiazole-4-carboxamide
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113 N*A' - chl or obi phenyl *-yO
-ti-p~a-chl orophenyQor opanoyl | pi peri di n*-yl }-

wd 2®spbs12z ol e- 4- car boxam deNo. NVR or FORMULA PEEEPD4005931
2-{1-[3-(2-chl orophenyl ) propanoyl ] pi peridin-4-yl}-N[3
"-(trifluoronethyl)-
bi phenyl - 2-yl ]-1, 3-t hi azol e-4#6Gar boxam de 115
2-{1-[3-(4-chl orophenyl ) propanoyl ] pi peridin-4-yl}-N-(4
" - et hyl bi phenyl -2-yl)- 1, 3-thiazol e-4-car boxam deNo.

FQ or nmass 4 NMR or
No. FORMULA mass
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N-(4' - chl or obi phenyl
w@aovepb3ips peridi n-4-yl }-

118No. FORMULA NMR or mass 119 120

N- (4' - chl or obi phenyl

eridin-4-yl}-1,3-thiazol e- -4ggar boxam de 121No.
FORMULA NmVaRssor '

-2-yl)-2-{1-[3-(4-chl orophenyl ) pro
1, 3-t hi azol e- 4- car boxeai/@r2024/005931

-2-yl)-2-{1-[(ethyl thio)acetyl]pip

No.

FORMULA

NMR or
mass
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/O\/\/NYS
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2-(1-[(3- methoxypropyl)amlno]carbonothsoyl}plper|d|n-4 yl)-N-[4'-(trifluoro-

methoxy)biphenyl-2-yl]-1,3- thlazole-4-carboxam|de
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122

2-{1-[(ethylthio)acetyl]piperidin-4-yl}-N[3

wo oovepbBikg bi phenyl - 2-yl]-1, 3- thiazol e-4- car bORGITER®04/005931

123

N-(4' -chl oro-5-f | uor obi phenyl

cetyl]piperidin-4-yl}-1, 3- t4ygazol e- 4- car boxam de
124No. FORMULA NMR or mass 125
2- {1 [{4E) hex- 4- enoyl]plperldln 4-yl}- N—[4 (trlfluoro

-(trifluo

-2-yl)-2-{1-[(ethyl thio)a

ne
No.

hoxy) bi phienyt 2=yt =1, 3= thiazote- 4=carboxam ug
FORMULA

NMR or
mass
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F> iF HN
2-(1-{[(3-methoxypropyl)amino]carbonothioyl}piperidin-4-yl)-N-[3'-(trifluoro-
methyl)biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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F
methyl N-({4-[4-({[4'-(trifluoromethoxy)biphenyl-2-ylJamino}carbonyl)-1,3-
thiazol-2-yl]piperidin-1-yl}carbonothioyl)glycinate
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N-(4' - chl orobi phenyl -2-yl)-2-{1-[ (4E) - hex- 4- enoyl ] pi pe

WO babsne3a28/1 }- 1, 3-t hi azol e- 4-car boxam de 127 PCT/EP2004/005931
2-{1-[(4E) - hex-4-enoyl ] pi peridin-4-yl}-N-[3"-(trifluor
onet hyl ) bi phenyl -2-yl]- 1, 3-thi azol e- 4- car boxam deNo.

FORMULA NVR or mass 128 a -449-

N - chl or o- S-f 1l uor obi phenyl A-yl ~-fi - AEAhexA- enoyl Jpi pe

ridin?-ylJ-1.Sthiazol e- 4-carboxamn de

NMR or
mass

No. FORMULA
/
)
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1195 =

methyl N-({4-[4-({[3'-(triﬂuoromethyl)biphenyl-2-yl]amino}cérbonyl)—1 3=
thiazol-2-yl]piperidin-1-yl}carbonothioyl)glycinate

1196 ‘ o)

£00

2-(1-{[(2-methoxyethyl)amino]carbonothioyl}piperidin-4-yl)-N-[4'-(trifluoro-
methoxy)biphenyl-2-yl]-1,3-thiazole-4-carboxamide




129 O 130

N- (41 - chl or obi phenyl -2-yl)-2-{1-[4-(di et hyl am no)-4-o0
woedwsesies/| | pi peri di n- PCT/EP2004/005931

4-yl }-1, 3-thiazol e- 4-car boxam deNo. FORMJLA NmVaRssor

131 132

2- (1- hex- 5-enoyl pi peri di n-44 Fb) N-[4"-(trifluoronethox

y) bi phenyl -2-yl]-1, 3- thiazole-4-carboxan db 133

N—(4'-ch|orob|phenyl 2-yl)-2-(1- hex-5-enoyl pi peridin-4

) ——3—thiazete—4 MR <
. - or
No. FORMULA mass
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1199 N

methyl N-({4-[4-({[4'-(trif|uoromethoxy)biphenyl-2-y|]amino}carbonyl)—1 ,3-
thiazol-2-yl]piperidin-1-yl}carbonothioyl)-beta-alaninate




car boxam deNo. FORMULA NMRor mass 134
2-(1-hex-5-enoyl piperidin-4-yl)-N[3" -(trifluoronethyl

wQ boophenys - 2-yl ] -1, 3- thiazol e-4-carboxani de 1B81/EP2004005931
N-(4' -chl oro-5-f | uorobi phenyl - 2-yl ) - 2- (1- hex- 5- enoyl pi
peridin-4-yl)-1,3- thiazol e-4-carboxam de 136NVRor No.
FORMULA mass 137 -451- ,

. NMR or
No. FORMULA : mass .
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N- (4' -chl or obi phenyl - 2-yl)-2-[1-(3- et hoxypropanoyl ) pi p

eridin-4-yl]-1,3- thiazol e-4-carboxam de 138 139No.
wo-gRbobA2NTVERssor 140 s 141 PCT/EP2004/005931

2-{1-[ (methyl thio)acetyl]piperidin-4-yl}-N[4 -(triflu

or onet hoxy) bi phenyl -2-yl]- 1, 3-thi azol e- 4-car boxam de

142No. FORMULA NMR or mass-452 -

NMR or

No. FORMULA mass
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F

2-(1-{[(1-methylbutyl)amino]carbonothioyl}piperidin-4-yi)-N-[4"-(trifluoro-
methoxy)biphenyl-2-yi}-1,3-thiazole-4-carboxamide
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143 HN

N-(4' - chl or obi phenyl
w@eoosdonz2st-yl } -1, 3-

2-{1-[(met hyl thi o) acetyl ] pi peridin-4-yl}-N[3l

145 HN F

-2-yl)-2-{1-[ (met hyl t hi o) acetyl ] pi

t hi azol e- 4- car boxam de 144pEr/EPM045931
-(triflu

or onet hyl ) bi phenyl - 2-yl ] - 1,435-3t hi azol e- 4- car boxam de

No.

FORMULA

NMR or
mass

1206

2-(1-{[(1-methylbutyl)amino]carbonothioyl}piperidin-4-yl)-N-[3'-(trifluoro-
methyl)biphenyl-2-yl]-1,3-thiazole-4-carboxamide

1207

F

2-(1 -{[(2-methylbutyl)amlno]carbonothnoyl}p|per|d|n-4-yl)-N-[4'-(triﬂuoro-
methoxy)biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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N-(4' -chl oro-5-f 1 uor obi phenyl
acetyl ] piperidin-4-yl}-

-2-yl)-2-{1-[ (net hyl t hi 0)
1, 3-t hi azol e- 4- car boxam deNo.

wO-ORMLA2NVR or nmass 146 PCT/EP2004/005931
2-(1-{[ (2-net hyl prop-2-en-1-yl)am no] car bonot hi oyl } pi p
eridin-4-yl)-N[4"-

(trifluoronethoxy)bi phenyl -

am de 147 148No. FORMULA NmvaRssor 149
2- (1 {[(2 nethylprop 2-en-1- yl)an1no]carbonothloyl}plp

25ml-] -1, 3-t hi azol e- 4- car box

er

No( t

O 4=y ) =N 3=

r|fIuoronethyl)blpheﬁﬂRMy@A]-l 3-thiazol e-4-car

b NMR or
OXthass
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2-(1-{[(2-methylbutyl)amino]carbonothioyl}piperidin-4-yl)-N-[3'-(trifluoro-
methyl)biphenyl-2-yl]-1,3-thiazole-4-carboxamide

1211

J O~




150

2-{1-[ (allyl am no) car bonot hi oyl ] pi peridin-4-yl}-N-[4"-
W@ oosobaies onet hoxy) - PCT/EP2004/005931

bi phenyl - 2-yl]-1, 3-thi azol e- 4- car boxan de 151No.

FORMULA NmvaRssor 152 W 153

2-{1-[ (al I yl ani no) car bonot APyl | pi peri din-4-yl}-N-[3' -

(trifluoronethyl)biphenyl- 2-yl]-1
,3-thiazol e-4-carboxani de 154

[ \NRY

TYl)-N-[4"-(trifluoro

i N-NAIR or
mass

[ No. 3 (1-{[(2-furyl et hy:‘lée%ggxcar bonot hi oyl } pi perid

-l /s>-~c>~<g*ﬂ

£ O

1214

1215

2-(1-{[(3-methylbutyl)amino]carbonothioyl}piperidin-4-yl)-N-[4'-(trifluoro-
methoxy)biphenyl-2-yi}-1,3-thiazole-4-carboxamide




bi phenyl - 2-yl]-1, 3-t hi azol e- 4- car boxam deNVR or No.
FORMULA mass 155 O 156

WQ@2(03/0§J162- f ur yl net hyl ) am no] car bonot hi oyl } pi peeT/8P1904605931
yl)-N-[3"-(trifluoronethyl)
bi phenyl -2-yl]-1, 3-thi azol e- 4- car boxam de 157 net hyl
2-[({4-[4-({[4 - 456 - .
trifluoronmethoxy)bi phenyl - 2-yl ] am no}carbonyl)-1, 3-
t hi azol - 2-vy

pilperi di n-1-yl ) car bonopRj am no] but anoat eNo. NMR or
NOFQRMULA NMVR or FBRAGLA _ mass

1217

1218 S




mass 158 W 159 \ 160 net hyl

2-1({4-[4-({[3 -(trifluoronethyl)biphenyl -2-yl]am no}c
wa@edenoyd)s 1, 3- PCT/EP2004/005931

t hi azol - 2-yl ] pi peri di n-1-yl } car bonot hi oyl ) am no] but ano

ateNo. FORMULA NWR or mass 161 et hyl

N-({4-[4-({[4" -(trifluoronmeudbdxy)bi phenyl -2-yl]am no}c

arbonyl)-1, 3- _ _ S

NMR or

No. FORMULA macs

N-(4'-chlorobiphenyl-2-yl)-2-(1-pent-4-en-1-ylpiperidin-4-yl)-1,3-thiazole-4-
carboxamide .

2

- L
N
| O)\(-YO
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N-(4'-chloro-5-fluorobiphenyl-2-yi)-2-(1-pent-4-en-1-ylpiperidin-4-yl)-1,3-
thiazole-4-carboxamide




t hi azol - 2-yl ] pi peri di n-1-yl } car bonot hi oyl ) gl yci nate
162 163NMRor No. FORMULA mass 164 et hyl

woRqofaed14s ({[3' - (trifluoronethyl)bi phenyl - 2- yl pearEPmpoens931
rbonyl)-1, 3-thi azol -
2-yl ] pi peridin-1-yl}carbonot hi oyl )glyci nate 165 et hyl
N-({4-]4- ({[4'-(trif|uoroneub@xy)biphenyl-2-y|]an1no}c

ar bonyl) -
t hi azol - 2- y|]p|perldln 1- yl}carbonothloyl)alanlnate
T§6No. FORVOCA NMVERSOST 167 NMR or
No. FORMULA
mass
F
F
Iy
1222

F
N-[4* (tnﬂuoromethoxy)blphenyl -2-yl]-2-{1-(3, 3 3- trlﬂuoropropyl)plperld|n-4- ‘
yl}-1,3-thiazole-4-carboxamide

F

1223 ' N=

N-(4'-fluorobiphenyi-2-y1)-2-[1-(3,3,3-trifluoropropyl)piperidin-4-yi}-1,3-
thiazole-4-carboxamide

1224 Nz:%i:?>
. N

N-(4'-chlorobiphenyl-2-y1)-2-[1-(3,3,3-trifluoropropyl)piperidin-4-yl}-1,3-
thiazole-4-carboxamide




s NHJ j sg N 168 \ r HN ethyl
N-({4-[4-({[3 -(trifluoronethyl)biphenyl-2-yl]am no}ca
WO bapodi2d, 3-t hi azol - PCT/EP2004/005931
2-yl ] pi peridin-1-yl}carbonot hi oyl )al ani nate 169 No.
FORMULA NmvaRssor 170 171
- 459 -

NMR or

No. FORMULA mass
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N
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F

N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-[1 (3 3,3- trlfluoropropyl)plperldm 4-yl}-
1,3-thiazole-4-carboxamide

1226

N
0

N-(4'-chlorobiphenyl-2-yl)-2-[1-(2-methylpentyl)piperidin-4-yl]-1,3-thiazole-4- |-

1227

carboxamide
\/{
S\S_SL

55

F

2-[1-(2-ethythexyl)piperidin-4-yl}-N-[4'-(trifluoromethoxy)biphenyl-2-yl]-1,3-
thiazole-4-carboxamide




2-{1-[ (et hyl am no) car bonot hi oyl ] pi peridin-4-yl}-N[3'-

(trifluoronethyl)-

whe@semiks 2-yl ] -1, 3-t hi azol e- 4- car boxam de 172PCT/EP2004/005931
2-{1-[ (propyl am no) car bonot hi oyl | pi peridi n-4-yl}-N-[44

trifluoronet hoxy)

bi phenyl -2-yl]-1, 3-t hi azol e480car boxani deNo. FCRI\/ULA

NVR or nass 173 174 O W 175

2-{1-[ (propyl ani no) carbonot hi oyl | pi peridin-4-yl}- I\I- [ 3-
No-(t rifluoromethyl)- FORMULA N'lxl;:r

1228
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2-[1-(2-ethylhexyl)piperidin-4-yl]-N-(4'-fluorobiphenyl-2-yl)-1,3-thiazole-4-

1229

carboxamide
\/S'P/
S\_\L

Wave

N-(4'-chlorobiphenyl-2-yl)-2-[1- (2-ethylhexyl)p|per|d|n—4-yl] -1,3-thiazole-4-
carboxamide _
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bi phepyl - 2-yl]-1, 3-thi azol e- 4- car boxam deNo. FORMJLA

NmveRsosr 176

wQ@2qo3/0p(1kit yI am no) car bopot hi oyl ] pi peri di p- 4- yb¢F/RP§044/6005931

(trifluoromethoxy) -

bi phenyl - 2-yl]-1, 3-thi azol e- 4- car boxam de 177 178No.

FORMULA NVR or nass 179  -461-

2-{1-[ (butyl am no) car bonot hi oyl ] pi peridin-4-yl}-N][3'-

(trifluoronmethyl)-

Nopiphenyl-2-y|]-1,3-thiea&hgiﬂ-carboxanide 180

NMR or
mass

N
1231 5\8

2-[1-(2-ethyihexyl)piperidin-4-yl]-N-[3'-(triflucromethyl)biphenyl-2-y{}-1,3-
thiazole-4-carboxamide :

¥
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N-(4'-chloro-5-fluorobiphenyl-2-yi)-2-[1 (2-ethylhexy|)plperldm-4 -yl]-1,3-
thiazole-4-carboxamide




2-{1-[ (pentyl am no) car bonot hi oyl ] pi peridin-4-yl}-N[4
-(trifluoronethoxy)-

whe@semiks 2-yl ] -1, 3-t hi azol e- 4- car boxam de 181INOT/EP2004/005931
FORMULA NVR or mass 182 \\ 183
2-{1-[ (pentyl am no) car bonot hi oyl ] pi peridin-4-yl}-N[3
-(trifluoromethyl)- -462 -
bi phenyl - 2-yl]-1, 3-thi azol e- 4- car boxam de 184
2 {1 [(| sobut yl am no)carbonoth| oyl ] pi peri di n-4- yI} N[

A (triftuoro NMR or
No. FORMULA mass
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2-[1 -(3-phenylpropy|)piperidin-4-y|]-N-[4'-(triﬂuoromethoxy)biphenyl-z-yl]-
1,3-thiazole-4-carboxamide
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bi phenyl - 2-yl]-1, 3-t hi azol e- 4- car boxam deNo. FORMULA
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>

2-{1-[4-(dimethylamino)-4-oxobutanoyl]piperidin-4-yl}-N-[4'-(trifluoro-
methoxy)biphenyi-2-yl]-1,3-thiazole-4-carboxamide
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t hi azol e- 4- car boxan deNo. FORMJULA NMR or
N- C*- et hyl bi phenyl -

mass 449

WO y008/003126. a. a-tri fl uor opropyQpi peri di n*-yl | - i pet/BPBBO005931

e- 4-carboxam de 450

N-[3" - (trlfluoronethyl)blphen I-2 yI] 2-[1-(3,3,3-trif

| uor opr opyl ) pi peri di n-4-yl } 52
1, 3-t hi azol e- 4- car boxani de 451

N-(4'-fluorobi phenyl-2-yl)-2-[1-(2- nethylpenlvl)plpen

di n -4-yi]-1,3-thiazo|e boxam deNo. FORMJLA NMR or
No-NirvaRs s or SRMGEA : mass
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\\N/E\J/“\fyo
| N
39\;4
1430 \;:Sﬂ
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HN
2-{1-[4-(dimethylamino)-4-oxobutanoyl]piperidin-4-yl}-N-(4'-fluorobiphenyl-2-
yl)-1,3-thiazole-4-carboxamide
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452 O W 453 454 O 455No. FORMULA NmivaRssor

HN 2-[ 1- ( 3- phenyl propyl ) pi peridin-4-yl]-N[3

w0 ¢dosiddieor onet hyl ) bi phenyl -2-yl]-1, 3-

t hi azol e- 4- car boxam de

- 523 -

456 457 \ F

PCT/EP2004/005931

No.

FORMULA

NMR or
mass
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2-{1 -[4-(dimethylaminb)-4-oxobutanoyf]piperidin-4-y|}-N-[3'-(triﬂdoromethyl)—

biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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N-(4'-fluorobiphenyl-2-yl)-2-(1-hex-5-enoylpiperidin-4-yl})-1,3-thiazole-4-
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carboxamide
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458 \ / HN F
N-(4' -chl oro-5-fl uorobi phenyl -2-yl)-2-[1-(3-phenyl prop

wq kgopiomaes di n-4-yl]-1, 3- thiazol e-4-car boxamnm deddOEP2004/005931
FORMULA NVRor mass 459 net hyl
6-{4-[4-({[4" -(trifluoromethoxy)biphenyl-2-yl]am no}ca

rbonyl)-1, 3- thiazol-2-y|]b§

ridin-1-yl } hexanoate 460

No.

NMR or
mass

1436

2-[1-(3-ethoxypropanoyl)piperidin-4-yl}-N-[4'-(trifluoromethoxy)biphenyl-2-

yl]-1,3-thiazole-4-carboxamide
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e

2-[1-(3-ethoxypropanoy!)piperidin-4-yl]-N-(4'-fluorobiphenyl-2-yi)-1,3-
thiazole-4-carboxamide
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met hyl
[4-(4-{[ (4" -fluorobi pheny!-2-yl)am no] carbonyl }-1, 3-

6-

W0 booapadi2®- yl ) -

FORMULA NrvaRsosr 462 net hyl
6-{4-[4-({[3" -(trifluoronethyl)biphenyl-2-yl]am no}car

bo
46
N-

nyl)-1, 3- thiazol-2-yl] pigpsr-i di n-1-yl } hexa poate

3

pi peridin-1 -yl]hexanoate 461 BINDEP2004/005931

(4'-chl oro-5-fl uorobi phenyl 2-y|)-'2-{1-[(22)-3-pyrid

I N
N0p|

—4-yrprop- Z-en- 1-yi]=
peridin-4-yl}-1, 3-t hifF@RMWAL- car boxani de 464No.

NMR or
mass

=DM A— B I\
FURIVOLA NIVRUT

1439
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N-(4'-chloro-5-fluorobiphenyl-2-yi)-2-[1-(3-ethoxypropanoyl)piperidin-4-yl}-
1,3-thiazole-4-carboxamide
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N-(4'-chlorobiphenyl-2-yl)-2-{1-[2-hydroxy-4- (methylth|o)butanoyl]p|pend|n-
4-yl}-1,3-thiazole-4-carboxamide
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mass 465 466

N-(4' -chl oro-5-fl uorobi phenyl -2-yl) - 2-

qui nolin-2-y

[1-(
wo p@shyddpi peri din-4-yl]- 1, 3-thi azol e- 4- car bORGITER®04/005931
467

2-[1-(N-acetyl

- bet a-al anyl ) pi peridin-4-yl]-N(4"-fluor

obi phenyl - 2-yl)-1, 3- thi azel5264- car boxam deNo. FORMULA

NmivaRssor 468
2-[1-(N-acetyl

_bet a- al anyl ) pi peri di n- 4-yl]-N-(4' - chl or

No.

oli phenyl -2-yl')-1,3- thi azol e-4-carboxam de
FORMULA

NMR or
mass
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F

2-{1-[(2R)-2-hydroxy-3-phenylpropanoyl]piperidin-4-yl}-N-[4'- (trlﬂuoro-
methoxy)biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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N-(4'-chlorobiphenyl-2-y1)-2-{1-[(2R)-2-hydroxy-3-phenylpropanoyl]piperidin-
4-yl}-1,3-thiazole-4-carboxamide
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2-[1-(N-acetyl -beta-al anyl ) pi peridin-4-yl]-N(4"-chlor

wo@2@s0baies obi phenyl - 2-yl ) -

NH 470No. FORMULA NmVaRssor o 471 472 473 474
FORMULA NMR or

- 527 -

1, 3-t hi azol e- 4- car bpxERPTO4/005931

No.

FORMULA

NMR or
mass
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N-(4'-fluorobiphenyl-2-yl)-2-(1-pent-4-en-1-yipiperidin-4-yl)-1,3-thiazole-4-
carboxamide
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mass 475 476 477 478 0 ' No. FORMULA NVR or mass 479
N-[2-(3,5-dinethyl-1
wok@gnesaes - 1-yl ) pyridin-3-y)]-2-(1-{[ (et hyl subdBE10p4/005931
met hyl ] sul fonyl } pi peridin-4-yl)-1, 3-thi azol e-4-car boxa
m de 480
’ -528 -

NMR or
mass

No. FORMULA

1447
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|

2-(1-pent-4-en-1-ylpiperidin-4-yl)-N-[3'-(trifluoromethyl)biphenyl-2-yl}-1,3-
thiazole-4-carboxamide.
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F

N-(4'-ethylbiphenyl-2-yl)-2-[1-(3,3,3-trifluoropropyl)piperidin-4-yl}-1,3-
thiazole-4-carboxamide




"J NV O 481
2-{1-{[ (et hyl sul fonyl ) net hyl ] sul fonyl } pi peri di n-4-yl)

wo dboSAezeperi di n-1 -yl phenyl) - PCT/EP2004/005931
1, 3-t hi azol e- 4- car boxam deNo. FORMJULA NmvaRssor 482 O
"V- 110

N-(2-tert-butyl phenyl)-2-(1-{[(rethylsul fonyl)nethyl]s
ul fonyl } pi peridin-4-yl)- 1,353%i azol e- 4- car boxami de
483 : -

NMR or

No. FORMULA
mass

~ J
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F

N-(4'-methylbiphenyl-2-y1)-2-[1 (3 3,3- trlﬂuoropropyl)plperld|n-4 yl] -1,3-
thiazole-4-carboxamide
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1450 | N‘b

N-[3'-(trifluoromethyl)biphenyl-2-yi]-2-[1-(3,3,3-trifluoropropyl )piperidin-4-yl]-
1,3-thiazole-4-carboxamide
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N-(4'-fluorobiphenyi-2-yl)-2-{1-(2-methylpentyi)piperidin-4-yi]-1,3-thiazole-4-
carboxamide
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N- bi phenyl - 2-yl -2-(1-{[ (et hyl sul f onyl ) net hyl ] sul f onyl
wQ piop@eiies n- 4-yl ) -1, 3- thiazol e-4-carboxam de BPCHEERE4/005931
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- 530 -
No. FORMULA NMR or
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2-(1-{[ (et hyl sul fonyl ) net hyl ] sul fonyl } pi peri di n-4-yl)
-N- (2- nor phol i n-4-yl phenyl) -
wd 2®@spbs12z ol e- 4- car boxam deNo. FORMULA NniVERS SPCT/RB04/005931

486 487 488 ONo. FORMULA NmvaRssor

489 NH NN 490 491

492 NH
-531-
. NMR or
No. FORMULA mass
1456 Q NH
N\
o
\ S
N
1457 S\S‘ng
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F> iF HN
2-[1-(3-phenylpropyl)piperidin-4-yl]}-N-[3'- (trlﬂuoromethyl)blphenyl -2-yl}-1,3-
thiazole-4-carboxamide
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-[1-(3-phenylpropyl)piperidin-4-yl])-1,3-
thiazole-4-carboxamide




\ No. FORMULA NWVR or

496No. FORMULA NMRor mass

mass 493 S. 494 NHN N O 0 W495

F?2

£

methyl 6-{4-[4-({[4'-(trifluoromethoxy)biphenyl-2- yl]amlno}carbonyl) 1,3-
thiazol-2-yl]piperidin- 1-yl}hexanoate

WO 2005/003128 PCT/EP2004/005931
- 532 -
No. FORMULA NMR or
mass
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Y
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methyl 6-[4-(4-{[(4'-fluorobiphenyi-2-yl)amino]carbonyl}-1,3-thiazol-2-yl)-
piperidin-1-yllhexanoate
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497 498
2-{1-[3-(2-fl uorophenyl) propanoyl ] piperidin-4-yl}-N(2

WO piopeoiie n- 1- yl phenyl ) -

1, 3-t hi azol e- 4- car boxeri/gr2048@5931

N-[2- (3, 5-di methyl - 1H pyrazol -1-yl ) pyridin-3-yl]-2-{1-

. [3-(3-fluorophenyl)- propanoy piperidin-4-yl}-1

. 3-t hi azol e- 4- car boxan deNo93FORMULA NVR or nass 500

"J 501
NMR or
No. FORMULA mass
o
o)
N
1462 9
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\_—g-;o
F> iF HN
methyl 6-{4-{4-({[3'-(trifluoromethyl)biphenyl-2-yllamino}carbonyl)-1,3-
thiazol-2-yl)piperidin-1-yl}hexanoate
1463 Sétiizs
N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[(2Z2)-3-pyridin-4-ylprop-2-en-1-yl]-
piperidin-4-yl}-1,3-thiazole-4-carboxamide
Q [ N
/
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N- (4- met hoxybi phenyl -2-yl)-2-{1-[2, 2
4A6A6- oct af l uoro-3,5,5-t i s-

w(@ oosobaies omet hyl ) hexanoyl | pi peri di n-4-yl } -1, 3p¢hEP®0O4/@5931
- 4- car boxam de 502
N-[2-(3,5-di net hyl - 1H pyrazol -1-yl ) pyridin-3-yl]-2-{1-

[2,2,3,4,4,6,6, 6-octafl uor o;
3,5,5-tris(trifluoronethyl)

ﬁ%@(énoyl ] pi peridin-4-yl}-1,

3-thi azol e-4- carboxanm deNo. FORMULA NmvaRssor L o N-(

503 F E F 2.1/1.12 2 3314 4 6.6
YO T O 05

<

No64oct af | uoro- 3, 5, 5-t ri pomutAuor onet hyl ) hexanoyl ] pi p¥R or
i¢lin-
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-[1-(quinolin-2-ylmethyl)piperidin-4-yl]-
1,3-thiazole-4-carboxamide
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2-[1-(N-acetyl-beta-alanyl)piperidin-4-yl]-N-(4'-fluorobiphenyl-2-yl)-1,3-
thiazole-4-carboxamide




4-yl}-N-[2-pyrrolidin-1-yl-5-(trifluoromethyt)phenyl]-

1, 3-t hi azol e- 4-

carboxam de 504 \ NF f F F FNo.

wo-gRbobA2NTVERssor 505 O N-(2-tert - butyl phenyl peREPDOJ/@5931

2 3,4,4,6,6 6-octafluoro-3,5,5-tris(trifluoronethyl)

hexanoyl ] pi peri di n-4-yl}-1, 3-thi azol e- 4- car boxanm de CF

506 CF 535
NMR or
No. FORMULA mass
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EP
87N
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2-[1 -(N-acetyl-beta—alényl)piperidin-4-yl]-N-(4'-ch|orobiphenyl-2-y|)-1 3-
thiazole-4-carboxamide ’
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s\___:rggo
-

2-[1-(N-acetyl-beta-alanyl)piperidin-4-yl}-N-(4'-chloro-5-fluorobiphenyl-2-yl)-

1,3-thiazole-4-carboxamide

1470

Z o

jaSenp¥e




CF 507 CFNVRor No. FORMULA mass NH s 508 d O
2-{1-[(2-chl orophenoxy)acetyl ] piperidin-4-yl}-N(2-pip
we@eoodioos11s - yl phenyl )-1 , 3- thi azol e- 4- car boxanPCEEEDP4/005931
N- (4- met hoxybi phenyl - 2-yl)-2-{1-[ (pyridin-4-ylthio)ace
tyl]piperidin-4-yl}-1 3- thiazol e-4-carboxam de
' - 536 -

NMR or
mass
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2- (1- hex-2-ynoyl pi peridin-4-yl)-N(2-norpholin-4-yl phe
wm005/003138 t hi azol e- 4- car boxanm deNo. FORMULA NMRI/BP2004/005931

mass HN 511 0 - N// \

2-[1- (4- oxopent anoyl ) pi peridin-4-yl]-N-[2-pyrrolidin-1

-yl -5-(trifluoronethyl)- 537 -

phenyl ] -1, 3-thi azol e-4-car boxani de 512 513 14No.

FORMULA NWR or

NMR or
mass
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mass 515 O 516 O \\ 517 518No. FORMJLA NmvaRssor 519

2-{1-[3-(4-chl orophenyl ) propanoyl ] piperidin-4-yl}-N[2
WO ¢@spbexesret hyl - 1Hpyr azol - PCT/EP2004/005931

1-yl)pyridin-3-yl]-1, 3-thiazol e-4-carboxam de 520

- 538 -

NMR or

No. FORMULA mass

1479

N-[2-(3,5-dimethyl-1H-pyrazol-1 -yl)pyridin-3-yl]-2-(1 -{[(méthylsdlfohyl)—
methyl]sulfonyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

F

1481

2-(1-{[(methytsulfonyt)methyllsutfonyl}piperidin-4-yl)-N-(2-piperidin-1-yi-
phenyi)-1,3-thiazole-4-carboxamide




O 521NMRor No. FORMULA mass O 522 Il \ Ss
2-{1-[3-(4-0x0-2-thioxo-1, 3-thiazolidin-3-yl)propanoyl

WO poopeoiie n- 4-yl }- N-[ 2-

PCT/EP2004/005931

pyrrolidin-1-yl-5-(trifluoronethyl)phenyl]-1, 3-thiazol

e-4-

carboxam de 523 NH O 0 W 524
-'539 -

No.

FORMULA

NMR or
mass
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N-(2-tert-butylphenyl)-2-(1-{[(methylsulfonyl)methyl]sulfonyl}piperidin-4-yl)- '
1,3-thiazole-4-carboxamide ' N S
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N
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o

N-bipheny|-2-yl-2-(1-{[(methylsulfonyl)methyl]sulfonyl}piperidin-4-yl)-1 3-
thiazole-4-carboxamide
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2-(1-{[(methylsulfonyl)methyl]sulfonyl}piperidin-4-yl)-N-(2-morpholin-4-yl-

phenyl)-1,3-thiazole-4-carboxamide
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WO 2005/003128 PCT/EP2004/005931
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N- (4- nmet hoxybi phenyl - 2-yl)-2-{1-[(2, 2, 2-trifl uoroet hyl
)sul fonyl ] pi peridin-4-yl}- 1,3-thiazol e-4-carboxam de

we2®300332¢6 F PCT/EP2004/005931
N-[2-pyrrolidin-1-yl-5-(trifluoronethyl)phenyl]-2-{1-]
(2,2,2-trifluoroethyl)-
sul fonyl ] pi peridin-4-yl}-1,841hiazol e-4-carboxam de 32
N-(2- pi peridin-1-yl phenyl)-2-{1-[(2, 2, 2-trifl uoroethyl
)sul fonyl ] pi peridin-4-yl}- 1,3-thiazol e-4-carboxam de
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N-(2-tert-butyl phenyl)-2-{1-[(2,2,2-trifluoroethyl)su

wo eovglodzaeperi di n-4-yl }-1, 3- thiazol e-4- car boxardTEPHB4005931
F

N- bi phenyl -2-yl -2-{1-[ (21 2,2-triftuoroethyl)sutfonyl]p
i peridin-4-yl}-1 3-thiazol es44-carboxam de F 535 O
\ No. FORMULA NMRor

NMR or

No. FORMULA mass
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mass o 536 O

2-[1- (et hyl sul fonyl) pi peridin-4-yl]-

N-(2-pi peridin-1-y

wo plvengdis 1, 3-t hi azol e- 4- car boxam de 537 PCT/EP2004/005931
N- bi phenyl - 2-yl - 2-[ 1- (et hyl sul fonyl ) pi peri di n-4-yl]-1,
3-thiazol e-4- carboxam de 538

N- (4- met hoxybi phenyl -

d|n 4-yl] - 1 3-thiazol e-

2-yl) --Z41- (propyl sul fonyl) pi peri
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F
F
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1498

2-{1-[3- (2-ﬂuorophenyl)propanoyl]pnper|d|n—4 -yi}-N-(2-piperidin- 1—ylphenyl)-
1,3-thiazole-4-carboxamide

1499

o)

N-[2-(3,5-dimethyl-1H-pyrazol-1-yt)pyridin-3-yl]-2-{1-[3-(3-fluorophenyl)-
propanoyl]piperidin-4-yi}-1,3-thiazole-4-carboxamide




4- car boxam deNo. FORMULA NmVaRssor

2-[1-(propyl sul fonyl)piperidin-4-yl]-N[2-pyrrolidin-1
wo ydossexies i f | uor omet hyl ) -

phenyl ] -1, 3-t hi azol e- 4- car boxam de 540 V

N- (2- pi peridin-1-yl phenyl)-2-[1-(propyl sul fopyl)pi peri

din-4-yl]-1,3-thiazol e-4- cagfpoxam de s5 NH

F 539 v

PCT/EP2004/005931

No. FORMULA NMRor
mass
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N-(4-methoxybiphenyl-2-yl1)-2-{1-[2,2,3,4,4,6,6,6-octafluoro-3,5,5-tris-
(trifluoromethyl)hexanoyl]piperidin-4-yl}-1,3-thiazole-4-carboxamide
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”
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1502

N-[2-(3,5-dimethy!-1H-pyrazol-1-yl)pyridin-3-yl]-2-{1-[2,2,3,4,4,6,6,6-octa-
fluoro-3,5,5-tris(trifluoromethyl)hexanoyl]piperidin-4-yi}-1,3-thiazole-4-

carboxamide
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N- bi phenyl - 2-yl -2-[ 1- (propyl sul fonyl ) pi peridin-4-yl]-1

WO 3003 zol e- 4-

542 s O

car boxam deNo. FORMJULA NVR or PEEEPIBY/005931

C2-[1- (butyl sul fonyl ) pi per| d‘% -4-yl]-N-(4-nmet hoxybi phen
yl-2-yl)-1,3-thiazole-4 oxam de ‘O HNA- \ \
No. FORMULA N,n:i:r
F
F
1503

2-{1-{2,2,3,4,4,6,6,6-octafluoro-3,5,5-tris(trifluoromethyl)hexanoyljpiperidin- ‘

4-yl}-N-[2-pyrrolidin-1-yi-5- (tnﬂuoromethyl)phenyl] -1,3-thiazole-4-
carboxamide
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2-[1-(butyl sul fonyl)piperidin-4-yl]-N[2-pyrrolidin-1-

W keoS/0¢31e8 f | uor onet hyl ) -

phenyl ] -1, 3-t hi azol e- 4- car boxam de 544
2-[1- (butyl sul fonyl ) pi peridip-4-yl]-N(2-piperidin-1-y

| phenyl) -1, 3-thiazol e-4-

PCT/EP2004/005931

carl§8&ani deNo. FORMULA NMR or

mass NH 545
e -
No. FORMULA NMR or
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N-(2-tert-butylphenyl)-2-{1 -[2,2,3,4,4,6,6,6-o‘ctaﬂuoro-3,5, 5-tris(trifluoro-
methyl)hexanoyl]piperidin-4-yl}-1,3-thiazole-4-carboxamide
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H ‘
1507 T |
H [Nj
0




N- bi phenyl - 2-yl - 2-[ 1- (but yl sul fonyl ) pi peridi n-4-yl]-1,
3-thi az9l e-4- carboxam de 546

w@2qo3/0¢haes yl sul fonyl ) pi peri di n-4-yl]-N(2- nor phot/EP2044/§05931
| phenyl ) -1, 3-thiazol e-4- carboxamde / OHN \ 547 O

Nt
- 547 -

NMR or

No. FORMULA mass

O
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2-{1- [(2-chIorophenoxy)acetyl]plpendm-4~y|} N -(2- plperldm 1-ylphenyl) 1,3~
thlazole-4-carboxam|de

N
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s
1509 Q NH Nl
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o

N-(4- methoxyblphenyl-z-yl) -2-{1- [(pyndm-4-ylthlo)acetyI]plpendm-4-yl} -1,3-
thiazole-4-carboxamide

1510

2-(1-hex-2-ynoylpiperidin-4-yl)-N-(2-morpholin-4-ylphenyl)-1,3-thiazole-4-
carboxamide




O

2-{1-[(2-pyridin-2-ylethyl)sul fonyl]piperidin-4-yl}-N

WO 200pp03128 i di n-1-yl -

PCT/EP2004/005931

(trifluoronethyl)phenyl]-1, 3-thiazol e-4-carboxam deNo.

FORMULA NWR or

mas

s 548 V V /

N-(2- pi-peridin-1-yl phenyl)-254gl- [ (2-pyridin-2-ylethyl)

sul fonyl ] pi perl din-4-yl}- 1, 3-thiazol e-4-carboxam de
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N-(4' -chl oro-5-fl uorobi phenyl -2-yl)-2-(1-hex-2-ynoyl pi

FORMULA NmvaRssor

t hi azol e- 4- car boxam de 69HCTHBPI604/005931
2-[1- (4- oxopent anoyl ) pi peridin-4-yl]-N[4
et hoxy) bi phenyl -2-yl]- 1, 3-5t8I2i azol e- 4- car boxam deNo.

-(trifluorom

OO

2-{1-{(pyridin-2-yithio)acetyl]piperidin-4-yl}-N-[4'-(trifluoromethoxy)bipheny-
2-yl}-1,3-thiazole-4-carboxamide

N NMR or
No. FORMULA mass
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2-[ 1-(4-oxopentanoyl ) pi peridin-4-yl]-N-[3 -(trifluorom
werdvghdhephenyl - 2-yl]-1, 3- thi azol e- 4- car boxanPCEEP20G4/005931
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2-{1-[(4-fluorophenoxy)acetyl]piperidin-4-yl}-N[4"-(t

rifluoromethoxy)- - 585 -

bi phenyl - 2-yl ] -1, 3-thi azol e- 4- car boxani deNo. FORMULA

NVR or mass NH

No.

FORMULA
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N-(4'-fluorobiphenyl-2-y1)-2-{1-[(pyridin-2-ylthio)acetyl]piperidin-4-yi}-1,3-
thiazole-4-carboxamide
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N-(4'-chlorobiphenyl-2-yl)-2-{1-[(pyridin-z-ylthio)acetyl]piperid in-4-yl}-1,3-
thiazole-4-carboxamide
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WO 2005/003128 PCT/EP2004/005931
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1662

2-{1-[(pyridin-2-ylthio)acetyi]piperidin-4-yl}-N-[3'-(triftuoromethyl)biphenyl-2-
yl]-1,3-thiazole-4-carboxamide
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[(pyridin-2-ylthio)acetyl]piperidin-4-

F

yl}-1,3-thiazole-4-carboxamide
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2-{1-[3-(3-chIorophenyl)pr0panoyl]piperidin-4-yl}-N-(4'-methylbiphenyl-z-yl)- :

1,3-thiazole-4-carboxamide

1665 | N= F

2-{1-[3-(3-fluorophenyl)propanoyl]piperidin-4-yl}-N-(4'-methylbiphenyl-2-yl)-
1,3-thiazole-4-carboxamide
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o

2-{1-[3-(3-fluorophenyl)propanoyl]piperidin-4-yl}-N-[3'-(trifluoromethyl)-
biphenyl-2-yl]-1,3-thiazole-4-carboxamide




708
2-[1-(2- hydroxyhexanoyl )piperidin-4-yl]-N-[3" -(trifluo
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709 d
N-(4' -chl or o-5-f | uorobi phenyl - 2-yl ) -2-[ 1- ( 2- hydr oxyhex

anoyl ) pi peridin-4-yl]-

FORMULA NmvaRssor 710 _ ,
N- (4'-fl uorobi phenyl -2-yl)-2-(1-pent-2-ynoyl pi peri di n-

1, 3-t988azol e- 4- car boxam deNo.

1, 3-t hi azol e- 4- car boremERI®04/005931

N-(4'-ethylbiphenyl-2-yl)-2-{1-[2,2,3,4,4,6,6,6-octafluoro-3,5,5-tris(trifluoro-
methyi)hexanoyl]piperidin-4-yl}-1,3-thiazole-4-carboxamide

[ 4-T)-1,3-Thirazole-4- carboXxam de /11
No. | FORMULA NMR or
1667 F
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[3-(3-fluorophenyl)propanoyl}-
piperidin-4-yl}-1,3-thiazole-4-carboxamide
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N- (4' - chl or obi phenyl - 2-yl ) -2-(1- pent - 2- ynoyl pi peri di p-
4-yl)-1, 3-thi azol e-4- carboxam de 712

wWON(04/003128 hyl bi phenyl - 2-yl ) -2-(1- pent - 2- ynoy| pPQEEEPDNH6005931
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713 589 -

2- (1- pent - 2- ynoyl pi peri di n- f yl)-N-[3"-(trifluoromethy
) bi phenyl -2-yl]-1,3- thiazol e-4-carboxani de 714
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peridin-4-yl)-1, 3- toriLa 4- car boxam de NMR or
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2-(1 -[2,2,3,4.4,6.6,6-octaﬂuoro-3,5,5-tris(triﬂuoromethyl)hexanoyl]piperidin-
4-yl}-N-{4'-(trifluoromethoxy)biphenyl-2-yl}-1,3-thiazole-4-carboxamide
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N-(4'-fluarobiphenyi-2-yl}-2-{1-(2,2,3,4,4,6 6 ,6-octafluoro-3,5,5-tris(trifluoro-
methyl)hexanoyl)piperidin-4-yi}-1,3-thiazole-4-carboxamide
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2-{1-[(3-chl orophenoxy)acetyl ] piperidin-4-yl}-N(4"-fl
waieooshoybkenyl - 2-yl ) -1, 3- thiazol e-4-car boxamnm deddOEP2004/005931

FORMULA NVR or mass 716

2-{1-[(3-chl orophenoxy) acetyl ] pi peridin-4-yl}-N(4"-ne
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No. FORMULA
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1671

N-(4'-chlorobiphenyi-2-yf)-2-{1-[2,2,3,4,4,6,6,6-octafluoro-3,5,5-tris(trifluoro-
methyl)hexanoyl]piperidin-4-yl}-1,3-thiazole-4-carboxamide

1672

N-(4'-methylbiphenyl-2-y1)-2-{1-[2,2,3,4,4,6,6,6-octafluoro-3,5,5-tris(trifluoro-
methyl)hexanoyl]piperidin-4-yl}-1,3-thiazole-4-carboxamide
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br opanoy! ] pi peri di n-4-yl}-1, 3-thiazol e-4- car boxaf de

1673

N-(5-methyibiphenyi-2-y})-2-{1-{2,2,3,4,4,6,6,6-octafluoro-3,5,5-tris(trifluoro-
methyl)hexanoyllpiperidin-4-yl}-1,3-thiazole-4-carboxamide
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2-(1-{2,2,3,4,4,6,6,6-octafluoro-3,5,5-tris(trifluoromethyl)hexanoyljpiperidin-
4-yl}-N-[3'-(trifluoromethyl)biphenyl-2-yl}-1,3-thiazole-4-carboxamide
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No. FORMULA mass
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N-(4'-chloro-5-fluorobiphenyl-2-y1)-2-{1-{2,2,3,4,4,6,6,6-octafluoro-3,5,5-
tris(trifluoromethyl)hexanoyl)piperidin-4-yl}-1,3-thiazole-4-carboxamide
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2-{1-[3-(2-thienyl)propanoyl]piperidin-4-yl}-N-[4"-(trifluoromethoxy)biphenyl-
2-yl)-1,3-thiazole-4-carboxamide
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N-(4'-fluorobiphenyl-2-yl)-2-{1-[3-(2-thienyl)propanoyi]piperidin-4-yl}-1,3-
thiazole-4-carboxamide
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N-(4'-chlorobiphenyl-2-y1)-2-{1-[3-(2-thienyl)propanoyl]piperidin-4-yl}-1,3-
thiazole-4-carboxamide
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2-{1-[ 2- hydroxy-4- (et hyl t hi o) but anoyl ] pi peri di n-4-yl}
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bi phenyl - 2-yl]-1, 3-t hi azol e- 4- car boxam de 733
N-(4' -fluorobi phenyl -2-yl)-2-{1-[2-hydroxy-4-(nmethylth
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2-{1-[3-(2-thienyt)propanoyl]piperidin-4-yl}-N-[3'-(trifluoromethyl)biphenyl-2-
yl]-1,3-thiazole-4-carboxamide
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2-{1-[ 2- hydroxy-4- (et hyl t hi o) but anoyl ] pi peri di n-4-yl}

PCT/EP2004/005931

bi phenyl - 2-yl]-1, 3-thi azol e- 4- car boxam deNo. FORMJLA
. NMR or mass 737

N-(4' -chl oro-5-fl uorobi phe?%ﬁ 2-yl)-2-{1-] 2- hydroxy 4-

(met hyl t hi o) but anoyl ]-

| narldln 4- \/|1_1 fhn_a,z_g_l_e__zl_g_a_r__bg_)(_a,nm_r{n 7387329
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2-{1-[(2- chIorophenoxy)acetyl]plpendm-4-yl} N- (4'~fluoroblphenyl-2 yl) 1,3-
thiazole-4-carboxamide )
S
| a0
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2-{1-[(2-chlorophenoxy)acetyl]piperidin-4-yl}-N-(5-methylbiphenyl-2-yl)-1,3-
thiazole-4-carboxamide
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EIO/YO
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[(2-chlorophenoxy)acetyl]piperidin-4-

yi}-1,3-thiazole-4-carboxamide
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2-(1-hex~-2-ynoylpiperidin-4-yl)-N-[{4'-(trifluoromethoxy)biphenyl-2-yl]-1,3-
thiazole-4-carboxamide
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N-(4'-fluorobiphenyl-2-yl)-2-(1-hex-2-ynoylpiperidin-4-y{)-1,3-thiazole-4-
carboxamide




pi peridin-4-yl}-1,3-thiazol e-4-carboxam de 744
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(1 {[(mathyl sul fonyl)mathyl]sul fonyl } pi peri di n- 4- yl)
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Ndbi phenyl - 2-yl ] -1, 3-t hi EQRMULA car boxam de mas:r

1689

N-(4'-chlorobiphenyl- 2—y|) -2- (1-hex—2 -ynoylpiperidin-4-yl)-1,3-thiazole-4-
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2-(1-hex-2-ynoylpiperidin-4-yl)-N-(5-methylbiphenyl-2-yl)-1,3-thiazole-4-
carboxamide
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2-(1-hex-2- ynoylplperldln-4 yl) -N- [3'-(tnﬂuoromethyl)blphenyl -2- yI] -1,3-
thiazole-4-carboxamide
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-(1-hex-2-ynoylpiperidin-4-yl)-1 ,3-
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thiazole-4-carboxamide
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2-[1-(4-oxopentanoyl)piperidin-4-yl]-N-[4'-(trifluoromethoxy)biphenyl-2-yl]-
1,3-thiazole-4-carboxamide
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2-[1- (4-oxopentanoyl)p|per|d|n-4-y|] -N-[3'-(trifluoromethyl)biphenyl-2- yI] -1,3-
thiazole-4- carboxamlde
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2-{1-[(4-fluorophenoxy)acetyl]piperidin-4-yl}-N-[4'-(trifluoromethoxy)-
biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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N-(4'-fluorobi phenyl -2-yl)-2-{1-[(2,2,2-trifl uoroethyl
)sul fonyl | pi peridin-4-yl}-
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N- (5- et hyl bi phenyl -2-yl)-2-{1-[(2,2,2-trifluoroethyl)
WG poSosikg pi peri di n-4-yl }- PCT/EP2004/005931
1, 3-t hi azol e~4- car boxam deNo. FORMJLA NmvaRssor Y u F
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thiazole-4-carboxamide
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N-(4'-chlorobiphenyl-2-yl)-2-[1-(2-hydroxyhexanoyl)piperidin-4-yl]-1,3-
thiazole-4-carboxamide
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N-(4' -chl oro-5-fl uorobi phenyl -2-yl)-2-{1-[(2,2,2-trifl

waiersmbiiys ) sul f onyl ] -

pi peridin-4-yl}-1, 3-thiazol e-4-carboxam de 761
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PCT/EP2004/005931

mass 762 ‘
2-[1- (et hylsul fonyl ) pi peridi n-4-yl]-N-(5-nethyl bi pheny
FZ2—y—+3-thiazete—+4 NVIR
or
No. FORMULA mass
NH
o ' :
\ {
o
\/\/l\fo
87N
1708 =
T
F> iF HN
2-[1-(2-hydroxyhexanoyl)piperidin-4-yl]-N-[3'-(trifluoromethyi)biphenyl-2-yl}-
1,3-thiazole-4-carboxamide ’
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-[1-(2-hydroxyhexanoyl)piperidin-4-yi]-
1,3-thiazole-4-carboxamide
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2-[1-(ethyl sul fonyl)piperidin-4-yl]-N[3"-(trifluorone
wo boospmiphenyl - 2-yl ] -1, 3- thiazol e- 4- car boxam Bler/EB2004/005931

N- (4' - et hyl bi phenyl -2-y| )-2-[1-(propyl sul fonyl) pi perid
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N-(4'-fluorobiphenyl-2-yl)-2-(1-pent-2-ynoylpiperidin-4-yl)-1,3-thiazole-4-

carboxamide
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N-(4'-chlorobiphenyl-2-yi)-2- (1-pent-2 -ynoylpiperidin-4-yl)-1,3-thiazole-4-
carboxamide ‘
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N-(4'-methylbiphenyl-2-yl)-2-(1-pent-2-ynoylpiperidin-4-yl)-1,3-thiazole-4-
carboxamide
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2-(1-pent-2- ynoylplperldln-4-yl) -N- [3'—(tr|ﬂuoromethyl)blphenyl -2- yl] -1,3-
thiazole-4-carboxamide
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1714

o)

N-(4'-chioro-5-flucrobiphenyl-2-yl}-2-(1-pent-2-ynoylpiperidin-4-yl})-1,3-
thiazole-4-carboxamide
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2-{1-[(3-chlorophenoxy)acetyl]piperidin-4-yl}-N-(4'-fluocrobiphenyl-2-yl}-1,3-
thiazole-4-carboxamide
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770 S N HN

2-]1- (butyl sul fonyl ) pi peri di69624- yl]- N-(4' -f 1 uor obi phen

yl -2-yl)-1,3-thiazol e- 4-

NMR or

No. FORMULA mass

1716

2-{1- [(3-chIorophenoxy)acetyl]plperldln-4-yl} N (4'-methy|b|pheny| -2- yl) -1,3-
thiazole-4-carboxamide

J -
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2-{1-[3-(4- chlorophenyl)propanoyl]plperldm-4-yl} -N-(4'- methylblphenyl -2-yl)-
1,3-thiazole-4-carboxamide
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N-(4'-fluorobiphenyl-2-y1)-2-{1-[4-(methylamino)-4-oxobutanoyl}piperidin-4-
yl}-1,3-thiazole-4-carboxamide




car boxam deNo. FORMULA NmvARssor O=S=0O 771 S- N HN
2-[1-(butyl sul fonyl) pi peridin-4-yl]-N-(4'-chl orobi phen
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2-{1-[3-(4-0x0-2-thioxo-1,3-thiazolidin-3-yl)propanoyl]piperidin-4-yl}-N-[4'-
(trifluoromethoxy)biphenyl-2-yl]-1,3-thiazole-4-carboxamide




2-[1- (butyl sul fonyl ) pi peridi n-4-yl]-N-(5-nethyl bi pheny
| -2-yl)-1,3-thiazol e-4- carboxam de 774
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No. FORMULA
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S

)

N-(4'-fluorobiphenyl-2-yl)-2-{1-[3-(4-oxo-2-thioxo-1,3-thiazolidin-3-yl)-
propanoyl]piperidin-4-yl}-1,3-thiazole-4-carboxamide
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N'-(4'-chIorobiphenyl-2-yl)-2-{1 -[3-(4-0x0-2-thioxo-1,3-thiazolidin-3-yl)-
propanoyl}piperidin-4-yl}-1,3-thiazole-4-carboxamide
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wa@ibdosnydippi peri di n-4-yl }-

t hi azol e-4-carboxam de 776 V

N-(4' -ethyl bi phenyl -2-yl)-2-{1-[(2-pyridin-2-ylethyl)s

NVR or FORMULA mass 777

1, 3- thiazol e-4- car boreIEP®NO005931

2-{1-[(2-pyridin-2-yl ethyl)sulfonyl]pi peridin-4-yl}-N

[4"-(trifluoronethoxy)-
bi phenyl - 2-yl]-1, 3-t hi azol 2609 car boxani de 778

N-(4' -fluorobi phenyl -2-yl)-2-{1-[(2-pyridin-2-yl ethyl)

sulfonyl]piperidin-4-yl}-
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2-{1-[3-(4-ox0-2-thioxo-1,3-thiazolidin-3-yl)propanoyli]piperidin-4-yl}-N-[3'-
(trifluoromethyl)biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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N-(4' -chl orobi phenyl -2-yl)-2-{1-[(2-pyridin-2-ylethyl)
wae osoikg pi peri di n-4-yl}- 1, 3-thiazol e- 4- car bpXEEPDH€005931
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N-(4' - met hyl bi phenyl -2-yl)-2-{1-[(2-pyridin-2-yl ethyl)
sul fopyl ] pi peridin-4-yl}- _.g10-

1, 3-t hi azol e- 4- car boxanm deNo. FORMJULA NmVaRssor 781 O
N- (‘'5- net hyl bi phenyl -2-yl)-2-{1-[(2-pyridin-2-ylethyl)s

urfonyl T piperidin-4-yt}-_1,3-Thi azol e-4-car boxam ¢ ymr or

No.782 FORMULA : mass
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[4-(dimethylamino)-4-oxobutanoyl]-
piperidin-4-yl}-1,3-thiazole-4-carboxamide
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2-{1-[(2-pyridin-2-ylethyl)sul fonyl]piperidin-4-yl}-N
[3 -(trifluoronethyl)-
whe@semiks 2-yl ] -1, 3-t hi azol e- 4- car boxam deNo. FORERE0A4/005931
NmvaRssor 783
N-(4' -chl or o-5-f 1 uor obi phenyl - 2-yl ) - 2 {1-[(2-pyridin-2
-ylethyl)sul fonyl]- - 611
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2-{1-[2-hydroxy-4-(methylthio)butanoyl]lpiperidin-4-yl}-N-[4'-(trifluoro- -
methoxy)biphenyl-2-yi]-1,3-thiazole-4-carboxamide -
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o
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N-(4'-fluorobiphenyl-2-yl)-2-{1-[2-hydroxy-4-(methylthio)butanoyl]piperidin-4-
y1}-1,3-thiazole-4-carboxamide




mass g HN O 786 HN et hyl

{[4-(4-{[ (4" -fluorobiphenyl -2-yl)am no] carbonyl}-1, 3-t
whe@zob3128 yl ) - pi peridi n-1-yl ] car bonyl } car bamaper/gp200iM05931

O 787 S N HN

-612 -
No. FORMULA NMR or
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2-{1-[2-hydroxy-4-(methyithio)butanoyl]piperidin-4-yl}-N-[3'-(trifluoromethyl)-
biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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{[4-(4-{[ (4" -chl or obi phenyl
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[2-hydroxy-4-(methyithio)butanoyl]-

piperidin-4-yl}-1,3-thiazole-4-carboxamide
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N-(4'-fluorobiphenyi-2-yl)-2-{1-[(2R)-2-hydroxy-3-phenylpropanoyl]piperidin-
4-yl}-1,3-thiazole-4-carboxamide
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N-({4-[4-({[3" -(trifluoronethyl)biphenyl-2-yl]am no}ca
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2-{1-[(2R)-2-hydroxy-3-phenylpropanoyl]piperidin-4-yl}-N-{3'-(trifiluoro-
methyl)biphenyl-2-yl]-1,3-thiazole-4-carboxamide




2-yl ] pi peridine-1 -carboxam deNo. FORMULA NmvaRssor \

O 794 795
wQ@2¢03/0¢J168ret hoxynet hyl ) am no] car bonot hi oyl } pi ppeT/8P19046005931

yl)-N-[4"-(trifl uoronethoxy)

bi phenyl - 2-yl]-1, 3-t hi azol e- 4- car boxam de 796

N-(4'-fl uorobi phenyl
] car bonot hi oyl } -

p| peri di n-4-yl)-1, 3-t hi azol e- 4- car boxani deNOT

-2-yl)-erg1- {[ (met hoxymet hyl ) ami no

No.

RNITSHED UPON FI LI N@&GNo.” FORMOCA NmvaRssor 800
FORMULA
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[(2R)-2-hydroxy-3-phenyipropanoyl]-
piperidin-d-yi}-1 ,3-thiazole-4-carboxamide
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N-(4'-chloro-5-fluorobiphenyl-2-yt)-2-{1-[(4- chlorophenoxy)acetyl]ptpendm—4-
yl}-1,3-thiazole-4-carboxamide




2-(1-{[ (et hoxynet hyl ) am no] car bonot hi oyl } pi peri di n- 4-
yl)-N-[3"-(trifluoronethyl)

we@heibks 2-yl ] -1, 3-t hi azol e- 4- car boxam de < 8BAT/EP2004/005931
N-(4' -chl oro-5-fl uorobi phenyl - 2-yl)-2-(1-{[ (et hoxynet
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({4-[4-({[4 -(trifluoronethoxy)biphenyl -2-yl]am no}car
bonyl -1, 3-thiazol

NMR or

No. FORMULA mass.
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N-(4*-ethylbiphenyl-2-y1)-2-(1-{[(methylsulfonyl)methyl]sulfonyl}piperidin-4-
yl)-1,3-thiazole-4-carboxamide

1746 \:S’O
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2-(1 -{[(methylsuIfonyl)methyl]suIfohyl}piperidin-4-yl)—N-[4'-(trif|uoromethoxy)—
biphenyl-2-yi]-1 ,3-thiazole-4-carboxamide

1747 A 5
\”/[ >\C \// \\




2-yl ] pi peridin-1-yl } carbonot hi oyl ) carbamate HN S 804
HN et hyl
wd@ pebspaz184 (4' - f 1 uor obi phenyl - 2-yl ) am no] car bonpd §/ER2084/005931
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N-(4'-methylbiphenyl-2-y1)-2- (1-{[(methylsuIfonyl)methyl]suIfonyl}plper|dm-4-
yl)-1,3-thiazole-4-carboxamide
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et hyl {[~(~"" -chl orobi phenyl -
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FORMULA
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1751

2-(1-{[(methylsulfonyl)methyl]sulfonyl}piperidin-4-yl)-N-[3"-(trifluoromethyl)- -

biphenyl-2-yl]-1,3-thiazole-4-carboxamide .
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N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-(1-{[(methylsuifonyt)methyl}sulfonyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




WO 2008093108 (4' - f | uor obi phenyl -

mass 811

2-(1-{[ (2E) - but - 2- en- 1-yl am no] car bonot hi oyl } pi peri di n
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N-(4"-ethyibiphenyl-2-yl)-2-{1-[(2,2 2-tr|ﬂuoroethyl)suIfonyl]plpend|n-4 yl}-
1,3- th|azo|e-4-carboxam|de
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2-{1-[(2,2,2-trifluoroethyt)sulfonyl]piperidin-4-yl}-N-[4'-(trifluoromethoxy)-
biphenyl-2-yl]-1,3-thiazole-4-carboxamide
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1,3-thiazole-4-carboxamide

N-(4'-fluorobiphenyl-2-y1)-2-{1-[(2,2,2-trifluoroethy!)sulfonyl)piperidin-4-yl}-




2-(1-{[(2E) - but - 2-en- 1-yl am no] car bonot hi oyl } pi peri di n
-4-yl)-N-[3" -(trifluoronethyl)
whe@semiks 2-yl ] -1, 3-t hi azol e- 4- car boxam de 816PCT/EP2004/005931
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N-(4‘-chlorobiphenyl-2-yl)-2-{1-{(2,2,2-triﬂuoroethyl)sulfon')?l]pipefidih-4-yl}-
1,3-thiazole-4-carboxamide
o)\(\s.
1757 %
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N-(4'-methylbiphenyl-2-yl}-2-{1-[(2,2,2-trifluoroethyl)sulfonyl]piperidin-4-yl}-
1,3-thiazole-4-carboxamide
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N-(5-methylbiphenyl-2-yl}-2-{1-[(2,2,2-trifluoroethyl)sulfonyl]piperidin-4-yl}-

1,3-thiazole-4-carboxamide




1, 3-thi azol e-4-carboxamde Y g S N 819 HN
2-{1-[ (acetyl am
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820 821 s S NH 822
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2-{1-{(2,2,2-trifluoroethyl)sulfonyl)piperidin-4-yl}-N-[3"-(trifluoromethyl)-
biphenyl-2-yl]-1,3-thiazole-4-carboxamide
o}
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1760 N—
N o
o/’s\,;
F
L
N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[(2,2,2-trifluoroethyl)sulfonyl}-
piperidin-4-yl}-1,3-thiazole-4-carboxamide
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N-(4'-ethylbipheny!-2-yl)-2-[1-(ethylsulfonyl)piperidin-4-yl]-1,3-thiazole-4-
carboxamide
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2-{1-[ (acetyl am no) car bonot hi oyl ] pi peridin-4-yl}-N[3'
WO gdosioddipor onet hyl ) - PCT/EP2004/005931
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21 (ethylsulfonyl)plperldln-4 -yl]-N-(5-methylbiphenyl-2-y1)-1,3-thiazole-4-
carboxamide
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2-[1-(ethylsulfonyl)piperidin-4-yl]-N-[3'-(trifluoromethyl)biphenyl-2-yl]-1,3-
thiazole-4-carboxamide _
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N-(4'-ethylbiphenyl-2-yi)-2-[1-(propylsulfonyl)piperidin-4-yl}-1,3-thiazole-4-

carboxamide
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2-[1-(propylsulfonyl)piperidin-4-yl]-N-[4"-(trifluoromethoxy)biphenyl-2-yl]-1,3-
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thiazole-4-carboxamide
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2-[1-(propylsulfonyl)piperidin-4-yi]-N-[3'- (tnﬂuoromethyl)blphenyl -2- yl] -1,3-
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thiazole-4-carboxamide
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2-[1-(butylsulfonyl)piperidin-4-yl]-N-(4"-ethylbiphenyl-2-yl)-1,3-thiazole-4-

carboxamide
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2-[1-(butylsulfonyl)piperidin-4-yl]-N-[4'-(trifluoromethoxy)biphenyl-2-yi]-1,3-
thiazole-4-carboxamide

1770

2-[1-(butylsulfonyl)piperidin-4-yi]-N-(4'-fluorobiphenyl-2-yl)-1,3-thiazole-4-
carboxamide
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2-[1-(2-nmethyl butyl)piperidin-4-yl]-N[3"-(trifluorone
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FORMULA NWR or mass 842 a6

NMR or

No. FORMULA mass

o=?'=o

1771

EP

87 N

.\_S:O
HN

-0
2-[1-(butylsulfonyl)piperidin-4-yl]-N-(4'-chlorobiphenyl-2-yl)-1,3-thiazole-4-
carboxamide
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2-[1-(butylsulfonyl)piperidin-4-yl]-N-(4'-methylbiphenyl-2-yl)-1,3-thiazole-4-
carboxamide '




O 843 2-[1-(2-methyl pentyl)piperidin-4-yl]-N[4
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FORMULA NmVaRssor NMR or
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2-[1 -(butylsuIfonyl)piperidin-4-yl]-N-(5-methylbiphenyl-24yl)—1 ,3-thiazole-4-
carboxamide

1774 | : s~ N

2-[1-(butytsuifonyl)piperidin-4-yf}-N-{3'- (tnfluoromethyl)mphenyl 2-y1}-1,3-
thiazole-4-carboxamide
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2-(1-propyl piperidin-4-yl)-N-[4"-(trifluoronethoxy)bip
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2-[1-(butylsulfonyl)piperidin-4-yl]-N-(4'-chloro-5-fluorobiphenyl-2-yi)-1,3-
thiazole-4-carboxamide
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N-(4'-ethylbiphenyl-2-yl)-2-{1-[(2-pyridin-2-ylethyl)sulfonyl]piperidin-4-yl}-1,3-
thiazole-4-carboxamide




853
2-(1-propyl piperidin-4-yl)-N[3"-(trifluoronethyl)biph
we@nys/o@31ys | - 1, 3-t hi azol e-4- carboxam de 854  PCT/EP2004/005931
N-(4' -chl or o-5-fl uorobi phenyl - 2-yl ) -2-(1-propyl pi perid

in-4-yl)-1,3-thiazol e-4-

mass 855 - 629 -
N-(4'-fluorobi phenyl -2-yl)-2-[1-(3-phenyl propyl) pi.peri
din-4-yl]-1, 3-thiazol e-4- carboxam de 856

car boxanm deNo. FORMJLA NMRor

No.

FORMULA

NMR or
mass

1777

“
N

4

2-{1-[(2-pyridin-2-ylethyl)sulfonyl]piperidin-4-yl}-N-[4'-(trifluoromethoxy)-
biphenyl-2-yl}-1,3-thiazole-4-carboxamide

1778

N-(4'-fluorobiphenyl-2-yl)-2-{1-[(2-pyridin-2-ylethyl)sulfonyl]piperidin-4-yl}-

1,3-thiazole-4-carboxamide




N- (4' - chl or obi phenyl - 2-yl ) -2-[1- (3- phenyl propyl ) pi peri

din-4-yl]-1, 3-thiazol e-4- carboxam de 857NMR or
wo-aRMobA28ass 858 HN
2-{1-[3-(methyl thi o) propyl]piperidin-4-yl}-N[4"-(trif

| uor onmet hoxy) bi phenyl - 2- ylgspl
, 3-t hi azol e- 4- car boxam de 859 HN

PCT/EP2004/005931

N- (41 -fluorobi phenyl -2-yl)-2-{1-[3-(methyl thio)propyl]

No.

PRV A -} 4 [a)
pertTarm=4=yl - L, o

FORMULA

NMR or
mass

1779

”
e N

N-(4'-chlorobiphenyl-2-yl)-2-{1-{(2-pyridin-2-ylethyl)suifonyl]piperidin-4-yl}-
1,3-thiazole-4-carboxamide

1780

3

-
@]

A

S

N

—

NG/

N-(4'-methylbiphenyl-2-y1)-2-{1-[(2-pyridin-2-ylethyl)sulfonyl]piperidin-4-yi}-
1,3-thiazole-4-carboxamide




t hi azol e- 4- car boxam deNo. FORMULA NVRor mass 860

N-(4' - chl orobi phenyl -2-yl)-2-{1-[ 3- (net hyl t hi o) propyl ]
w@r@enodes- 4-yl }- 1, 3- thiazol e-4-carboxani de 3BAT/BE204/005931

ONo. FORMULA NMR or nmass 863 F /

-631-

NMR or

No. FORMULA mass

1781

N-(5-methylbiphenyl-2-yl)-2-{1-[(2-pyridin-2-ylethyl)sulfonyl]piperidin-4-yl}-
1,3-thiazole-4-carboxamide

| 1782

2-{1 -[(2-pyridin-2-ylethyl)suIfonyl]piperidin-4-y|}-N-[3'-(triﬂuoromethyl)-
biphenyl-2-yl}-1,3-thiazole-4-carboxamide




HN
2-{1-[3-(nmethylthio)propyl]piperidin-4-yl}-N[3 -(trif

wo pwsooesbdyl ) bi phenyl - 2-yl ] -

86

4 HN F

1, 3-t hi azol e- 4- cap®ODEPaTDL@5931

N-(4' -chl oro-5-fl uorobi phenyl -2-yl)-2-{1-[ 3- (net hyl t hi

o) propyl ] pi peridin-4-yl}- -632-
1, 3-thi azol e- 4- car boxam deNVRor No. FORMULA mass 865
866 '
Z-[(I-putylprperrdirn-4-ylh)-N-1T4"-(Tri 11 uor omet hoxy)[DI MR or
Noenyl - 2-yl]-1 , 3-t hi azolF@RMULA . mass
= %
0=$=0
N
1783 s Xy
BRSO
HN
F
N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[(2-pyridin-2-ylethyl)sulfonyl}-
piperidin-4-yl}-1,3-thiazole-4-carboxamide
N O
~
T
s” N
1784 =
. o]

Y
N-ethyl-4-[4-({[3"-(triﬂuoromethyl)biphenyl-z-yl]amino}carbonyl)-1 ,3-thiazol-
2-yllpiperidine-1-carboxamide

1785

SOy




car boxam de 867
2-(1-butyl piperidin-4-yl)-N(4'-fluorobi phenyl-2-yl)-1

W0 Hoshoma2z0l e- 4- car boxam deNVRor No. FORMULA nBSEEBDH84/005931
2-(1-butyl pi peridin-4-yl)-N-(4'-chl orobi phenyl-2-yl)-1

, 3-thi azol e- 4-

mass - 633 -

car boxanm de 869 870 ONo. FORMJULA NMR or

No.

FORMULA

NMR or
mass

1786

T
A
)

N

SSSN
\_S;O
HN

ethyl {[4-(4-{[(4'-fluorobiphenyl-2-yl}amino]carbonyl}-1 ,3-thiazol-2-yl)-
piperidin-1-yljcarbonyl}carbamate

(o)

1787

etnyl {[4-(4-{[(4'-chlorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yi)-
piperidin-1-ylJcarbonyl}carbamate -

1788




871 V HN

2-(1-butylpiperidin-4-yl)-N[3" -(trifluoromnethyl)biphe
wmygdosAedikd - 1. 3-t hi azol e- 4- car boxam de 872 HN FCT/EP2004/005931

2-(1-butyl pi peridin-4-yl)-N-(4"-chl oro-5-fluorobi pheny

| -2-yl')-1,3-thiazol e-4- carfygxam de 873No. FORMULA NMR

or nw\ss
NMR or
No. FORMULA mass
O\(O
HNYO
N
1789

e
F> iF HN -
ethyl ({4-[4-({[3"-(trifluoromethyl)biphenyl-2-yijamino}carbonyl)-1,3-thiazol-2-
yl]piperidin-1-yl}carbonyl)carbamate .

39\'“

1790 _

ethyl {[4-(4—{{(4'-chroro-s-ﬂuorobiphenyl—2-y|)amino]carbonyl}-1 ,3-thiazol-2-
yl)piperidin-1-yljcarbonyl}carbamate




874 HN

2-(1-pentyl piperidin-4-yl)-N-[4"-(trifluoronethoxy)bip
whe@gle2y/1 ] -1, 3-t hi azol e- 4-car boxam de 875 HMCT/EP2004/005931

N-(4' -fl uorobi phenyl -2-yl)-2-(1-pentyl pi peridin-4-yl)-

1, 3-t hi a20l e- 4- carboxam deNo. FORMULA NmvaRssor 876

N- (4' - chl or obi phenyl -2-yl ) =834 1- pentyl pi peridin-4-yl)-

1, 3-thi azol e-4- carboxam de :

NMR or
mass

No. FORMULA

o)
Ho
/\OJ\/N o
X
1791 A =

ethyl N-({4-[4-({[3'-(trifluoromethyl)biphenyi-2-ylJamino}carbonyl)-1,3-thiazol-
2-ylpiperidin-1-yl}carbonyl)glycinate

| g

H
/\/NYO
9
‘ s” N
1793 ' \zgﬁ
E 0 .
‘ \ iF HN
N-propyl-4-{4-({[3'-(trifiuoromethyl)biphenyl-2-ylJamino}carbonyl)-1,3-thiazo!-
2-yl]piperidine-1-carboxamide




877 878 O WNo. FORMULA NMR or mass 879 V HN
2-(1-pentyl piperidin-4-yl)-N[3"-(trifluoromethyl)biph
we@pys/o@31ys | - 1, 3-t hi azol e- 4- car boxam de 880 HNPEI/EP2004/005931

~636 -

B NMR or
,N°' FORMULA . mass

1794
8 Dy

N

200

F

H
0. N,
S

1795

2-(1 -{[(methoxymethyl)amino]carbonothioyl)piperidin-4-yl")-N-[4'-(triﬂuoro-
methoxy)biphenyl-2-yl]-1,3-thiazole-4-carboxamide

H
/o\/N\fS,
N

1796 : ' \:&:
_ o]

N-(4'-fluorobiphenyl-2-yl)-2-(1-{{(methoxymethyi)amino]carbonothioyl}-
piperidin-4-yl)-1,3-thiazole-4-carboxamide




N-(4' -chl or o-5-f | uorobi phenyl - 2-yl ) -2-(1-pentyl pi perid

in-4-yl)-1,3-thiazol e-4- carboxam deNo. FORMULA
wo\edveBsxes 881 882 net hyl PCT/EP2004/005931

6-[4-(4-{[ (4" -chl or obi phenyl - 2-yl )am no] car bony) } -1, 3-

t hi azol -2-yl)- piperidin-1-yl]hexanoate 883 NNo.

FORMULA NVR or nass 884

2-{1-[(22) - 3-pyridin-4-yl prop-2-en-1-yl]pi peridin-4-yl

}-N-[4"-(trifluoromethoxy) 637

NOT FURNISHED UPON FILING



bi phenyl - 2-yl]-1, 3-thi azol e- 4- car boxam de 885
N-(4'-fluorobi phenyl-2-yl)-2-{1-[(22)-3-pyridin-4-yl pr

we@peoRoen2d- yl ] pi peridin-4- yl}-1 PCT/EP2004/005931

-en-i-yllpiperidin® yl}-1,
887 888 NNo. FORMULA NMWR or

, 3-t hi azol e- 4- car boxam deNo. FORMJULA NMR or nass 886
hP'-chIorobiphenyIA-yIJ-Zﬁh-gZJ-S-pyridinA-yIprop-
-thiazole-4-carboxanjde

No.

NMR or

FORMULA mass

1800

H
/O\/N\(.S
N

HN
2-(1-{[(methoxymethyl)amino]carbonothioyl}piperidin-4-yl)-N-[3'-(trifluoro-
methyl)biphenyl-2-yl}-1,3-thiazole-4-carboxamide

\_gso
Fo F

1801

H
/O\/NYS
' N

s~ N

o

HN
-0
_ ' F
N-(4'-chioro-5-fluorobiphenyl-2-yl)-2-(1-{[(methoxymethyl)amino]carbono-
thioyl}piperidin-4-yl)-1,3-thiazole-4-carboxamide

1802

- S O

S




mass 889 890 NH W 891 \ NWR or

No. FORMULA nass 892 \\

893
WO 2005/003128 PCT/EP2004/005931
-639 -
NMR or
No. FORMULA mass
o o)
HNYS
SN\;‘
Y
1803 —
: o
HN

P

ethyl ({4-[4-({[4'-(trifluoromethoxy)biphenyl-2-yllamino}carbonyl)-1,3-thiazol-

2-yl]piperidin-1-yl}carbonothioyl)carbamate

1804

~

®)

\f

HN S

\}
OO0

ethyl {[4-(4-{[(4'-fluorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-yl)-
piperidin-1-yl]carbonothioyl}carbamate




894No. FORMULA NWR or

mass F F-F 895 () YO( ES+

604,4s 1 | H-1) poF
WO 2005/003128 PCT/EP2004/005931
- 640 -
No. FORMULA NMR or

mass

1805

\l

o o

HN\(

N

X
=

N
HN

S

ethyl {[4-(4-{[(4'-chlorobiphenyl-2-yl)amino]carbonyl}-1 ,3-thiazol-2-yl)-
piperidin-1-yljcarbonothioyl}carbamate

1806

27
C1. U
o)\@@ °

S

1807

N

0. O

HNYS

N

N

O




F 896 ES+ 632,4 F F -F [ 897 ES+ 618,4 O ( ( S ONo.

F

ethyl {[4-(4-{[(4"-chloro-5-fluorobiphenyl-2-yl)amino]carbonyl}-1,3-thiazol-2-

yl)piperidin-1-yljcarbonothioyl}carbamate

FORMULA NmvaRssor F F 7-Q O
WO 2005/003128 PCT/EP2004/005931
- 641 -
No. FORMULA NMR or
mass
(o] (o]
HN\(S
EP
' "
1808 _
e
HN

J

1809 Q NH
. NH _
N\YCN/&S
o
\ S
N, s
\/\/
§
"N
1810 —
0
HN
E

O




898 ES+ 662,4 899 ES+ 648,4 900 ES+ 488, 3No. FORMULA

NVR or mass F F o 901 O ES+ 502,2 F F 902 ES+ 603,3 S-
wW6-2095/003128 PCT/EP2004/005931
-642 -

No. FORMULA NMR or

mass
_Z ’I;l' S
NN g
T
-
.
HN

2-(1-{[(2E)-but-2-en-1 -ylamino]carbonothioyl}piperidin-4-yl')-N-(4’-ﬂuoro-
biphenyl-2-y1)-1,3-thiazole-4-carboxamide

1812

2-(1-{[(2E)-but-2-en-1-ylamino)carbonothioyl}piperidin-4-yl)-N-(4'-chloro-
biphenyi-2-yl)-1,3-thiazole-4-carboxamide

1813




903 ES+617, 4No. FORMULA NmvaRssor R F -N LA ( 904 - i
| ES- 616,3 jIl L JL 8 SN5 T IBIO.Od CAL

WEXRERVIVESNTAL SECTI ON Bl OLOG CAL ACTI VI TY TESTECT/EP2004/005931
Anal ysis of the inhibition of MIP activity s The
inhibition of the activity of mcrosomal triglyceride

NMR or

transfer protein (MIP) was t@®St-ed by using the
No. FORMULA
mass

foll ow ng operating protocol.
08
1814 Q | NH
' NH
| N\)/CN/&S
. o {

]

H
\\54“\;/N\T7S
N _
1815 . , \'—; o
\ i': HN
2-(1-{[(2E)-but-2-en-1-ylamino]carbonothioyl}piperidin-4-yl )-N-[3'-(triﬂuoro-
methyl)biphenyl-2-yl]-1,3-thiazole-4-carboxamide ,

s
0

2-(1-{[(2E)-but-2-en-1-ylamino]carbonothioyl}piperidin-4-yl}-N-(4'-chloro-5-
fluorobiphenyl-2-yi)-1,3-thiazole-4-carboxamide

1816

F




wobkoos/obabel | ed triglyceride,
an acceptor particle, in the presence of MIP. The

The inhibition of MIP activity wth a conmpound can be
guantified by observing the inhibition of the transfer

froma donor partPCTER2000005931

procedure for the prepai Qgugtion of MIP is based on

the nmethod by Wetterau and Zilversmt (Bi ochem

Bi ophys. Acta (1986) 875, 610). A few grans of gol den

No.

net or 1 \g + aleanm ol + o e o Al [
hRarster—Hver—are—taker—and—then—+insed——several—t

iln a 250 nM sucrose sebaemuaa at 00C. Al the foll

ot

tion

1817

T COUTTCTTTT

f 50%in 250 nM sucrase is prepared using a Tefl

i1l and then ce
o 2 g

00cg at +4C. Th
he m crosomal pellset is taken up

05 000 cg fag
i scarded a#

OO0 03130

.0. 1-m aliguot

S

teps. proceed-at +=4C - A-honpgenate—at—aconcentrd
fv—r.a rJr a4 or T T T% W‘uull\.ﬂ.‘ ~ AT A L
uged for 10 mnutes at i s 1

pernatant is then centrifuged
n utes at +40C. The supernat g

acfing |ive MJ/S@HCI 150 nM g
*)iié?fio s ar
A H o
0"\

on
0

-at
nt is
n 3
H

1818

2-{1-[(acetylamino)carbonothioyl]piperidin-4-yi}-N-(4'-fluorobiphenyl-2-y)-
- | 1,3-thiazole-4-carboxamide

1819 .
o

2-{1-[(acetylamino)carbonothioyl]piperidin-4-yl}-N-(4'-chlorobiphenyl-2-y1)-
1,3-thiazole-4-carboxamide




stored at -800C until the tine of use. After thaw
fraction of mcrosonmes (1 m), 12 m of refrigerat
wareoospbaks 0 50 mM KCI 50 mM MCl 2 5 nM pH 7.EchePioes/e5931
and 1.2 m of deoxycholate (0.54%in water) are added.
After incubation for 30 mnutes at +4C with gentle

ag
fo

itation, the suspension i$4dentrifuged at 105 00
r 75 mnutes. The super natant conprising the

ng a
ed

Ocg

soluble MIP is dial ysed against Tris/HO 150 mM NaCl

400 MM EDTA 1 nmM 0. 02% sodi um azide pH 7.4 buffer| ("NMRor
Not ilves one litre over 2-@'@"%3). The MIP is stored aiass
FHC— 15 stabte fTor at reast 30 days and is used 1 n un
nodi fied formin t est. The donor particles
(1) posones) are p ed from 208 nL of
L-jphosphati dyl cho c’at a concentration of 10 ng/im
i nf chl orofor : 480 nmlL of S
1820 - _
N//(N/A
N
S .
1821 Q - | P
} 7/ON/&N/4
N
A\ H 0
o) \ :
S
YO
SYNH
[
s§7 N
1822 —
o
" F AN
2-{1-[(acetylamino)carbonothioyi}piperidin-4-yl}-N-[3'-(trifluoromethyt)-
biphenyl-2-yl)-1,3-thiazole-4-carboxamide




[3H -triolein at a concentration of 0.5 nCi/m in
toluene. After stirring, the solution O is evaporated
wa@nabenoieg r ogen, taken up in 6 m of Tris/HC BOr/RER004/005931

KCl 50 MM MyCl 5 nM pH 7.4 buffer and incubated in an
ultrasound bath for 30 m nutes atroomtenperature. The
1iposones are stored at +4C64fd sonicated again for 10

m nut es before each use. The acceptor particles are
biotinylated | ow density lipoproteins (LDL-Dbiot).

These particles are su;}@'{nﬁg_g&)y t he conpany Anmer shamNMR or
€

No . . . .
The reaction m xture i s pr ed in untreated well mass

white plates (Corning Costar) by addition, in the
fgllowing order, of: 5 ¢ HEPES 50 mM NaCl 150 niV
B3A 0. 1% (w v), O. 05%§odiNHm azide (wv), pH7.4 .
buffer; 5 nL of lipo s S, 5 nmL of LDL-biot; 5 nm of

tgst products in DMSO nmL of MIP. After incu batfi on

fgqr 18-24 hours at 370  the reaction is stopped by
addi ng 100 nL of Aner '

Y

1823
o

2-{1-[(acetylamino)carbonothioyl]piperidin-4-yl}-N-(4'-chloro-5-fluoro-
biphenyi-2-yl)-1,3-thiazole-4-carboxamide

-
Y

SX—_:§¢O

F

1825

2-{1-[2-methyl-2-(methyldithio)propyl]piperidin-4-yl}-N-[4'-(trifluoromethoxy)-
biphenyl-2-yl}-1,3-thiazole-4-carboxamide




sham SPA (Scintillation Proximty Assay) beads coupl ed

to

wa@2008gox28Top Count (Packard) machi ne at

streptavidin, and the radioactivity is counted

later. The inhibition of the transfer of the

tr
re

i glycerides with a conmpound is reflected by a
ducti-on in the transferredéd7adi oactivity. The

| east PCIBEPIINL/005931

percentage of inhibition for a given conpound is
determined relative to controls that do not conprise
cojm pounds in the reaction m xture. The results arP NMRor

Naxpressed in terns of tFRRM¥Sy i e. the concentrali ofnass
thet—attows a 509 Tnhi bitiom of MIP. These resuf tsjare
sufmmari zed in Table A ow for a nunber of
representative conpo f-the invention. TABLE A
Exanple 1 Cso(M) N

N
1826 \__QF o '

HN
N-(4"-fluorobiphenyl-2-yl)-2-{1-[2-methyl-2-(methyldithio)propyl]piperidin-4-
yl}-1,3-thiazole-4-carboxamide

s
_ \S>§
FSEJ
s” N
1827 \=S=:
o]
HN '

a —

N-(4'-chlorobiphenyl-2-yl)-2-{1-[2-methyl-2-(methyldithio)propyl}piperidin-4-
yl}-1,3-thiazole-4-carboxamide

1828

0y
ok

S
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167Anal ysis of the secretion of apo B in the Hep&
wheovenoxes | | ine: The activity of a conpound aPCDER1ong005931

to the invention can be eval uated by neasuring the

i nhi bition of apo B secregggéw_ in Hep& cells.

NMR or

S. .

\s>§

E'P '

s” N
1830 \—‘g;o

F> iF HN
2-{1-[2-methyl-2-(methyldithio)propyi]piperidin-4-yl}-N-[3'- (trlﬂuoromethyl)

biphenyl-2-yl)-1,3-thiazole-4-carboxamide

/s\s>§

N

-0

N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[2-methyl-2-(methyidithio)propy!]-
piperidin-4-yl}-1,3-thiazole-4-carboxamide




The Hep& cells (ECACC - No. 8501 1430) are used as
nodel in the study 5 of the in vitro hepatic secretion
woboosiomaps ot ei ns (Di xon J. and G nsberg H., J.Prdi/pPmo4/005931

Res., 1993, 34,167-179). The Hep& cells are cultured

in Dul becco's nodified Eagle's nedi um com prising 10%
foetal calf serum (DVEM and®8BS - G bco) in 96-well

pl at es under an atnosphere of 5% carbon dioxide for 24
hours (about 70% confluence). i o _The test conpounds

arle di ssolved at a con tion of 2 or 10 mMMin NMR or
Noyilnet hyl sul f oxi de (DN%%?‘M Bial dilutions (1:3.16) mass

arle made in DMSO and are added (1:200 - Robot Ml tj|i nek
Bgcknman) to the growt i medi um (200 ni) and then
filnal Iy incubated for hours in the various well|s
cqntai ning the Hep& cells. The 24-hour culture

sypernatant diluted to 1*5 (phosphat e- buffered sa

ne:

1832 S\=;§=O |

2-(1-pent-4-en-1-ylpiperidin-4-yl)-N-{4'-(trifluoromethoxy)biphenyl-2-yl]-1 ,3-
thiazole-4-carboxamide

1833

N-(5-methylbiphenyl-2-y1)-2-[1-(3,3,3-trifluoropropyl)piperidin-4-yl}-1,3-
thiazole-4-carboxamide '

1834 Q o;”\(j w/@N




according to a sandw ch-

s PBS conprising 1% bovi ne serum al bum n) is tested

ELI SA net hod specific for

wheovanodapo B. The results are expressed in terpsr/BP2004/005931
IC50, i.e, the concentration that pro duces a 50%
i nhibition of apo B secretion in the Hep& cell s.
These results are col |l ated-i680Tabl e B bel ow for a
nunber of representative 20 conpounds of the
invention. TABLE B Exanple /C50 (M) 1 20 3 12 4 307

No.

FORMULA

NMR or
mass

1835

Y
00

F
F

2-[1-(2-methylbutyl)piperidin-4-yl]-N-[4'-(trifluoromethoxy)biphenyl-2-yl}-1,3-
thiazole-4-carboxamide

1836

-
0

N-(4'-fluorobiphenyl-2-y1)-2-[1-(2-methylbutyl)piperidin-4-yl)-1,3-thiazole-4-
carboxamide




5 286 6 288 9 7CLAIM5 1. Conpounds of the fornmula (1):

A Jl

R1/ RR5 (1)

i n which:

A represents a radical

waebmsomibs omt he radicals al and a2 bel ow PCT/EP2004/005931
- 651 -
NMR or
No. FORMULA mass
gN\J
s~ N
| 1837 =
o
HN
e e
N-(4'-chlorobiphenyl-2-yl)-2-[1-(2-methylbutyl)piperidin-4-yl]-1,3- th|azole-4-
carboxamide
1838 Q jJ
NH
)\@7/@
S
1839 | Q " N)//
AN
O)\&
S .




R2 Wal ; a2 ; Grepresents a divalent bond or

radi cal chosen fromthe groups g1, g2 and g3 below Y
wW25003128 92 ; g3 ; Rl is chosen from hydr ogePCEHREP20841005931
al kyl, al kenyl, al kynyl, cycloalkyl, i s

het erocycl oal kyl, aryl, heteroaryl, alkylcarbonyl or
al koxycarbonyl radi cal; R#B52R2' and R3, which may be
identical or different, are chosen, independently .of
each other, froma hydrogen atom an al kyl, al kenyl,

NMR or
No. FORMULA mass
E’P
s” N
1840 —{_
0

F :

\ iF HN
2-[1-(2-methylbutyl)piperidin-4-yi]-N-[3"-(trifluoromethyl)biphenyl-2-yl}-1,3-
thiazole-4-carboxamide

%N\J
s” N
1841 \__Sgo
HN
F ‘

N-(4'-chioro-5-fluorobiphenyi-2-yl)-2-[1-(2-methylbutyl)piperidin-4-yl]-1,3-
thiazole-4-carboxamide




cycl oal kyl ,
r adi cal

al kynyl ,
het er oar yl

het er ocycl oal kyl
and a 20 radi cal

or
or

aryl
-NRR ;

R2 and

wosogather form wth the nitrogen atom t hat POEBP®04/005931

them a heterocycle;
i denti cal

al kynyl, 5 cycl oal kyl,
het eroaryl radica

or different,

and a_radi cal

R4 and R5, which may be
are chosen,

aryl or
R and R

het er ocycl oal kyl ,
-NRR' ;

» i ndepend ently of
each other, from a hydrogenf@om an al kyl, al kenyl,

ich may be identical cQemllLAferent, represent NMR or
. FORM ; :

N-°| dependently of each o?hegFLa hydr ogen atomor a mass
radical chosen fromal kyl, alkenyl, alkynyl,
cycl oal kyl , het erocy€teal kyl, aryl and heteroaryl| W
of together for \'th the nitrogen atom that beal
them a hetero e,
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21 -(2-methylpenty|)piperidin-4-yl]-N-[4'-(triﬂuoromethoxy)bipheny|—2—yl]-
1,3-thiazole-4-carboxamide '
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or together formthe double bond of an al ken-1-yl
radical; Y represents an oxygen or sulfur atom and

wQ@200eporasents - NH or an oxygen atony i s the poOEEPDHH€005931

geonetrical and/or optical isoners, epinmers and
various tautoneric forns, -ggg-possible oxidized forns,
especi ally am ne oxi des, thereof, the solvates and the
hydr at es of these conpounds; and al'so the possible

frarmeceutTcal ™ acceptabl e sal ts thereof W th an [aCiNfir or

o

No. qr a base, or the phaF@RM&LA cal ~ accept abl e prodrugmass
gf—t-hese—econpotnds—O6—2—Conpounds—accordimyg—to GrarmT
1, for which the ragdical R5 represents hydrogen,
FS;]
. N 4
1845 N
e
F> iF HN
2-[1-(2-methylpentyl)piperidin-4-yl}-N-[3-(trifluoromethyl)biphenyl-2-yi]-1,3-
thiazole-4-carboxamide
[;;]
a
1846 S\__ig
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N-(4'-chloro-5-fluorobiphenyi-2-yl)-2-[1-(2-methylpentyl)piperidin-4-yt}-1,3-
thiazole-4-carboxamide




t he possi bl e geonetrical and/or optical isoners,
epi mers and various tautoneric forns, and possible
woziodioaae f or ns, especially am ne oxi des, therpof/EPDH04/005931
the solvates and the hydrates of these conpounds; and
al so the possible»pharnaceu;igal“ acceptable salts
thereof with an acid or a b&S8. or t he pharmaceutical ®
accept abl e prodrugs of these conpounds. 3. Conpounds
F__@uxxn4ui4%44Li1zmnm4_oL_LLaLanr_igL_mthh_Lhe_LadLcaL______
NoR4 O represents hydrogeprMigapossi bl e geonetri cal NMR or
and/or _optical isoners, epiners and various tautonerj3ss
. fqrms, and possible oxjdized fornms, especially amjne
oXi des, thereof, ol'vates and the hydrates of |
t hese conpounds; al so t'he possi bl e pharnmaceutifcal »
adceptabl e salts ereof with an acid or a base, dr

t He phar nacgo al ™ accept abl e prodrugs of these
184zgnpounds. Q ///u
NH N
. . . 4L\chf .
' o
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2-(1-propylpiperidin-4-yl)-N-[4'-(trifluoromethoxy)biphenyl-2-yi]-1,3-thiazole-
4-carboxamide
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4. Conmpounds according to any one of the prece

di ng

clains, in which the thiazolyl radical is branched in
w@o®sooxes 3 or in position 4 of the piperidi neP@EP®OE005931

t he possible geonetrical and/or optical isoner
epi mers and various tautoneric forns, and poss

S,
i bl e

oxi di zed forns, especially -ffifrre oxi des, thereof, the
and al so

sol vates and the hydrates of these conmpounds;

the possi bl e pharmaceutical » acceptable salts thereof

. . —~
NoWM h an acid or a baseT MJJEepharnaceutlcm

aclcept abl e prodrugs of these conpounds. 5. Conpoun

NMR or
ds mass

acicording to any one of the precedi ng clal ns,
the thiazolyl radical is branched in position
pilperi di ne nucleus, th ossi bl e geonetrical a
optical isomers, epinersNand vari ous

i:%i;zo
-0

N-(4'-chiorobiphenyl-2-yl)-2-(1-propylpiperidin-4-yl)-1,3-thiazole-4-
carboxamide
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tautoneric forms, and possi bl e oxidized forns,
especi ally am ne oxi des, thereof, the solvates and the

whyasabass of t hese conpounds;

and al so t he posBCTER2004/005931

pharmaceuti cal ® acceptable salts thereof with an acid
a base, or the pharmaceutical ® acceptabl e prodrugs
these conpounds. 6. Conpdtiids according to any one

or
of
of

the preceding clainms, in which Grepresents the

radical gl the possible geanetrical and/or optica

Nou spners, epinmers and vq;rdmg autoneric forns, and
possible oxidized fornms, especially am ne oxides,

NMR or
mass

t hereof, the sol vates and the hydrates of these
conpounds and al so the
acceptabl e salts thereo
t he pharnmaceutical ™ acc

C
pr

1853

possi bl e pharmaceuti cal

with an acid or a base, o

ept abl e prodrugs of these

rdi ng to any one of the
[

npounds. 7. Conpounds
eceding clains, in

2-(1-propylpiperidin-4-yi)-N-{3'-(trifluoromethyl)biphenyl-2-yl}-1,3-thiazole-4-
carboxamide

——

1854

N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-(1-propylpiperidin-4-yl)-1,3-thiazole-4-

carboxamide




G
at

wepioseoxr2and vari ous tautoneric forns,

represents the radical gl and Y represents an oxygen
om the possible geonetrical and/or optical isoners,

oxi di zed forns, especially am ne oxides, thereof,
the solvates and the hydrates of these conpounds;

al

a

so the possible pharnaceuﬁﬁéal“ acceptable salts
thereof with an acid or a base,

and posBCTER2004/005931
and

or the pharnaceuti-cal®
ceptable prodrugs of these conpounds. 8. Conpounds

Nodqcording to any one of kR A €ceding claims, in

Whi MR or
o the radical R4 represents hydrogen, the radicdl

RMass

re
i
re
0X

i g
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position 4 of the pipgfigine nucleus, and G

h which Y represents ar

oners, epiners and va

N-(4'-fluorobiphenyl-2-yl)-2-[1-(3-phenylpropyl)piperidin-4-yl}-1,3-thiazole-4-
carboxamide ‘

ygen atom the possible geonetrical and/or optidal

presents hydrogen, the thiazolyl radical is branched

1856

N-(4'-chlorobiphenyl-2-yl)-2-[1-(3-phenyipropyl)piperidin-4-yl}-1,3-thiazole-4-
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carboxamide
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tautoneric forms, and possi bl e oxidized forns,
especially am ne oxides, thereof, i s the solvates and

wo beshydesat es of these conpounds; and al so t heP@DEB10bd/@5931

pharmaceuti cal ® acceptable salts thereof with an acid
or a base, or the pharmaceutical”™ acceptabl e prodrugs
of these conpounds. 9. Conpd®dds according to any one
of the preceding clainms, in which 20 Rl represents. an
aryl radical, especially phenyl, substituted by one or

No

ngre aryl and/or alkylﬁaaﬁdﬁﬂss, t he possible NMR or

“ggonetrical and/or optical 1Soners, epiners and mass

1858

vgrious tautoneric fornms, and possi bl e oxidized fdrms,
egpeci al |y am ne oxides, thereof, the solvates and the
hydr at es of these co unds; 5 and al so the possifle

pHarmaceutical ® acceptable salts thereof with an

A

F

2-{1-[3-(methylthio)propyl]piperidin-4-yl}-N-[4'-(trifluoromethoxy)biphenyl-2- -
yl]-1,3-thiazole-4-carboxamide
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N-(4"-fluorobiphenyl-2-yl)-2-{1-[3-(methylthio)propyl]piperidin-4-yl}-1,3-
thiazole-4-carboxamide




acid or a base, or the pharnmaceutically acceptable
prodrugs of these conpounds. 10. Conpounds accordi ng

wo oooany3iesie of the preceding clains, in which RII/EP2004/005931

represents a bi phenyl radical, optionally substituted

by one or nore alkyl radi- 0 cals, preferably methyl,
et hyl or propyl, and/or w t-I668-per hal oal kyl or
per hal oal koxy radi cal ,the possible geonetrical and/or

optical isoners, epiners and various tautoneric forns,

N°thereof, t he sol vates & hydrates of these

[, arnd possible oxidized f especially am ne oxi JeSNMR or
SRy

mass

cdnpounds; and al SO the posSible pharnaceutrcally
agceptable salts thereof with an 5 acid or a base,| or
t e pharmaceuti cal | §. acceptabl e prodrugs of these
cgnpounds. 11. Cbnpdatgf according to any one of tlhe

prieceding clains, in waich Arepresents a2,

m

N-(4'-chlorobiphenyl-2-y1)-2-{1-[3-(methylthio)propyl]piperidin-4-yl}-1,3-
thiazole-4-carboxamide

\

o s

1862 | O




th
ep

SO

e possi ble geonetrical and/or optical isoners,

imers and various i o tautoneric forns, and possible
wozxiodioaael f or ns, especially am ne oxi des, therpof/EP10h€005931
| vates and the hydrates of these conpounds; and al so
t he possi bl e pharnmaceutically acceptable salts thereof
wWith an acid or a base, or t6@& pharnaceutically

accept abl e prodrugs of these conpounds. i s 12.

Conmpounds according to any one of the preceding

clThins, in which Arepresents a radical of the Tor fuljaRror
N9i2l below in which Re ERMYA which may be identital mass

or [dirfferent, and Tndependentfy of each other, tave

the sanme definitions|as the radicals R2 and R3 def{ned

infCaim1l, O the otBer substituents having the sape

definitions as those given above, the possible

gepnetrical and/or optisal isoners, epinmers and

vali ous

1 1863

e
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2-{1-[3-(methylthio)propyl]piperidin-4-yl}-N-{3'-(trifluoromethyl)biphenyl-2-yi]-

1864

1,3-thiazole-4-carboxamide
S

O

N-(4'-chloro-5-fluorobiphenyl-2-yl)-2-{1-[3-(methylthio)propyl]piperidin-4-yl}-
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1,3-thiazole-4-carboxamide




tautoneric forms, and possi bl e oxidized forns,

especi ally am ne oxi des, thereof, the solvates and the
whyasabass of t hese conpounds; and al so t he posBChER2004/005931

pharmaceutically acceptable salts thereof with an 5

acid or a base, or the pharnmaceutically acceptable

prodrugs of these conpounds.eeb3. Conpounds accordi ng

to any one of the preceding clains, in which G ,

represents-the radical gl, with Y representing an

OXygen atom RL represents a bi phenyl radical, NMR or
Nogpt i onal |y substituted ABRMHA or nore al kyl radicals, mass
preferabtymethyt——ethyt—or—propyts—andfor—=

trifluoronmethyl or tri
rejpresents a2, th& of
abjove, the possih )
i sjoners, epi ¢

ossible o
186tgher eof

oronet hoxy radi cal, and A
her substituents being as def} ned
eonetrical and/or optical '

1866 \——S’O

2-(1 -butylpiperidin-4-y|)-N-[4'-(triﬂuoromethoxy)biphenyl-Z-yl]-'1 ,3-thiazole-4-
carboxamide

Y
D

2-(1-butylpiperidin-4-yl)-N-(4'-fluorobiphenyl-2-yl)-1,3-thiazole-4-
carboxamide

1867




the solvates and the hydrates of these conpounds;

and

al so the possi ble pharnmaceutically acceptable salts
wo beseafizevi th an acid or a base, or the

phar maceuti cal | yacceptabl e prodrugs of these

conpounds. 14. Conpounds according to any one of the

pr

PCT/EP2004/005931

ecedi ng clains, in which-@6Bepresents the radica
gl, with Y representing an oxygen atom Rl represents

a bi phenyl radical, optionally substituted by one or
No " € al kyl radicals, g y nmet hyl , ethyl or NMR or
“prlopyl , and/or a trlflu R or trlfluoronethoxy mass
rgdi cal, and A represents aZ or the Tormufar N3 n in

whi ch R6 and R7, whick may be identical or differg
ard i ndependently of epch

1 1868
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2-(1-butylpiperidin-4-yl)-N-(4'-chlorobiphenyl-2-yl)-1,3-thiazole-4-
carboxamide

nt,
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ot her, have the sane definitions as the radicals R2

and R3 defined in Caiml1, the other substituents
wheiosgorss def i ned above, the possi bl e geonet riBel/EP2004/005931

and/ or optical isoners, epiners and various tautomeric

forms, and possible oxidized forns, especially am ne

oxi des,- thereof, the sol vat-é#$4and the hydrates of

t hese conpounds; and al so the possibl e .
_pharmaceutically acceptable salts thereof with an acid

No2!( @ base, or the pharg%%@ﬂbjcally accept abl e prodr ugsR or
of| t hese conmpounds. 15. 8unds accordi ng to any|] oneass

off the preceding clains, chosen from

N-fet hyl - N- (1- et hyl - 2~0x0- 2- phenyl et hyl )

2-[1- (4" -trifluoronethyl bi phenyl - .
2-|car bonyl ) pi peri d- 4-yl |yt hi azol e- 4-carbamate; |
N-jet hyl - N- (1- net hyl - 2- oxQ- 2- pyri d-3-yl ethyl)2-[1-({4' -t
riff | uor omet hyl bi phenyl

s N ,
1871 .
- o
>iF HN

2-(1-butylpiperidin-4-y!)-N-[3'-(trifluoromethyl)biphenyl-2-yl]-1,3-thiazole-4-

.

1872

carboxamide
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2-(1-butylpiperidin-4-yl)-N-(4'-chloro-5-fluorobiphenyl-2-yi)-1,3-thiazole-4-

F

carboxamide
1873 O
AN
o" \

S




2
N-

w0 4005003188 uor onet hoxybi phenyl -

car bonyl ) pi peri d-4-yl]thiazol e-4-carbanmat e;
et hyl - N- ( 1- net hyl - 2- oxo- 2- phenyl et hyl ) 2-[ 1- (6- ne

t hyl

PCT/EP2004/005931

2-carbonyl ) pi perid-4-yl]thiazol e-4-carbante; 5 -

N—ethyl-N4(1-nethyl-2-oxo-2-£yrid-2-y|ethy|)

2-[ 1- (6- net hyl - - 665 -

trifIuoronEthoxybiphenyl-2-carbony|)piperid-4-y|]thiaz‘

ol e- 4- car bamat e.

N-[ cyano( 4-fl uor ophenyl yl]-N phenyl - 2-] 1- (4 -1 r iNMR or
No Eronethylblphenyl PORRNIA mass

Z2-carbonyl) pi perid-4-ylTthi azol e- 4- car boxam de;

N-{(s- cyanobenzyl)-N—ethyI-2-[1-(4'-trif|uoronethylbiph

enFI-Z cari o

bonyl ) pi perid-4-yl ]thiazol e-4-carboxam de;

2-1-{4"-(trifluoronmethyl)-1, 1 -bi phenyl -2-yl]car boxyl

1P |

i perid-4-yl}-1, 3- tthzéje 4- car boxylic acid

1874 \—_<>==o
HN
OO
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F
2-(1-pentylpiperidin-4-yl)-N-[4'-(trifluoromethoxy)biphenyl-2-yi]- 1,3-thiazole- _
4-carboxamide ' ,
EP
AN
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N-(4'-fluorobiphenyl-2-yl)-2-(1-pentylpiperidin-4-yl)-1,3-thiazole-4-
carboxamide




1- (4-{4-(3-hydroxypi perid-1-yl)nethanoyl]thiazol -2-yl}
pi perid-1-yl)-1-

w@ 4005003128 uor onet hyl bi phenyl - 2-yl ) met hanone i BCF/EP2004/005931
N- et hyl - N- ( 1- net hyl - 2- oxo- 2- phenethyl )-2-[1- (4" -trifl
~uor onet hyl bi phenyl - 666
2- car bonyl ) pi peri d-4-yl ]t hi azol e- 4- car boxani de
N- et hyl - N- (1- met hyl - 2- oxo- 2( S;

I"\hDI"\DLh\II \ 2 [J_ /L _Lr_J_'E |_1|nr oet el ki

nhanas
T 0 oTrmTeTTTy T U‘I‘pTIC'I‘I_yr

Noz-carbonyl)plperld 4- y#¢khuaAole 4- car boxam de NMR or

Ni(7-0x0-7H-thieno[3 2-blpyran-6-y|l)-2-[ ri.(A'-trlfluanass
onethylbiphenyl- 0

21carbonyl ) pi peri d-4-yl]thiazol e-4-car boxam de
Nf ( 2- et hyl - 4- oxo- 4H-ghr omen- 3-yl ) - 2-[ 1- ( 6- nethylﬁ4‘-t
riff 1 uor omet hoxybi pheny| -

21 car bonyl ) pi peri d-4-yl}thiazol e- 4- carboxam de

Ni (s- cyanobenzyl )-N-is opyl -2-[1-(4"-trifluorongthyl
biphenyl52<carbonyl)

C.

N-(4'-chlorobiphenyl-2-yl)-2-(1-pentylpiperidin-4-yl)-1 ,3-thiazole-4-
carboxamide
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wo gebsnoo3ied | uor onret hyl bi phenyl -
2-carbonyl ) pi peri d-4-yl]thiazol e-4-carboxam de; the

pi peri d-4-yl]thiazol e-4-carboxam de; and 5 - NJ[1
-cyano-1 -(pyrid-4-yl)nmethyl)-Nisopropyl-2-[1

PCT/EP2004/005931

optical isomers thereof, oxidized fornms, solvates and

hydrates of these com poundsgé7and al so the possible

pharmaceuti cal » acceptable salts thereof with an acid,
or 0 the pharmaceutical ™ acceptabl e prodrugs of these

conpounds 16. Process for the preparation of a
%ompound according to aﬁ%ﬂw of Clains 1 to 15,

NMR or
mass

1879

chlaracteri Zzed in that a compound of the fornmuta (1

ST- N>in which T rlepresents a | abile protecting

grjoup, and R5 is as ined.in
N
53,
\—ggo
F> iF HN

2-(1-pentylpiperidin-4-yl)-N-[3'-(trifluoromethyl)biphenyl-2-y{]-1,3-thiazole-4-
carboxamide
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N-(4'-chloro- 5—ﬂuorob|phenyl -2-yl)-2-(1-pentylpiperidin-4-yl)-1,3-thiazole-4-
carboxamide




5 Caiml, is reacted wwth ethyl R4-bronopyruvate,

generally in equinolar proportions, in a polar
weoloseodi28 i n t he presence of an excess of basePCT/EP2004/005931

preferably an organic base, at a suitable tenperature,

for a time ranging from 1 _tgg40 hours and prefera bly

between 4 and 18 hours, i 0 so as to formthe

thiazolyl ring and give the conpound of the formila

(HH—TF——N-A—tawhich—Tts—as defiedabove @ g or

No. R4 and R5 are as defi Fe@MunACl ai m 1, which conpoynd Qb.e
. oy : "y

he formula (1) 1 s thensapent-bHed—wth—a—base;

| kali metal or alkaline-earth netal /hydr oxi de type,
n pol ar medium at roomtenperaiOs pure, for a tjine

angi ng from g 12 hours, so as Yo formthe salit of
he fornul a O

~ = = ) ~+
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methyl 6-[4-(4-{[(4'-chlorobiphenyl-2-yl)amino)carbonyl}-1,3-thiazol-2-yl)-
piperidin-1-yilhexanoate

_ , ./
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(IV): r~o ~ M+ T-Nin which T, R4 and R5 are as defi ned
above, and M+ represents the alkali netal or

w@bdoahones earth netal cation derived fromthe beEEPI0D&005931
is useful for the saponifica tion reaction, which
conmpound of the forrmula (IV) is next hydrol ysed and
then/or esterified to a commsgnd of the fornmula (V1):
T-N (V1). in which R4, R5, al and T are as defi ned.
above, or converted into the correspondi ng am de of

w formora—(v2)— (V2], NMR or
No. FORMULA mass

o

O
A
' F
F

2-{1-[(2Z)-3-pyridin-4-yiprop-2-en-1-yl]piperidin-4-yl}-N-[4'-(trifluoro-
methoxy)biphenyi-2-yl]-1,3-thiazole-4-carboxamide

.
e s

N-(4'-fluorobiphenyl-2-yl)-2-{1-[(2Z)-3-pyridin-4-ylprop-2-en-1-yl]piperidin-4-
yl}-1,3-thiazole-4-carboxamide

1885




I oin which R2, R3, R4, R5 and T are as defined

above, via the action of an am ne of the formula
woiNRRe®3128 N t he presence of a base and a cat al pSL/EP1004/€05931

pol ar aprotic solvent, at roomtenperature, for a tine

that can range from1 to 50 hours. the conmpounds of

the formulae (V1) and (V2) t®&%ether forming the com 5

pound of the formula (V): O -AN/ WVRT-N i/ (V). R5

NMR or

No. FORMULA mass

I

N-(4'-chlorobiphenyl-2-y1)-2-{1-[(2Z)-3-pyridin-4-ylprop-2-en-1-yl]piperidin-4-
yl}-1,3-thiazole-4-carboxamide
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inwhich R, R, Aand T are as defined above, whi ch

conpound of the fornmula (V) is then used in a reaction
wo ovosdeneot ecti on of the am ne function of thePCT/EP2004/005931

pi peridine ring, via the action of an organic or

m neral acid, in dichloronethane or dioxane nedium at

roomtenperature, for a tinebtlanging froma few

mnutes to a few hours, generally ranging fromfive

mn utes to 12 hours, to give the conpound of the

formula (M): /TLI R R5_which is a special case of|[thauRror
N-"corrpounds of the for rrul'%f)'f“f""f',-"\i n which Rl represents mass

nydrogen, G represents a bond, A~ R4 and R5 being BS
def i ned above, which is th Mbj ected to the actipn
of{ a conpound chosen from J\\

-1889

1890
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Rl- x ; Rl x: RAc; RYandR- fT x in which X
represents a hal ogen atom preferably chlorine, RlL, Y

wanasdodies ng as defined in Caiml, in the preBenEr200§005931
a base, preferably an organic base, and a catalyst, in
a polar aprotic solvent, at roomtenperature, for a
time that can range from 1-68250 hours, to give the
compound of the formula (1) as defined in aim1. 17.
Phar maceuti cal conposition conprising a

pffarmaceuti cal ™ effective amount of a conpound of [t hRMR or

Nof drmul a (1) according FORMW-Aone of Claims 1 to 18 ormass
ofjtarmed—via a pProcess according to G aim 16, 1n «

cqnbi nati on with one or nore 0

NH

1892
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phar maceuti cal » acceptabl e vehicles. 18. Use of a

conpound of the fornmula (I) according to any one of
w@b@sne31is t o 15 or obtained via a process accorPdi/BEB2000005931

Claim16, for the preparation of a nmedicanent for the

treatnment of hypertriglyceridaem a,

hyper chol est erol enmi a anddysié%¥daeni a associated with

di abetes, and also for the prevention of and treating

obesity. :

NMR or

No. FORMULA mass

F _F
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BIOLOGICAL EXPERIMENTAL SECTION
BIOLOGICAL ACTIVITY TESTS

Analysis of the inhibition of MTP activity

The inhibition of fhe activity of microsomal triglyceride transfer protein
(MTP) was tested by using the following operating protocol. o ‘

The inhibition of MTP activity with a compound can be quahtiﬂed by

“observing the inhibition of the transfer of a labelled triglyceride, from a donor parti-

cle to an acceptor particle, in the presence of MTP. The procedure for the prepa-
ration of MTP is based on the method by Wetterau and Zilversmit (Biochem. Bio-
phys. Acta (1986) 875, 610). A few grams of golden hamster liver are taken and
then rinsed several times in a 250 mM sucrose solution at 0°C. All the following
steps proceed at +4°C. A homogenate at a concentration of 50% in 250 mM
sucrose is prepared using a Teflon mill and then centrifuged for 10 minutes at
10 000xg at +4°C. The supernatant is then centrifuged at 105 000xg for 75 min-
utes at +4°C. The supernatant is discarded and the microsomal pellet is taken up
in 3 mi (per g of starting liver) of Tris/HCI 150 mM pH 8.0. 1-ml aliquot fractions are
stored at -80°C until the time of use. | |

After thawing a fraction of microsomes (1 ml), 12 ml of refrigerated Tris/HCI
50 mM, KCI 560 mM, MgCl, 5 mM pH 7.4 buffers and 1.2 ml of deoxycholate
(0.54% in water) are added. After incubation for 30 minutes at +4°C with gentie
agitation, the suspension is centrifuged at 105 000xg for 75 minutes. The sdper—
natant‘comprising the soluble MTP is dialysed against Tris/HCI 150 mM, NaCl 40
mM, EDTA 1 mM, 0.02% sodium azide pH 7.4 buffer (5 times one litre over 2-3
days). The MTP is stored at +4°C, is stable for at least 30 days and is used in un-
modified form in the test. _

The donor particles (liposomes) are prepared from 208 uL of
L-phosphatidylcholine at a concentration of 10 mg/ml in chlbroform, and 480 pL of
[3H]-triolein at a concentration of 0.5 mCi/ml in toluene. After stirring, the solution
is evaporated under nitrogen, taken up in 6 ml of Tris/fHCI 50 mM, KCI 50 mM,
MgCl; 5 mM pH 7.4 buffer and incubated in an ultrasound bath for 30 minutes at



10

15

20

WO 2005/003128 PCT/EP2004/005931

- 678 -

room temperature. The liposomes are stored at +4°C and sonicated again for 10
minutes before each use.

The acceptor particles are biotinylated low density lipoproteins (LDL-biot).
These particles are supplied by the company Amersham. i

The reaction mixture is prepared in untreated ¥z well white plates (Corning
Costar) by addition, in the following order, of: 5 pL of HEPES 50 mM, NaCl
150 mM, BSA 0.1% (w/v), 0.05% sodium azide (w/v), pH 7.4 buffer; 5 pL of lipo-
somes; 5 ulL of LDL-biot; 5 pL of test products in DMSQ; 5 pL of MTP. After incu-
bation for 18-24 hours at 37°C, the reaction is stopped by adding 100 uL of Amer-
sham SPA (Scintillation Proximity Assay) beads coupled to streptavidin, and the
radioactivity is counted using a Top Count (Packard) machine at least one hour
later. The inhibition of the transfer of the triglycerideé with a cbmpound is reflected
by a reduction in the transferred radioactivity. The percentage of inhibition for a
given compound is determined relative to controls that do not comprise com-
pounds in the reaction mixture. ‘ '

The results are expressed in terms of the ICsp, i.e. the concentration that
alldws a 50% inhibition of MTP. These results are summarized in Table A below

for a number of representative comp'oundsvof the invention.

TABLE A

Example ICso (nM)
1 51
57
72C
660
385
926
892
58
167

CloiN||oibd|w

-
o
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Analysis of the secretion of apo B in the HepG2 human cell l:é:

The activity of a compound according to the invention can be evaluated by -
measurihg the inhibition of apo B secretion in HepG2 cells.

The HepG2 cells (ECACC — No. 85011430) are used as model in the study
of the in vitro hepatic secretion of lipoproteins (Dixon J. and Ginsberg H., J. Lipid.
Res., 1993, 34,167-179). | | o

The HepG2 cells are cultured in Dulbecco's modified Eagle's'med'ium corh-

- prising 10% foetal calf serum (DMEM and FBS - Gibco) in 96-well plates under an

atmosphere of 5% carbon dioxide for 24 hours (about 70% confluence).

The test compounds are dissolved at a concentration of 2 or 10 mM in
dimethyl sulfoxide (DMSO). Serial dilutions (1:3.16) are made in DMSO and are
added (1:200 — Robot Multimek Beckman) to the growth nﬁedium}(200 ul) and

then fina"y incubated for 24 hours in the various wells containing the HepG2 cells.

The 24-hour culture supernatant diluted to 1:5 (phbsphate-buffered saline:
PBS comprising 1% bovine serum albumin) is tested according to a sandwich-
ELISA method specific for human apo B.

The results are expressed in terms of ICs, i.e. the concentration that pro-
duces a 50% inhibition of apo B secretion in the HepG2 cells.

These results are collated in Table B below for a number of representative

compounds of the invention.

TABLE B
Example ICso (NM)

12
307
286
288

ool A~ jw
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CLAIMS
5 1. Compounds of the formula (1):
o)
A
N
| >R
- G—N S
R
;i .
R o

in which:
e A represents a radical chosen from the radicals a1 and a2 below:

)
/O\Rz', /N\Rs
10 at az - ;
o G represents a divalent bond or radical chosen from the grodps g1, g2
and g3 below:
Y Yy 0
I \Z/U\ 3
- A 0]
g1 ; g2 ; a3 :
« R'is chosen from hydrogen and an alkyl, alkenyl, alkynyl, cycloalkyl,
15 heterocycloalkyl, aryl, heteroaryl, alkylcarbonyl! or alkoxycarbonyl! radi-

cal;

e R?% R? and R?, which may be identical or different, are chosen,
independently of each other, from a hydrogen atom, an alkyl, alkenyl,
alkynyl, cycloalkyl, heterocycloalkyl, aryl or heteroaryl radical and a

20 radical -NRR"; or
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e R? and R? together form, with the nitrogen atom that bears them, a

~ heterocycle;

o R* and R®, which may be identical or different, are chosen, independ-
ently of each other, from a hydrogen atom, an alkyl, alkenyl, alkynyl,
cycloalkyl, heterocycloalkyl, aryl or heteroaryl radical and a radical
-NRR'; ‘ ) | ' _

e R and R', which may be identical or different, represent, indépendently
of each other, a hydrogen atom or a radical chosen from alkyl, alkenyl,
alkynyl, cycloalkyl, heterocycloalkyl, aryl and heteroaryl;
or together form, with the nitrogen atom that bears them, a heterocycle,
or together form the double bond of an alken-1-yl ‘radical;'

¢ Y represents an oxygen or sulfur atom; and

e Zrepresents -NH- or an oxygen atom;

- the possible geometrical and/or optical isomers, epimers and various tautomeric

forms, and possible oxidized forms, especially amine oxides, thereof, the solvates
and the hydrates of these compounds; |
and also the possible pharmaceutically acceptable salts thereof with an acid or a

base, or the pharmaceutically acceptable prodrugs of these compounds.

2. Compounds according to Claim 1, for which the radical R’ represents
hydrogen, "

the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and 'possible‘ oxidized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds;

and also the possible pharmaceutically acceptable salts thereof with an

acid or a base, or the pharmaceutically acceptable prodrugs of these compounds.

3. Compounds according to Claim 1 or Claim 2, for which the radical R*

represents hydrogen,
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the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and possible oxidized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds;

and also the possible pharmaceutically acceptable sélts thereof With an
acid or a base, or the pharmaceutically acceptable prodrugs of these compounds.

“4. Compounds according to any one of the preceding claims, in which
the thiazolyl radical is branched in position 3 or in position 4 of the piperidine
nucleus,. o N

the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and possible oxidized forms, especially amine oxides, thereof,

| th'e solvates and the hydrates of these compounds;

and also the possible pharmaceutically acceptable salts thereof with an

acid or a base, or the pharmaceutically acceptable prodrugs of these compounds.

5. Compounds according to any one of the preceding claims, in which
the thiazolyl radical is branched in position 4 of the piperidine nucleus,

the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and possible oxidized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds;

and also the possible pharmaceutically acceptable salts thereof with an

acid or a base, or the pharmaceutically acceptable prodrugs of these compounds.

6. Compounds according to any one of the preceding claims, in which
G represents the radical g1,

the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and possible oxidized forms, éspecially amine oxides, thereof,
the solvates and the hydrates of these compounds;

and also the possible pharmaceutically acceptable salts thereof with an
acid or a base, or the pharmaceutically acceptable prodrugs of these compounds.
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7. Compounds according to any one of the preceding claims, in which
G represents the radical g1 and Y represents an oxygen atom,

the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and possible oxidized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds;

and also the possible pharmaceutically acceptable salts thereof wnth an

acid or a base, or the pharmaceutically acceptable prodrugs of these compounds

8. Compounds according to any one of the preceding claims, in which
the radical R* represents hydrogen, the radical R® represents hydrogen, the thia-
zolyl radical is branched in position 4 of the piperidine nucleus, and G represents
the radical g1 in which Y represents an oxygen atom, o o |

the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and possible oxidized forms, espemally amine oxides, thereof,
the solvates and the hydrates of these compounds; '

and also the possible pharmaceutically acceptable salts thereof W|th an

acid or a base, or the pharmaceutically acceptable prodrugs of these compounds.

9. Compounds according to any one of the preceding claims, in whi_ch ‘
R represents an aryl radical, especially phenyl, substituted by one or more aryl
and/or alky! radicals, ’ _

the possible geometrical and/or optical isomers, epimers 'and various
tautomeric forms, and possible oxidized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds; ‘

and also the possible pharmaceutically acceptable salts thereof with an

acid or a base, or the pharmaceutically acceptable prodrugs of these compounds.

10. Compounds according to any one of the preceding claims, in which.
R' represents a bipheny! radical, optionally substituted by one or more alkyl radi-
cals, preferably methyl, ethyl or propyl, and/or with a perhaloalkyl or perhaloalkoxy |

radical,
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the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and possible oxid»ized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds;

and also the possible pharmaceutically acceptable salts thereof with an

acid or a base, or the pharmac_:eutically acceptable prodrugs of these compounds.

1. CAompounds according to any one of the preceding claims, in which A
represents a2,
the possible geometncal and/or optical isomers, epimers and various
tautomeric forms, and possible oxidized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds; |
and also the possible pharmaceutically acceptable salts thereof with an

acidora base, or the pharmaceutically acceptable prodrugs of these compounds.

12. Compounds according to any one of the preceding claims, in which A

represents a radical of the formula a2' below:

in which R® and R’, which may be identical or different, and independently of each

~ other, have the same definitions as the radicals R? and R? defined in Claim 1,

the other substituents having the same definitions as those given above,

the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and possible oxidized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds;

and also the possible pharmaceutically acceptable salts thereof with an

acid or a base, or the pharmaceutically acceptable prodrugs of these compounds.

13. Compounds according to any one of the preceding claims, in which
G represents the radical g1, with Y representing an oxygen atom, R’ represents a
biphenyl radical, optionally substituted by one or more alkyl radicals, preferably
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methyl, ethyl or propyl, and/or a trifluoromethyl or triﬂuoromefhoxy radibal, and A
represents a2, ' '
the othe.r substituents being as defined above,
the possible geometrical and/or optical isomers, epimers ‘and various
tautomeric forms, and possible oxidized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds; | ‘ | |
and also the possible pharmaceutically acceptable salts theredf w'ithl an

" acid or a base, or the pharmaceutically accéptable prodrugs of these compounds.

14. Compounds according to any one of the preceding claims, in which
G represents the radical g1, with Y representing an oxygen atom, R! represents a
biphenyl radical, optionaliy substituted by one or more alkyl radicals, preferably
methyl, ethyl or propyl, and/or a trifluoromethyl or triﬂuorqmethoxy radical, and A

represents a2' of the formula:

NS
in which.R® and R’, which may be identical or different, and independently of each
other, have the samé_definitions as the radicals R? and R® def'i‘_ned in Claim 1,
the other substituents being as defined above,

the possible geometrical and/or optical isomers, epimers and various
tautomeric forms, and possible oxidized forms, especially amine oxides, thereof,
the solvates and the hydrates of these compounds;

and also the possible pharmaceutically acceptable salts theréof with an

acid or a 4baﬂse, or the pharmaceutically acceptable prodrugs of these compounds.

15. Compounds according to any one of the preceding claims, chosen

from:.
- N-ethyl-N-(1-methyl-2-oxo-2-phenylethyl) 2-[1-(4'-trifluoromethyi-
biphenyl-2-carbonyl)piperid-4-yllthiazole-4-carbamate;
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- N-ethyl-N-(1-methyl-2-ox0-2-pyrid-3-ylethyl) 2-[1-(4'-trifluoromethyl-
biphenyl-2-carbonyl)piperid-4-ylJthiazole-4-carbamate;

- N-ethyl-N-(1 -methyl-2-oxo-2-phenylethyl) 2-[1-(6-methyi-4"-trifluoro-
methoxybiphenyl-z-carbonyl)piperid-4-yl]thiazole-4-carbamte; "

- N-ethyl-N-(1-methyl-2-oxo-2-pyrid-2-ylethyl) 2-[1-(6-methyl-4'-
trifluoromethoxybiphenyl-2-carbonyl)piperid-4-yljthiazole-4-carbamate.

. N-[cyano(4-ﬂuorophenyl)methyl]-N-phenyl-2-[1 -(4'-trifluoromethyi-

biphenyl-2-carbonyl)piperid-4-yi]thiazole-4-carboxamide ;

- N-(a-cyanobenzyl)-N-ethyl-2-[1-(4'-trifluoromethylbiphenyl-2-car-
bonyl)piperid-4-yiJthiazole-4-carboxamide ; |

- 2-{1-{4'-(trifluoromethyl)-1,1 -biphenyl-2-yljcarboxyl}piperid-4-yl}-1,3-
thiazole-4-carboxylic acid |

- 1-(4-{4-(3-hydroxypiperid-1 -yI)methanoyl]thiazol-2-yl}piperid-1 -yl)-1-
(4'-trifluoromethylbiphenyl-2-yl)methanone

- N-methyl-N-(1-methyl-2-oxo-2-phenethyl)-2-[1-(4'-trifluoromethylbi-
phenyl-2-carbonyl)piperid-4-yl]thiazole-4-carboxamide '

| - N-methyl-N-(1-methyl-2-oxo-2(S)-phenethyl)-2-[1-(4'"-trifluoromethyl-

biphenyl-2-carbonyl)piperid-4-yl]thiézole-4-carboxamide

- N-(7-oxo-7H-thieno[3,2-b]pyran-6-yl)-2-[1-(4'-trifluoromethylbiphenyl-
2-carbonyl)piperid-4-yl]thiazole-4-carboxamide :

- N-(2-methyl-4-oxo-4H-chromen-3-yl)-2-[1-(6-methyl-4'-trifluoro-
methoxybiphenyl-2-carbony!)piperid-4-yl]thiazole-4-carboxamide

- N-(a-cyanobenzyl)-N-isopropyl-2-[1-(4'-trifluoromethylbiphenyl-2-car-
bonyl)piperid-4-yljthiazole-4-carboxamide ; and

- N-[1-cyano-1-(pyrid-4-yl)methyl)-N-isopropyl-2-[1-(4'-trifluoromethyl-
biphenyl-2-carbonyl)piperid-4-ylJthiazole-4-carboxamide;
the optical isomers thereof, oxidized forms, solvates and hydrates of these com-
pounds;
and also the possible pharmaceutically acceptable salts thereof with an acid, or

the pharmaceutically acceptable prodrugs of these compounds.
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16. Process for the preparation of a compound according to any one of

Claims 1 to 15, characterized in that a compound of the formula (l1):

(in

in which T represents a labile protecting group, and R® is as defined in

Claim 1,

is reacted with ethyl R*-bromopyruvate, generally in equimolar broportions,
in a polar solvent, in the presence of an excess of base, preferab}ly an organic
base, at a suitable temperature, for a time ranging from 1 to 40 houré and prefera-
bly between 4 and 18 hours,

so as to form the thiazolyl ring and give the compound of the formula @iny:

Q. /—CH,
0

R* .
(),

in which T is as defined above and R* and R® are as defined in Claim 1,

which compound of the formula (lll) is then saponified with a base, of alkali
metal or alkaline-earth metal hydroxide type, in polar medium, at roo“m tempera-
ture, for a time ranging from 1 to 12 hours, so as to form the salt of the formula

(IV):

T—N S (v),
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in which T, R* and R® are as defined above, and M* represents the alkali metal or
alkaline-earth metal cation derived from the base that is useful for the saponifica-

tion reaction,
which compound of the formula (IV) is next hydrolysed and then/or esteri-

fied to a compound of the formula (V1):

O
al
N
I\ R
S

(V1),

in which R*, R%, a1 and T are as defined above,
or converted into the corresponding amide of the formula (V2):

o R

T—N (V2),

in which R?, R%, R* R®and T are as defined above, -

via the action of an amine of the formula HNR?R?, in the presence of a

base and a catalyst, in a polar aprotic solvent, at room temperature, for a time that

~ can range from 1 to 50 hours.

the compounds of the formulae (V1) and (V2) together forming the com-

pound of the formula (V):

T—N S (V),

in which R*, R5, A and T are as defined above,
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which compound of the formula (V) is then used in a reaction for deprotec-

tion of the amine function of the piperidine ring, via the action of an organic or

mineral acid, in dichloromethane or dioxane medium, at room temperature, for a

- time ranging from a few minutes to a few hours, generally ranging from five min-
utes to 12 hours, to give the compound of the formula (V1):

0)
A .
'\; \ ‘R4
H—N S (VI),

which is a special case of the compounds of the formula (1), in which R represents
hydrogen, G represents a bond, A, R* and R°® being as defined above,

which is then subjected to the action of a compound chosen from:
v «

Y .
. 9
RL-X : R1)J\X ; R\Z/U\X | : R1\

in which X represents a halogen atom, preferably chlorine, R',Yand Z

-9
~2Y  and R—s—x
N// S

being as defined in Claim 1,

in the presence of a basé, preferably an organic base, and a cétalyst, ina
polar aprotic solvent, at room temperature, for a time that can range from 1 to 50
hours, ' _

to give the compound of the formula (1) as defined in Claim 1.

17. Pharmaceutical composition comprising a pharmaceutically effective
amount of a compound of the formula (1) according to any one of Claims 1 to 15 or
obtained via a process acéording to Claim 16, in combination with one or more

pharmaceutically acceptable vehicles.

18. Uée of a compound of the formula () according to any one of Claims
1 to 15 or obtained via a process according to Claim 16, for the preparation of a

medicament for the treatment of hypertriglyceridaemia, hypercholesterolaemia and
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dyslipidaemia associated with diabetes, and also for the prevention of and treating

obesity.



