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to at | east one conpound sel ected froma conpound of
wo eoosiobmot | or pharmaceutical ly acceptabl e saPCBEP2004/006176

t hereof, wherein X, X2, X3, and R are described in

this application. This conmpound is believed to inhibit

the interaction of MDM2 protein with a p-53-1ike

pepti de and have antiproliferative activity. p53 is a

tunor suppresser protein that plays a central role in

protection agai nst devel opnent of cancer. It guards

cellular integrity and prevents the propagati on of

per manent|y danmaged cCiess5-dfriae@d!libsdurotibe i nducti on of

growth arrest or apoptosis. At the nolecul ar |evel,

p53 is a transcription factor that can activate a

panel This igenesn isplatedad atleast ohb eompouhditel@teddforaalcbmpound of

cyc%lngﬂa@d apoptosis. p53 is a potent cell cycle

i Mhibitor which is tightly regulated by VDM at the

cellular level. MDM¢ and p53 form a feedback contro

| oop. MDMR2 can bind p5Z7and inhibit its ability to

transactivate p53- regy In addition, NDWM2

medi ates the ubiquitin-d radati on of p53.

g MDMR gene, thus

pr Fein. This

rai sing the cellular | MolR
f eedback control | oop siir esRt hat both MDMR and p53
are kept at a low | &el in normal prolifergting cells.
MDM2 is al so a cofactor for E2F, which plays a central
role in cell cycle regulation. The ratio of MDM2 to p53
( E2F) or phaymacedfidally ackepiablennlys thersos mherain EguenKs,pnd R are

described in this application. This compound is believed to inhibit the interaction

of MDM2 protein with a p-53-like peptide and have anti-proliferative activity.

p53 is a tumor suppresser protein that plays a central role in protection against
development of cancer. It guards cellular integrity and prevents the propagation of
permanently damaged clones of cells by the induction of growth arrest or apoptosis. At
the molecular level, p53 is a transcription factor that can activate a panel of genes
implicated in the regulation of cell cycle and apoptosis. p53 is a potent cell cycle
inhibitor which is tightly regulated by MDM?2 at the cellular level. MDM?2 and p53 form
a feedback control loop. MDM2 can bind p53 and inhibit its ability to transactivate p53-
regulated genes. In addition, MDM2 mediates the ubiquitin-dependent degradation of
p53. p53 can activate the expression of the MDM2 gene, thus raising the cellular level of
MDM?2 protein. This feedback control loop insures that both MDM2 and p53 are kept at
a low level in normal proliferating cells. MDM2 is also a cofactor for E2F, which plays a

central role in cell cycle regulation.

The ratio of MDM2 to p53 (E2F) is dysregulated in many cancers. Frequently
occurring molecular defects in the p16INK4/p19ARF locus, for instance, have been
shown to affect MDM2 protein degradation. Inhibition of MDM2-p53 interaction in
tumor cells with wild-type p53 should lead to accumulation of p53, cell cycle arrest
and/or apoptosis. MDM2 antagonists, therefore, can offer a novel approach to cancer
therapy as single agents or in combination with a broad spectrum of other antitumor
therapies. The feasibility of this strategy has been shown by the use of different



occurring nol ecul ar defects in the pl 6l NK4/ pl 9ARF

| ocus, for instance, have been shown to affect NDW
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interaction in tunmor cells withowld-type p53 should

| ead to accumnul ati on of p53, cell cycle arrest and/or
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wherein

X; and X, are halogen;
X; is lower alkoxy;

R is selected from the group consisting of



treatment of diabetes or related diseases involving

i npai red gl ucose di sposal. The present invention
w@e@sioa®s7 at | east one conpound sel ect ed from BCT/EP2004/006176

conmpound of formula | wherein Xi_and X2 are hal ogen;

X3 is lower alkoxy; Ris selected fromthe group

c‘%ésriei%ti ng ofwherein R is selected fromthe group

consisting of N-lower alkyl, unsubstituted heterocycle

and heterocycle substituted by one or nore

skipis s¢leatehremgbt goupdohsigingtdie group consi sting of NH

2, NHC(O-lower alkyl, C(O-lower alkyl, C(O-Iower

al koxyar_ terocycle, and | ower al kyl substituted

by hydl;qolgé;gra&pqu’s sel ected from hydrogen, nethyl and

| oner al koxy; R 3 is selected fromthe group

consi stasyhstgpteddetaroaeliandnet erocycl e, | ower al kyl

substituted with R7, aryl, |ower alkoxy, and

heterocycle substituted by one or more substituents selected from the group
consisting of NH,, NH-C(O)-lower alkyl, C(O)-lower alkyl, C(O)-lower
alkoxy, oxo, heterocycle, and lower alkyl substituted by hydroxy;
R, is selected from hydrogen, methyl and lower alkoxy;
R is selected from the group consisting of
heteroaryl,

heterocycle,
lower alkyl substituted with Ry,
aryl,
lower alkoxy, and
lower alkyl;

Ry is selected from the group consisting of
C(O)-lower alkoxy,
lower alkoxy,
CH,-N-lower alkyl,
CH,-heterocycle,
CH,-heterocycle substituted by oxo,
aryl,

NH-C(S)-N-lower alkyl,



| ower alkyl; R4 is selected fromthe group consisting

of C(O -I|ower al koxy, |ower alkoxy, CH2-N-Iower alkyl,
w@kidsietoer ocycl e, CH2- het erocycl e substitut ed PYT/BR®N4/006176

aryl, NHC(S)-NIlower alkyl,NHC(S)-Naryi, NHC(O-R

8, N-alkyl substituted by C(OR'i6, and

trifl 0 |: - R5 is selected fromthe group
SRS o

consi stin , heteroaryl, aryl substituted by a
substituent selected from|ower al koxy and fl uoro,

C( S) - WHaweEN)-Bd, kyl , C(S)-Naryl, C(O-CH 2-R12 C(O-R
13,

N-alkyl substituted by C(O)Rys, and
trifluoromethyl;
Rs is selected from the group consisting of
0XO,
heteroaryl,
aryl substituted by a substituent selected from lower alkoxy and fluoro,
C(S)-N-lower alkyl,
C(S)-N-aryl,
C(0)-CHz-Rya,
C(O)-Rys,
SO,-Ry4 and
lower alkyl substituted by a substituent selected from R;5 and C(O)-Rs;
R is selected from the group consisting of
lower alkyl substituted by -N-lower alkyl,
lower alkyl substituted by heterocycle,
lower alkyl substituted by heterocycle substituted by one or two substituents
selected from lower alkyl, lower alkyl substituted by hydroxyl lower alkyl
substituted by lower alkoxy, and oxo;
Ry is selected from the group consisting of
cyano,

hydroxy,



S2-Ru and | ower al kyl substituted by a substituent
selected fromRlL and C(O-R"; Re is selected fromthe
w@e@apomonsi sting of |ower al kyl substituted bRCT/EP2004/006176

-N-l ower al kyl, |ower alkyl substituted by
het er ocycl e, | ower al kyl substi?at ed by heterocycle
subst ilt ute kb)%/y one or two substituents selected from
| oner ‘8I"KYH<%ower al kyl substituted by hydroxyl | ower
al kyl substituted by | ower al koxy, and oxo; R7 is
sel ectletkrbagin t he group consi sting of cyano,
hydr oxy, | ower al koxy, heteroaryl, heterocycle,
het er qg:%é:rl E?Cf'eUbSt ituted by oxo, N-Iower alkyl; and
aryl su <PH Ut ed by a substituent selected fromthe
group consisting of SO2NH2, | ower al koxy and hydroxy;
R i s detaotlt shbgituteddygxoup consi sting of NI ower
al kyl, heterocycle,

N-lower alkyl; and

aryl substituted by a substituent selected from the group consisting of SO,NH,,

lower alkoxy and hydroxy;

Rg is selected from the group consisting of

N-lower alkyl,

heterocycle,

heterocycle substituted by a substituent selected from the group consisting of oxo,

C(O)-NH; and C(O)-NH-lower alkyl,

CHz-Rg and

CHz-Ryo3
Ry is selected from the group consisting of

NHZ)

N-lower alkyl,

N-lower alkyl substituted by a substituent selected from hydroxy and lower

alkoxy,
C(O)-NH-lower alkoxy,
C(O)-NH-benzyloxy,

C(O)-heterocycle substituted by a substituent selected from trifluoromethyl or

hydroxy and



het erocycl e substituted by a substituent selected from
the group consisting of oxo, C(O-NH 2 and
W@e@p/Nbdt ower al kyl, CH2- RO and CH2- R10; R9 i BCT/EP2004/006176
selected fromthe group consisting of NH2, NI ower
al kyl, N-lower al kyl substitut e@‘by a substituent
sel ected from hydroxy and | ower al koxy, C(O -NH | ower
al koxy@ @(@‘I—'&Hi benzyl oxy, C(O) -heterocycle
substituted by a substituent selected from

tR, id sdReeABlhylh or hydroxy andC(O-NHRn ; Rois
sel ected froma heterocycle, and heterocycle
o oup ATENE KT of (G- over alkyl, GO-NAZ
C(O-N1Ilower alkyl, [ower alkyl substituted by
hy dr oxiyeterbysdieaxipstithitedey oak ko xoragbupx selecRid frormshe group consisting
selected from Il ower al kyl, and
of C(O)-lower alkyl, C(O)-NH,, C(O)-N-lower alkyl, lower alkyl
substituted by hydroxy, hydroxy, lower alkoxy and oxo;
Ry is selected from
lower alkyl, and
lower alkyl substituted by a substituent selected from the group consisting
of alkoxy, heteroaryl substituted by lower alkyl, cyano, and
trifluoromethyl;
Ry is selected from the group consisting of
lower alkoxy,
NH;,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy, |
heteroaryl, and
heterocycle substituted by Ri7;
Ris is selected from the group consisting of
heteroaryl,

heteroaryl substituted by one or two substituents selected from the group

consisting of lower alkyl, aryl and halogen,



| ower al kyl substituted by a substituent selected from

the group consisting of al koxy, heteroaryl substituted
whyoosoeme7 al kyl , cyano, and trifluoronethyl; RICI/EB2004/006176

sel ected fromthe group consisting of |ower al koxy,

NH2, N-1ower al kyl, NI ower aIk?F substituted by a

subst. tuent . sel ected from hydroxy and | ower al koxy,

het er3F9and het er ocycl e substituted by R17; R13 is

sel ected fromthe group consisting of heteroaryl,

het erlos¢rytychesbitithted e oby opAiRrosublstiuestsBebittdiBbisthe group

sel ected fromthe group consisting of |ower alkyl,

by’ one of TSRt REtT Fhenter el TR T om ¢ he group
consi sting of |ower alkyl, aryl and hal ogen,
C( O - | Oi@rloatekylkyl, C(O) -NH 2, C(O) - N1 ower "al kyl,
C(0O)-NH,,
C(O)-N-lower alkyl,
0x0, and |
lower alkyl substituted with -OC(O)CHs;
Rj4 is selected from the group consisting of
trifluoromethyl,
lower alkyl,
aryl substituted by lower alkyl,
NH,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from lower alkoxy, cyano,
amino and trifluoromethyl,
heteroaryl,
heteroaryl substituted by a substituent selected from the group consisting of
amino, halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
substituted by hydroxyl,
heterocycle and

heterocycle substituted by a substituent selected from the group consisting of

halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl



oxo, and | ower alkyl substituted wwth - OC(OCH 3; R
is selected fromthe group consisting of
wo eooSloesppret hyl , | ower al kyl, aryl substitut eBCDEP2004/006176
| ower al kyl, NH2, N-lower alkyl, N-Iower alkyl
substituted by a substituent sefected from | ower
al koxy, cyano,. amno and trifluoronethyl, heteroaryl,
het er anPtl@Eﬂé&W}tYéf@ﬁ’kby a substituent selected from
the group consisting of am no, hal ogen, hydroxy, oxo,

& Ols selevRd frabkdeyrodsekisahkyt and | ower al kyl
substituted by hydroxyl, heterocycle and heterocycle

substituteq gé a substituent selected fromthe group
consi SPVRA  hal ogen, hydroxy, oxo, C(O -l ower

al koxy, lower al kyl and | ower al kyl substituted by

hydr oxyhiao,Ri 5 is selected fromthe group consisting of
| ower al koxy, cyano,

trifluoromethyl,
N-lower alkyl,
SO;-lower alkyl,
C(O)-lower alkyl,
SO,-NHj,
SO,-N-lower alkyl,
heteroaryl,
heterocycle;
Ry is selected from the group consisting of
lower alkoxy,
NHo,
N-lower alkyl,
N-lower alkoxy,
N-lower alkenyl
N-benzyloxy,
N-lower alkyl substituted by Rys,
heterocycle and
heterocycle substituted by one or two substituents selected from the group

consisting of hydroxy, alkoxy, trifluoromethyl, C(O)-lower alkyl,



trifluoronmethyl, N I|ower alkyl, Sq 2-1ower alkyl,
C(O -1l ower alkyl, SO2-NH2, SO2-N-Iower al kyl,
whedosna@eyl , heterocycle; R 6 is sel ected fronPCTEP2004/006176
group consisting of | ower al koxy, NH2, N-Ilower alkyl,
N-|1 ower al koxy, N-1ower al kenyl” N-benzyl oxy, NI ower

Subst 1 ut b6y She WO TR UOL S B B Brproy and
the group consisting of hydroxy, alkoxy,
trifluoromeibyl, C(O-Ilower alkyl, C(O) - NEb,
C(O-N1|ower alkyl, lower alkyl substituted by hydroxy
%{;9 is Seledted from the group consisting of

C(O)-lower alkyl,

C(O)-NH,,

C(O)-N-lower alkyl,

hydroxy,

oxo and

lower alkyl substituted by hydroxy; and
Ry is selected from the group consisting of

lower ‘a]koxy,

cyano,

trifluoromethyl,

heterocycle and

hydroxyl;

or a pharamaceutically acceptable salt or ester thereof.

In one embodiment, the present invention provides at least one compound selected

from a compound of formula I

wherein



Ri7 is selected fromthe group consisting of
C(O-lower alkyl, C(O-NH 2 C(0)-N-1Iower alkyl,
wohgason3ps7 oxo and | ower al kyl substituted by hpdr/aryon4/006176
and Ri8 is selected fromthe group consisting of |ower
al koxy, cyano, trifluoromethyi,'%het erocycl e and
Sédr O))(qu!; or a pharanaceutically acceptable salt or
#Bf Xz RETRAIZEN n one embodi nent, the pr esent
i nvention provides at |east one conmpound sel ected from
H,GPIRREAtosf, formula | whereinXi and X2 are hal ogen;
X3 is lower al koxy; Ris selected fromthe group

onsi.st i of Ni' oo r .r. =s=
G0l 3etected o the group cons1srt1r8g o(% S

wherein
R, is selected from the group consisting of
N-lower alkyl,
unsubstituted heterocycle and
heterocycle substituted by one or more substituents selected from the group
consisting of NH,, NH-C(O)-lower alkyl, C(O)-lower alkyl, C(O)-lower
alkoxy, oxo, heterocycle, and lower alkyl substituted by hydroxy;
R, is selected from hydrogen and methyl;
R; is selected from the group consisting of
heteroaryl,
heterocycle, and
CH;-Ry;
Ry, is selected from the group consisting of
C(O)-lower alkoxy,
lower alkoxy,
CH,-N-lower alkyl,

CH;-heterocycle,



HNTJ andRs 'R wherein R is selected fromthe group
consisting of N-lower alkyl, unsubstituted heterocycle
wa@rasietoer ocycl e substituted by one or nore  PCT/EP2004/006176
substituents selected fromthe_group consisting of NH
2, NH-C(O)-Iovver al kyl, C(O - ré gér al kyl, C(O -I| ower

al kox and | owner aIkyI substi tuted
by hy%#%%&ﬂﬂRQ’ u§§%@@§éﬁ‘??on1hydrogen and net hyl ;
R3 is selected fromthe group consisting of

heteraafnyl, heterocycle, and CH2-R7; R4 is sel ected
fromthe group conS|st|ng of CXC»-Iomer al koxy, | ower

alkox omer | kyl ,
I éﬁé§§%§§§t> eterocycle substituted by oxo,
ary

NH-C(S)-N-aryl and
NH-C(O)-Rs;
Rs is selected from the group consisting of
0X0,
heteroaryl,
aryl substituted by a substituent selected from lower alkoxy and fluoro,
C(S)-N-lower alkyl,
C(S)-N-aryl,
C(0)-CHa-Riz
C(O)-Rus,
SO,-R;4 and
lower alkyl substituted by a substituent selected from R;s and C(O)-Ris;
Re is selected from the group consisting of
lower alkyl substituted by -N-lower alkyl,
lower alkyl substituted by heterocycle,
lower alkyl substituted by heterocycle substituted by one or two substituents
selected from lower alkyl, lower alkyl substituted by hydroxyl lower alkyl
substituted by lower alkoxy, and oxo;
Ry is selected from the group consisting of

cyano,



NH C(S)-N-lower alkyl, NHC(S)-Naryl and NHC(O -R 8;

R5 is selected fromthe group consisting of oxo,
whedosoammpyl , aryl substituted by a substituent PGEERINEM6176

fromlower al koxy and fl uoro, S)-N-1 ower al kyl,

C(S)-Naryl, C(O-CH 2-R12, C(@-R 13, S®-Ru and

| oner aldk | substituted by a substituent selected from

R15 arh}' &/’@)-R"; Ris selected fromthe group

consi sting of |ower alkyl substituted by -N-Iower

al kyl ,lowevtkox@l Kyl substituted by heterocycle, |ower

al kyl substituted by heterocycle substituted by one or

t wo s%ge%%itu nts selected fromlower alkyl, |ower

al kyl 8¥¥ruted by hydroxyl |ower alkyl substituted

by | ower al koxy, and oxo; R7 is selected fromthe

gr oup letmsdyslei ng of

, heterecycle substituted by oxo,
N-lower alkyl; and
aryl substituted by a substituent selected from the group consisting of SO,NH,,
lower alkoxy and hydroxy;
Rs is selected from the group consisting of
N-lower alkyl,
heterocycle,
heterocycle substituted by a substituent selected from the group consisting of oxo,
C(0)-NH; and C(O)-NH-lower alkyl,
CH;-Rg and
CHz-Rig;
Ry is selected from the group consisting of
NH,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,
C(O)-NH-lower alkoxy,
C(O)-NH-benzyloxy,

C(O)-heterocycle substituted by a substituent selected from trifluoromethyl or



cyano, hydroxy, |ower al koxy, heteroaryl, heterocycle,

, heterecycl e substituted by oxo, N Iower alkyl;and
wa@eybk/oswbsti t uted by a substituent sel ected frpoT/ER®04/006176

group consisting of SO2NH2, | ower al koxy and hydr oxy;

Ris selected fromthe group cédsisting of N-Iower

al kyl, heterocycle, heterocycle substituted by a

subst i t ukyrosEdngct ed from t he group consi sting of oxo,

C(O-NH 2 and C(O-NH I ower al kyl, CH2-R9 and CH2- R10J

R9 is ge))actiew f rom the group consisting of NH2,

N-I ower al kyl, N-Iower al kyl substituted by a

substi tue sel ected f
Rloisselectec{]igroma cte rom hydroxy and | ower al koxy,

heterocycle, and
heterocycle substituted by one or more groups selected from the group consisting
of C(0)-lower alkyl, C(O)-NH,, C(O)-N-lower alkyl, lower alkyl
substituted by hydroxy, hydroxy, lower alkoxy and oxo;
Ry is selected from
lower alkyl, and
lower alkyl substituted by a substituent selected from the group consisting
of alkoxy, heteroaryl substituted by lower alkyl, cyano, and
trifluoromethyl;
Ry2 is selected from the group consisting of
lower alkoxy,
NHo,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,
heteroaryl, and
heterocycle substituted by Ryz;
Ri3 is selected from the group consisting of
heteroaryl,

heteroaryl substituted by one or two substituents selected from the group



C(O -NH 1| ower al koxy, C(O) -NH benzyl oxy,
C(O -heterocycle substituted by a substituent sel ected

wo e@si0030pf | uor onet hyl or hydroxy and C(O) - NH R PCI/EP2004/006176
Riois selected froma heterocycle, and heterocycle
substituted by one or nore groudfis selected fromthe

group consi stin f C(Q-1lower alkyl, C(O-NH 2,
C(O - NI sw.lstlasg;f/ff?wmg%fhanﬁ%dgﬁsmtut ed by hydroxy,
hydr oxy, |ower al koxy and oxo; Rn is selected from

| ower Hakdeytycleand | ower al kyl substituted by a
substituent selected fromthe group consisting of

al ko het gr oar y| bstituted by lLower alk cyano
and oFIFPOGESHETES DRRSC PLmBLs Wrlyerts st s gmdhpetou
consi sting of |ower al koxy, NH2, N-Iower alKkyl,

N- | ower addsisting ubletiet aik@darplaral Isalidpehj t uent sel ect ed
from hydroxy and | ower al koxy,

C(O)-lower alkyl,

C(0)-NHoa,

C(O)-N-lower alkyl, and

0XO0;

Ri4 is selected from the group consisting of

trifluoromethyl,

lower alkyl,

aryl substituted by lower alkyl,

NHo,

N-lower alkyl,

N-lower alkyl substituted by a substituent selected from lower alkoxy and cyano,

heteroaryl,

heteroaryl substituted by a substituent selected from the group consisting of
halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
substituted by hydroxyl,

heterocycle and

heterocycle substituted by a substituent selected from the group consisting of
halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl

substituted By hydroxyl;



het eroaryl, and heterocycle substituted by R'7 RI3 is
sel ected fromthe group consisting of heteroaryl,
whedosoampyl substituted by one or two substit UREI/EP2004/006176

sel ected fromthe groupconsisting of |ower alkyl, aryl
and hal ogen, heterocycle, hetéﬂéﬁycle substituted by

e, or. no % substituents, selected fromthe group

5k ¥9ﬁ% S G REFUPHOMERINEQY | and hal ogen,
C(O-lower alkyl, C(O-NH 2, CO-NIower alkyl, and
0x0; dewecdlleskyf rom t he group consisting of
trifluoronethyl, |ower alkyl, aryl substituted by
| ower al kyl, NH2, N-|ower alkyl, N I|ower alkyl
subst iYtt%d by a substituent selected from | ower
al koxy and cyano, heteroaryl,

trifluoromethyl,

N-lower alkyl,

SO;-lower alkyl,

C(O)-lower alkyl,

SO,-NH,,

SO,-N-lower alkyl,

heteroaryl and

heterocycle;

Ry is selected from the group consisting of

lower alkoxy,

NH,,

N-lower alkyl,

N-lower alkoxy,

N-benzyloxy,

N-lower alkyl substituted by R;s,

heterocycle and

heterocycle substituted by one or two substituents selected frém the group
consisting of hydroxy, alkoxy, trifluoromethyl, C(O)-lower alkyl,
C(0)-NH;, C(O)-N-lower alkyl, lower alkyl substituted by hydroxy and

0X0;



het eroaryl substituted by a substituent selected from
the group consisting of hal ogen, hydroxy, oxo, C(O

wo b@dmo3oat koxy, |ower al kyl and | ower al kyl subPSI/EP200€006176
by hydroxy!, heterocycle and heterocycle substituted
by a substituent sel ected from!Prie group consisting of

| ogen, dr oxy, oxo, O -l ower al koxy, |ower alkyl
gﬂa”%%‘ﬁﬂ?%PWﬁ%{%@ﬁO{lﬂ%&%ﬁ y hydroxyl ;R 5 is

sel ected fromthe group consisting of |ower alkoxy,
cyano,C0)HbWeaodlkyiet hyl , NI ower al kyl, Sq 2-1ower

al kyl, C(O-lower alkyl, SO2-NH 2, SO2-N-|ower alkyl,
het er gar-yl d heterocycle; R 6 is selected fromthe
groupﬁo@?élﬁgg’i ng of |ower al koxy, NH2,

C(O)-N-lower alkyl,

hydroxy,

oxo and

lower alkyl substituted by hydroxy; and
Rys is selected from the group consisting of

lower alkoxy,

cyano,

trifluoromethyl,

heterocycle and

hydroxyl;

or a pharamaceutically acceptable salt or ester thereof.

In preferred embodiments, the two hydrogen of the imadazoline ring are in a cis
configuration to each other. The compound may be in a racemic form and may be

optically active. The compound may be an isomer.

The present invention provides cis-imidazolines which are small molecule
inhibitors of the MDM2-p53 interaction. In cell-free and cell-based assays, compounds
of the present invention are shown to inhibit the interaction of MDM2 protein with a
p53-like peptide with a potency that is approximately 100 fold greater than a p53-derived
peptide. In cell-based assays, these compounds demonstrate mechanistic activity.
Incubation of cancer cells with wild-type p53 leads to accumulation of p53 protein,
induction of p53-regulated p21 gene, and cell cycle arrest in G1 and G2 phase, resulting
in potent antiproliferative activity against wild-type p53 cells in vitro. In contrast, these

activities were not observed in cancer cells with mutant p53 at comparable compound



N-1 ower al kyl, N-lower al koxy, N-benzyloxy, NI ower
al kyl substituted by R 8, heterocycle and heterocycle
W@ wsoioat ed by one or two substituents sel ect BAT/EPZNG/006176
t he group consisting of hydroxy, alkoxy,
trifluoronethyl, C(O-Ilower alkyr, C(O-NH

O -N-l.ower_al kyl, .| ower. al ubstituted.. dr.oxy
g%agec%?w T the 24 W&ﬁ%ﬁ@ﬂéw%ﬁn@ ikdly ﬂék%‘fto its
Ghédhanisovetractadk YThes€{dhp il d2 cariiPotbhi amdeseleadkehticancer agents.
hydr oxy, oxo and | ower al kyl substituted by hydroxy;

d B8 | | ect f i ot
i L S e
selected from a compound of formula I

S
(J

X3

X

H X3
Y
\
N CF,

1}
H R
wherein

X;and X, are halogen;
X3 is lower alkoxy;

R is selected from the group consisting of

wherein
R is selected from the group consisting of
N-lower alkyl,
unsubstituted heterocycle and
heterocycle substituted by one or more substituents selected from the group
consisting of NH,, NH-C(O)-lower alkyl, C(O)-lower alkyl, C(O)-lower
alkoxy, oxo, heterocycle, and lower alkyl substituted by hydroxy;

R, is selected from hydrogen, fnethyl and lower alkoxy;



hydroxyl; or a pharamaceutically acceptable salt or
ester thereof. In preferred enbodi nents, the two

why@sog®n’ of the i madazoline ring are in a ci SPCT/EP2004/006176

configuration to each other. The conpound maybe in a
racem ¢ form and maybe optical-ll§-active. The conpound
maybe an isomer. The present invention provides
cRﬁS?qlﬁCEfészﬂmﬁ]@’sgfﬂﬁPéW%tl@g@ﬁal | nol ecule inhibitors
of the MDMR-p53 interaction. In cell-free and
ceII-QQ§§Qm§§says, conmpounds of the present invention
are shown to inhibit the interaction of MDM2 protein
with 53-1j ke peptide with a potency that is

appr oXi*HAPLIY> 100 fold greater than a p53-derived
peptide. In cell-based assays, these conpounds
dennns@waﬁgbﬂe@ﬁﬁﬁﬂgdu@hagt|V|ty | ncubati on of cancer
cells with wild-type p53 | eads to accunul ati on of p53
protein, induction of p53-regulated p21 gene, and cel
cycle Wrest in G and @ phase, resulting in potent
antiproliferative activity against wild-type p53 cells
i n vi tlower dlkoxgyparid ast, these activities were not
observed in cancer cells with nutant p53 at conparable
conpogndco®q§ntrat|ons Therefore, the activity of MDW
ant ag A s l'ikelylinked to its nmechani sm of

action. These conpounds canbe potent and sel ective
datis ehoedfrag e goufbensptiegent i nventi on provi des at

| east one conpound sel ected froma conmpound sel ected
fron1 (eﬁgg formula | wherein Xi and X2 are

hal ogen; I's ¥ r al koxy;

lower alkoxy,
CH,-N-lower alkyl,
CH,-heterocycle,
CH,-heterocycle substituted by oxo,
aryl,
NH-C(S)-N-lower alkyl,
NH-C(S)-N-aryl,
NH-C(O)-Rs,
N-alkyl substituted by C(O)R;6, and
trifluoromethyl;

Rs is selected from the group consisting of
0XO0,
heteroaryl,

aryl substituted by a substituent selected from lower alkoxy and fluoro,



Ris selected fromthe group consisting of O=S=FO R, N

J and R 5 wherein R is selected fromthe group
waeoemsiostopng of N-I ower al kyl, unsubstituted heper/ae3ood/@e176

and heterocycle substituted by one or nore

substituents selected fromthe i§roup consisting OF NH2,

NH C(O -lower alkyl, C(O-Ilower alkyl, C(O-I|ower

al koxxfi(s %}OW@Wbcycl e, and | ower alkyl substituted

by hydroxy; R2 is selected from hydrogen, nethyl and

| ovwer @skoxyiyl,3 is selected fromthe group consisting

of heteroaryl, heterocycle, |ower alkyl substituted

with a | ower al koxy, and |lower alkyl; R4 is
sel ect @)fééjﬁﬁpﬂhe group consi sting of

C(0)-Rus,

302~R14and

lower alkyl substituted by a substituent selected from R;s and C(O)-Ryg;
R¢ is selected from the group consisting of
lower alkyl substituted by -N-lower alkyl,
lower alkyl substituted by heterocycle,
lower alkyl substituted by heterocycle substituted by one or two substituents
selected from lower alkyl, lower alkyl substituted by hydroxyl lower alkyl
substituted by lower alkoxy, and oxo;
Ry is selected from the group consisting of
cyano,
hydroxy,
lower alkoxy,
heteroaryl,
heterocycle,
heterecycle substituted by oxo,
N-lower alkyl; and
aryl substituted by a substituent selected from the group consisting of SO,NHo,
lower alkoxy and hydroxy;

Rg is selected from the group consisting of



C(O -l ower al koxy, |ower al koxy, CH2-N-I|ower alkyl,

CH2- het erocycl e, CH2-heterocycl e substituted by oxo,
w@eoos/003bF C(S) - N- I ower al kyl, NH C(S)-Naryl, NFEPIN4/606176

8, N-alkyl substituted by C(OR 6, and

trifluoronethyl; R5 is select ed0from t he group

consisting o xo, heteroaryl, aryl substituted by a
subst iN’h@}‘ﬁr aL%(ﬁect ed from | ower al koxy and

fluoro, C(S)-N-lower alkyl, C(S)-Naryl, C(O-CH 2-R12,
C( O) - RefedocySeR- R14and | ower al kyl substituted by a
substituent selected fromR 5 and C(O -R";

heterocycle substituted by a substituent selected from the group consisting of oxo,
C(0)-NH; and C(O)-NH-lower alkyl,
CH,-Rg and
CHz-Ryg;
Ry is selected from the>group consisting of
NHo,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,
C(O)-NH-lower atkoxy,
C(0O)-NH-benzyloxy,
C(O)-heterocycle substituted by a substituent selected from trifluoromethyl or
hydroxy and
C(O)-NH-Ry3;
Ry is selected from a
heterocycle, and
heterocycle substituted by one or more groups selected from the group consisting
of C(O)-lower alkyl, C(O)-NH,, C(O)-N-lower alkyl, lower alkyl
substituted by hydroxy, hydroxy, lower alkoxy and oxo;
Ryy is selected from

lower alkyl, and



Rs is selected fromthe group consisting of |ower

al kyl substituted by -N-1ower alkyl, |ower alkyl
wa@adwsooioar ed by heterocycle, |ower al kyl substPCTYERIODY06176

het er ocycl e substituted by one_or two substituents

selected from | ower alkyl, | o "al kyl substituted by

hydr oxyl | r .al.kyl,.substit uted l,ower .al kox an
oo, tesral TRt PR o Rt REPb R sgoa comosting
cyano, hydroxy, |ower al koxy, heteroaryl, heterocycle,
het er ecyeéf dkaxyisdtérbadybeibotyrtueeddy 1dwkoalleyl, @hikylandand

aryl substituted by a substituent selected fromthe
%o 15 SoPRLEREGM Che o oup. conel Stipg of N | ower
al kyl, heterocycle, heterocycle substituted by a
Rypis tseleaehfromehegtomg chngstitighd gr oup consi sting of oxo,
C(O-NH 2 and C(O -NH I ower al kyl,
lower alkoxy,
NHo,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,
heteroaryl, and
heterocycle substituted by R,z
Ry is selected from the group consisting of
heteroaryl,
heteroaryl substituted by one or two substituents selected from the group
consisting of lower alkyl, aryl and halogen,
heterocycle,
heterocycle substituted by one or more substituents selected from the group
consisting of lower alkyl, aryl and halogen,
C(O)-lower alkyl,
C(O)-NHa,
C(O)-N-lower alkyl,

0x0, and

lower alkyl substituted with - OC(O)CHs;



CH2-R9 and CH2-Rio; R9 is selected fromthe group

consisting of NH2, N-lower alkyl, N Iower alKkyl
wa@eadpsooioat ed by a substituent sel ected from hyPeDER20841606176

| ower al koxy, C(O) -NH1ower al koxy, C(O) -NH benzyl oxy,

C(O -heterocycle substituted ‘b%Z‘a substi t uent

S Iect%gfromtrifluororret.h or hydroxy and C(O -NHR

|
11 1R ?dmg’te&low%s’éuﬂ%?%r ocycl e, and heterocycle

substituted by one or nore groups selected fromthe
group teilnsiahéthg, of C(O -1ower al kyl, C(O-NH 2,
(O -Nlower alkyl, lower alkyl substituted by
POyl Gy Lover o1 Koy and ovor R colected
substituent selected fromthe group consisting of
glnléoxya,rylrsabﬁftu'a:dybly lewdrsiliyi,ut ed by | ower al kyl, cyano,
NH,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from lower alkoxy, cyano,
amino and trifluoromethyl
heteroaryl,
heteroaryl substituted by a substituent selected from the group consisting of
amino, halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and IOWer alkyl
substituted by hydroxyl,
heterocycle and
heterocycle substituted by a substituent selected from the group consisting of
halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
substituted by hydroxyl;
Ris is selected from the group consisting of
lower alkoxy,
cyano,
trifluoromethyl,
N-lower alkyl,
SO;-lower alkyl,

C(O)-lower alkyl,



trifluoronethyl; R12 is selected fromthe group

consi sting of |ower al koxy, NH2, N-|lower alkyl,
woRsmeI9nl kyl substituted by a substituent sePEER04/006176

from hydroxy and | ower al koxy, _heteroaryl, and

het erocycl e substituted by R 7?3RB is selected from

t he grsgﬁplg%{onsi sting of heteroaryl, heteroaryl
subst it ed?by one or two substituents selected from

the group consisting of |ower alkyl, aryl and hal ogen,
het er a&selNdowbretllgdocycl e substituted by one or nore
substituents selected fromthe group consisting of

| ower ,al kyl .. aryl and hal ogen, C(O -1 ower alkyl,
C—I(O)-I\}Iﬁteﬁ;gar&())-l\l-lomer al kyl . 0x0, and

heterocycle;
Ry is selected from the group consisting of
lower alkoxy,
NH_,
N-lower alkyl,
N-lower alkoxy,
N-lower alkenyl,
N-benzyloxy,
N-lower alkyl substitﬁted by Rys,
heterocycle and
heterocycle substituted by one or two substituents selected from the group
consisting of hydroxy, alkoxy, trifluoromethyl, C(O)-lower alkyl,
C(0O)-NH;, C(O)-N-lower alkyl, lower alkyl substituted by hydroxy and
0XO0;3
R;7 is selected from the group consisting of
C(O)-lower alkyl,
C(O)-NHa,
C(O)-N-lower alkyl,
hydroxy,

oxo and



| ower al kyl substituted with - OC(OCH 3;Ri 4 is

sel ected fromthe group consisting of trifluoronethyl,
wo owsnombkyl , aryl substituted by | ower al kyl, PC¥EP2004/006176

N-|1 ower al kyl, N-lower alkyl substituted by a

substituent selected from i ower4al koxy, cyano, am no

and trifluor thyl heteroparyl, heteroaryl substituted

by a éﬁ‘ﬁ%rta}%fygé St‘ﬁjé?cgwléﬂﬁ?%ﬁ?@he group consisting of

am no, hal ogen, hydroxy, oxo, C(O -Iower al koxy, | ower

&l Kislselatred frowethe gtdapl cossibiidg dfut ed by hydr oxyl,

het erocycl e and heterocycle substituted by a

substi;tuent. sel ected fromthe group consisting of

hal ogé%‘ﬁver Xy, oxo, C(O -I|ower al koxy, |ower alkyl

and | ower al kyl substituted by hydroxyl; R 5is

sel ectegahd,r om t he group consi sting of | ower al koxy,

cyano, trifluoronethyl,

trifluoromethyl,
heterocycle and

hydroxyl;

or a pharamaceutically acceptable salt or ester thereof.

In one embodiment, the present invention provides at least one compound selected

from a compound of formula I

X1
o
)
N
N CF,
(Jnk
X5 I
wherein
X;and X; are halogen;
X3 is lower alkoxy;

R is selected from the group consisting of

wherein

R; is selected from the group consisting of



N-| ower al kyl, SCVI ower al kyl, C(O -1 ower
al kyl , SO2- NH2, SO2- N-|1 ower al kyl, heteroaryl,
whedosnadyrl e; Ri 6 is selected fromthe group CPOEEBL0#0P6176
of | ower al koxy, NH2, N-Ilower alkyl, NI|ower alkoxy,
N-|1 ower al kenyl, N-benzyl oxy, “RRrowver al kyl
subst il\i ted % R, heterocycle and heterocycle
subst N85y one or two substituents sel ected from
the group consisting of hydroxy, alkoxy,
trifl wandveidd hetéoO)dd aer al kyl, C(O-NH 2,

C(O-N1|ower alkyl, lower alkyl substituted by hydroxy
and oﬁce)éerolg'fcﬁe istﬁas%?dtgc? {3}(; gng cgrorrnnortehs%bglrtgeurﬁs ge?enc%eidsftr(i)nq g?heogroup
consisting of NH,, NH-C(O)-lower alkyl, C(O)-lower alkyl, C(O)-lower
alkoxy, oxo, heterocycle, and lower alkyl substituted by hydroxy;

R, is selected from hydrogen and methyl;
R; is selected from the group consisting of

heteroaryl,

heterocycle, and

CHy-Ry;
Ry is selected from the group consisting of

C(O)-lower alkoxy,

lower alkoxy,

CH,-N-lower alkyl,

CH,-heterocycle,

CH,-heterocycle substituted by oxo,

aryl,

NH-C(S)-N-lower alkyl,

NH-C(S)-N-aryl and

NH-C(O)-Rs;
Rs is selected from the group consisting of

0XO0,

heteroaryl,



C(O-lower alkyl, C(O-NH 2, CO-NIower alkyl,

hydr oxy, oxo andl ower al kyl substituted by hydroxy;
W@r@sBP9T s sel ected fromthe group consi sti ngPGI/EPZE006176

al koxy, cyano, trifluoronethyl, heterocycle and

hydroxyl ; or a pharanaceuti cal'§-acceptabl e salt or

ester thereof. one enbodi nent,,_ the present

i nve ntaﬂg ﬁulbﬁtlé‘%eél E% a §yosppLat Seé‘??%‘adcfé‘?fﬁg‘ﬂﬁﬂ a@@l’% &b fueiopm
a conmpound of forrmula I wherein Xi and X2 are hal ogen;
X3 is d@ysrlonekakyl, R is selected fromthe group
consisting of 1V Mo O=S=0 R3 R6

C(S)-N-aryl,
C(0)-CH;-Ria,
C(O)-Ris,
SO,-R;4 and
lower alkyl substituted by a substituent selected from R;s and C(O)-Rie;
R is selected from the group consisting of
lower alkyl substituted by -N-lower alkyl,
lower alkyl substituted by heterocycle,
lower alkyl substituted by heterocycle substituted by one or two substituents
selected from lower alkyl, lower alkyl substituted by hydroxyl lower alkyl
substituted by lower alkoxy, and oxo;
Ry is selected from the group consisting of
cyano,
hydroxy,
lower alkoxy,
heteroaryl,
heterocycle,
heterecycle substituted by oxo,
N-lower alkyl; and
aryl substituted by a substituent selected from the group consisting of SO,NHo,

lower alkoxy and hydroxy;



HN and R R wherein R is selected fromthe group
consi sting of N-l ower al kyl, unsubstituted heterocycle
wa@rasietoer ocycl e substituted by one or nore  PCT/EP2004/006176
substituents selected fromthe group consisting of
NH2, NH C(O) -I| ower al kyl, C(O)Z?ovver al kyl, C(O-I| ower
al koxl\g:, 0x0, heterocycle, and | ower al kyl substituted
By 193 RFIgE fronRENe O WRiansSERE fF om hydr ogen and net hyl ;
R3 is selected fromthe group consisting of
het er galgther alkgt, erocycl e, and CH2-R7; R4 is selected
fromthe group consisting of C(O-Iower alkoxy, |ower
al kOXé, CH2- N- 1 ower al kyl, CH2-heterocycl e,
CH2- h&FEFUEHE e substituted by oxo, aryl,

heterocycle substituted by a substituent selected from the group consisting of oxo,
C(O)-NH; and C(O)-NH-lower alkyl,
CH;-Rg and
CH2-Rygs
Ry is selected from the group consisting of
NH,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,
C(O)-NH-lower alkoxy,
C(0O)-NH-benzyloxy,
C(0)-heterocycle substituted by a substituent selected from trifluoromethyl or
hydroxy and |
C(O)'NH'RM;
Ryo is selected from a
heterocycle, and
heterocycle substituted by one or more groups selected from the group consisting
of C(O)-lower alkyl, C(O)-NH,, C(O)-N-lower alkyl, lower alkyl
substituted by hydroxy, hydroxy, lower alkoxy and oxo;

Ry, is selected from



NH C(S)-N-lower alkyl, NHC(S)-Naryl and NHC(O -R 8;

R5 is selected fromthe group consisting of oxo,
whedaosna®pyl , aryl substituted by a substituent B&l/8r1084006176

fromlower al koxy and fl uoro, S)-N-1 ower al kyl,

C(S)-Naryl, C(O-CH 2-R12, C(GpP-R 13, SO2-R14 and

| oner al kyl substituted by a substituent selected from

R15 aﬂﬂwe(@}yl>ﬁnid6; Ris selected fromthe group

consi sting of |ower alkyl substituted by -N-Iower

al kyl ,lolvemeikyl sditleyitutsdibs b klisstiatnbiel deliar s yied dgrou]!) eUBIsting
al kyl substituted by heterocycle substituted by one or

2l eyT SuBLATT BISBy HGP P PERET SRHy oB0HHY { ut ed
by | ower al koxy, and oxo; R7 is selected fromthe
group con#iwkomethgf, cyano,
Ry2 is selected from the group consisting of
lower alkoxy,
NH,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,
heteroaryl, and
heterocycle substituted by R;7;
Ry is selected from the group consisting of
heteroaryl,
heteroaryl substituted by one or two substituents selected from the group
consisting of lower alkyl, aryl and halogen,
heterocycle,
heterocycle substituted by one or more substituents selected from the group
consisting of lower alkyl, aryl and halogen,
C(O)-lower alkyl,
C(0)-NH,,
C(O)-N-lower alkyl, and

0X0;



hydroxy, |ower al koxy, heteroaryl, heterocycle,

het erecycl e substituted by oxo, N-lower alkyl; and
w@eaok/08bsti t uted by a substituent sel ected frPOT/ER®04/006176

group consisting O SO2NH2, | ower al koxy and hydroxy;

R-8 is selected fromthe group?onsisting of N-Iower

al kyl , heterocycle, heterocycle substituted by a

Jubstselecien frogeibe graw sonsistingel group consi sting of oxo,

C(O-NH 2 and C(O -NH 1| ower al kyl, CH2-R9 and CH2-R10;

R9 is g@lerdednfll om the group consisting of NH2,

N-I ower al kyl, N-Ilower al kyl substituted by a

substituent sel ected from hydroxy and | ower al koxy,
(O - NERFHER: al koxy,

aryl substituted by lower alkyl,

NHo,,

N-lower alkyl,

N-lower alkyl substituted by a substituent selected from lower alkoxy and cyano,

heteroaryl,

heteroaryl substituted by a substituent selected from the group consisting of
halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
substituted by hydroxyl,

heterocycle and

heterocycle substituted by a substituent selected from the group consisting of
halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
substituted by hydroxyl;

Ris is selected from the group consisting of

lower alkoxy,

cyano,

trifluoromethyl,

N-lower alkyl,

SO;-lower alkyl,

C(O)-lower alkyl,

SO,-NHa,,



C( O - NH benzyl oxy, C(O) -heterocycle substituted by a

substituent selected fromtrifluoronethyl or hydroxy
war@s030»7 NH R 11; R ois selected froma het er BCEPB)4/006176

and heterocycle substituted by_gne or nore groups

sel ected fromthe group consisting of C(O -Iower

al kyl , - NH O -N-| ower alkyl,|ower alk
2 STy A o, d 4

subst i roxy, hydroxy, |ower al koxy and oxo;
R11 is selected from ower al kyl, and | ower al kyl

subst ileteredtylmnda substituent selected fromthe group
consi sting of al koxy, heteroaryl substituted by | ower
alkyl,e&%gggk.and trifluoronmethyl; R12 is selected
fromthe group consisting of |ower al koxy, NH2,

N-|1 ower al kyl, N-Iower alkyl substituted by a
Subistselediedhfromeahe grasg dongistittgyafr oxy and | ower al koxy,
het eroaryl, and

lower alkoxy,

NHo,

N-lower alkyl,

N-lower alkoxy,

N-benzyloxy,

N-lower alkyl substituted by Rys,

heterocycle and

heterocycle substituted by one or two substituents selected from the group

consisting of hydroxy, alkoxy, trifluoromethyl, C(O)-lower alkyl,
C(0)-NHj;, C(O)-N-lower alkyl, lower alkyl substituted by hydroxy and
0X0;
Ry7 is selected from the group consisting of

C(O)-lower alkyl,

C(O)-NHo,

C(O)-N-lower alkyl,

hydroxy,

oxo and

lower alkyl substituted by hydroxy; and

Rys is selected from the group consisting of



het erocycl e substituted by R17; R13 is selected from
the group consisting of heteroaryl, heteroaryl
W@ wsoioat ed by one or two substituents sel ect BAT/EPZNG/006176
the group consisting of |ower alkyl, aryl and hal ogen,
het er ocycl e, heterocycle subst Pt ut ed by one or nore
subst ilt uenh(s sel ected fromthe group consisting of
| oner “AYEYHE*&ryl and hal ogen, C(O -lower alkyl,
C(O-NH 2, C(O-NIlower alkyl, and oxo;RH is sel ected
from tchmogr oup consi sting of trifluoronethyl, |ower
al kyl, aryl substituted by | ower al kyl, NH2, N-Iower

al kyl , .N-1 owe | kyl substituted by a substituent
sel ec{tré@hcfr%lr#}vgv\er al koxy and cyano, heteroaryl,

heteroaryl substituted by a substituent selected from
t he ghetgepaydasndti ng of

hydroxyl;

or a pharamaceutically acceptable salt or ester thereof.

In preferred embodiments, the two hydrogen of the imadazoline ring are in a cis
configuration to each other. The compound may be in a racemic form and may be

optically active. The compound may be an isomer.

In another preferred embodiment, X; and X, are both chloro; X3 is ethoxy or

1SOpropoxy.

In another preferred embodiment, the trifluoromethyl group is para to the

imidazoline ring. The trifluoromethyl group is meta to the imidazoline ring.

The R group is preferred to be C(O)-phenyl-CH,-R;, C(O)-NR,R3, C(O)-
piperidine substituted by Ry, and C(O)-piperazine substituted by Rs, SOz-Rs.

In a further preferred embodiment, X; and X; are chloro, X; is ethoxy or
isopropoxy, the trifluoromethyl group is para to the imidazoline ring, and R is C(O)-
piperidine substituted by Ry.

In yet another preferred embodiment, X, and X are chloro, X; is ethoxy or
isopropoxy, the trifluoromethyl group is para to the imidazoline ring, and R is C(O)-
piperazine substituted by Rs.

In yet another preferred embodiment, X, and X; are chloro, X; is ethoxy or
isopropoxy, the trifluoromethyl group is meta to the imidazoline ring, and R is C(O)-
oiperidine substituted by Ry.

In yet another preferred embodiment, X; and X, are chloro, X; is ethoxy or
sopropoxy, the trifluoromethyl group is meta to the imidazoline ring, and R is C(O)-
siperazine substituted by Rs.

In a further preferred embodiment, Rs is lower alkyl substituted by Rys.



hal ogen, hydroxy, oxo, C(O -I|ower al koxy, |ower alkyl

and | ower al kyl substituted by hydroxyl, heterocycle
wa@p@sietoer ocycl e substituted by a substituent B&l/8r1084006176

fromthe group consisting of halogen, hydroxy, oxo,

C(O -1l ower al koxy, |ower alkyl %nid | over al kyl

ngﬁglngzg%%g?% ﬁgé/fd reo<i< %{}\%(}ﬁl@?}l{aiwse?ﬂl e%Ctd'ggubfstriglrtgé lg]yeoxo and lower
tatliyl bubstioret byR,s. N-1 ower al kyl, SQ2-1 ower al kyl
C(O -l ower alkyl, SO2-NH2, SO2-N-| ower al kyi,

e e L P T

O,-methyl, hydroxy and lower alkoxy.
“Alkoxy” denotes -O-alkyl.

"Alkyl” denotes a straight-chained or branched saturated aliphatic hydrocarbon.
“Lower alkyl” groups denote C1-C6 alkyl groups and include methyl, ethyl, propy],
isopropyl, butyl, t-butyl, 2-butyl, pentyl, hexyl, and the like. Generally, lower alkyl is
preferably C1-C4 alkyl, and more preferably C1-C3 alkyl.

“Aryl” means a monovalent, monocyclic or bicyclic, aromatic carbocyclic
hydrocarbon radical, preferably a 6-10 member aromatic ring system. Preferred aryl
groups include, but are not limited to, phenyl, naphthyl, tolyl, and xylyl.

"Cycloalkyl" means a non-aromatic, partially or completely saturated monovalent
cyclic hydrocarbon radical containing 3 to 8 atoms. Examples of cycloalkyl groups
include cyclopropyl, cyclobutyl, cyclopentyl and cyclohexyl.

"Effective amount" means an amount that is effective to prevent, alleviate or

ameliorate symptoms of disease or prolong the survival of the subject being treated.

“Halogen” means fluorine, chlorine, bromine or iodine, preferably bromine or

chlorine.
“Hetero atom” means an atom selected from N, O and S.

“Heteroaryl" means an aromatic heterocyclic ring system containing up to two
rings. Preferred heteroaryl groups include, but are not limited to, thienyl, furyl, indolyl,
pyrrolyl, pyridinyl, pyridine, pyrazinyl, oxazolyl, thiaxolyl, quinolinyl, pyrimidinyl,
imidazole and tetrazolyl.

"Heterocycle" or "heterocyclyl" means a saturated or partially unsaturated, non-
aromatic cyclic radical of 3 to 8 ring atoms in which from one to 3 ring atoms are hetero
atoms selected from nitrogen, oxygen, S(O)n (where n is an integer from 0 to 2), or a
combination thereof, the remaining ring atoms being C. Examples of preferred
heterocycles are piperidine, piperazine, pyrrolidine, morpholine, indoline,
tetrahydropyranyl, thiomorpholino, pentamethylene sulfide, and pentamethylene
sulfone.
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Lower alkyly’ I:ﬂone or in conjunction with another term, e.g. lower alkyl-
heterocycle, denotes a straight-chain or branched saturated aliphatic hydrocarbon having
1 to 6, preferably 1 to 4, carbon atoms. Typical lower alkyl groups include methyl, ethyl,
propyl, isopropyl, butyl, t-butyl, 2-butyl, pentyl, hexyl and the like.

“Lower alkoxy” refers to any of the above lower alkyl groups attached to an oxygen
atom. Typical lower alkoxy groups include methoxy, ethoxy, propyloxy or propoxy,
butyloxy and the like.

"Oxo" means =O.

“Pharmaceutically acceptable ester” refers to a conventionally esterified compound
of formula I having a carboxyl group, which esters retain the biological effectiveness and
properties of the compounds of formula I and are cleaved in vivo (in the organism) to the

corresponding active carboxylic acid.

Information concerning esters and the use of esters for the delivery of
pharmaceutical compounds is available in Design of Prodrugs. Bundgaard H ed.
(Elsevier, 1985). See also, H. Ansel et. al., Pharmaceutical Dosage Forms and Drug
Delivery Systems (6th Ed. 1995) at pp. 108-109; Krogsgaard-Larsen, et. al., Textbook of
Drug Design and Development (2d Ed. 1996) at pp. 152-191.

“Pharmaceutically acceptable salt” refers to conventional acid-addition salts or
base-addition salts that retain the biological effectiveness and properties of the
compounds of the present invention and are formed from suitable non-toxic organic or
inorganic acids or organic or inorganic bases. Sample acid-addition salts include those
derived from inorganic acids such as hydrochloric acid, hydrobromic acid, hydroiodic
acid, sulfuric acid, sulfamic acid, phosphoric acid and nitric acid, and those derived from
organic acids such as p-toluenesulfonic acid, salicylic acid, methanesulfonic acid, oxalic
acid, succinic acid, citric acid, malic acid, lactic acid, fumaric acid, and the like. Sample
base-addition salts include those derived from ammonium, potassium, sodium and,
quaternary ammonium hydroxides, such as for example, tetramethylammonium
hydroxide. Chemical modification of a pharmaceutical compound (i.e. drug) into a salt
is a technique well known to pharmaceutical chemists to obtain improved physical and
chemical stability, hygroscopicity, flowability and solubility of compounds. See, e.g., H.
Ansel et. al., Pharmaceutical Dosage Forms and Drug Delivery Systems (6th Ed. 1995) at
pp. 196 and 1456-1457.
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cell proliferative disorders, in particular oncological disorders. These compounds and
formulations containing said compounds may be useful in the treatment or control of

solid tumors, such as, for example, breast, colon, lung and prostate tumors.

A therapeutically effective amount of a compound in accordance with this
invention means an amount of compound that is effective to prevent, alleviate or
ameliorate symptoms of disease or prolong the survival of the subject being treated.

Determination of a therapeutically effective amount is within the skill in the art.

The therapeutically effective amount or dosage of a compound according to this
invention can vary within wide limits and may be determined in a manner known in the
art. Such dosage will be adjusted to the individual requirements in each particular case
including the specific compound(s) being administered, the route of administration, the
condition being treated, as well as the patient being treated. In general, in the case of oral
or parenteral administration to adult humans weighing approximately 70 Kg, a daily
dosage of about 10 mg to about 10,000 mg, preferably from about 200 mg to about 1,000
mg, should be appropriate, although the upper limit may be exceeded when indicated.
The daily dosage can be administered as a single dose or in divided doses, or for

parenteral administration, it may be given as continuous infusion.

Synthesis

The compounds of formula I can be prepared according to scheme I.
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The benzonitrile 1, prepared according to the procedure provided by Harrison, C.
R., etal. WO 9203421, is converted to the ethyl benzimidate 2 using HCl gas in ethanol.
Condensation of the imidate 2 with the 1,2-diamine 3 is carried out in ethanol at 40~100

°C in the presence of a base such as triethylamine.

The meso-1,2-diamines of formula 3 are known compounds and prepared
according to the literature procedures (see Jennerwein, M. et al. Cancer Res. Clin. Oncol.
1988, 114, 347-58; Vogtle, F.; Goldschmitt, E. Chem. Ber. 1976, 109, 1-40).

As set forth in scheme I, the compound of formula 7 can be prepared from
compound 4 by the reaction with the benzoyl chloride 5 in the presence of a base such

triethylamine, then with an amine in a solvent such as dimethylformamide.

As set forth in scheme I, the compound of formula 8 can be prepared from
compound 4 by the reaction with the sulfonyl chloride 6 in the presence of a base such
triethylamine, then with an amine in a solvent such as dimethylformamide.

The compound of formula 4 can be converted to the compound of formula 9 using

phosgene in the presence of a base such as triethylamine (scheme 2). The compounds 10,
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Ifit is desired, the R4 and Rs groups of in the compounds 11 and 12 can be

functionalized further as illustrated in scheme 3.

Scheme I
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As set forth in scheme I1I, the compound of formula 9 can react with an
appropriately protected piperazine to afford a compound of formula 13 after
deprotection. A compound of 13 is then reacted with WX (e.g. X = halide, Ms, Ts,

epoxide, alkene, or acyl, etc.) to give a compound of formula 14.

As set forth in scheme III, the compound of formula 9 can react with an
appropriately protected piperidine to afford a compound of formula 15 after
deprotection. A compound of 15 is then reacted with WX (e.g. X = halide, or acyl, etc.)

to give a compound of formula 16.

As set forth in scheme III, a compound of formula 17 can be prepared from
compound 9 by the reaction with 4-hydroxyethylpiperidine and triethylamine, followed
by the conversion of the hydroxyl group to a suitable leaving group (LG) such as
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A compound of formula 24 (W can be any suitable group as defined in R5) can be
prepared by reacting of an appropriately protected compound of formula 19 with WX (X
could be any suitable leaving group such as Cl, Br, I), epoxide, or alkene using

conventional methods (scheme V).

Scheme V
/\ WX, base 7\ Deprotect / N\
Prot—N NH Prot—N N-w ——— = HN N-W
n_/ or \_/ \_/
epoxide
22 or alkene 23 24

The following examples illustrate preferred methods for synthesizing the
compounds of the present invention. Structural formulas follow. With regard to
structural formulas, it is understood that oxygen and nitrogen atoms with available
electrons have a hydrogen bound thereto, as indicated by compound name. These

examples and preparations are illustrative and are not intended to be limiting. It should
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I CN X2 The benzonitrile 1 Faccording to the
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To a solution of 2-nitro-4-trifluoromethyl-benzonitrile (71.7 g, 318.5 mmol) in
anhydrous ethanol (400 mL) at room temperature was added sodium ethoxide (238 mL,
637 mmol, 21% solution in ethanol) dropwise over a period of 30 min. The reaction

mixture was stirred at room temperature for 1 h. Water (1 L) was added, and the

mixture was stirred for 15 min. The solids were filtered off, washed with water, and dried

in the vacuume oven (40 °C) overnight to give 2-ethoxy-4-trifluoromethyl-benzonitrile
(64 g, 93% yield).

2-Ethoxy-4-trifluoromethyl-benzonitrile (64 g) was dissolved in 750 mL of
anhydrous ethanol. The solution was cooled to 0 °C and saturated with hydrogen

chloride gas. The reaction flask was then sealed with a Teflon stopper and stirred at room

temperature for 11 d. The progress of the reaction was checked every few days, and the
solution was saturated again with hydrogen chloride gase. Nitrogen gas was bubbled

through the solution to remove excess hydrogen chloride gas. The solvent was removed

and the residue was triturated in diethyl ether to afford ethyl 2-ethoxy-4-trifluoromethyl-

benzimidate hydrochloride (59.5 g, 67% yield) as white solids.

A solution of meso-1,2-bis-(4-chloro-phenyl)-ethane-1,2-diamine (50.16 g, 178.4
mmol, prepared according to the procedure described by Jennerwein, M. et al. Cancer
Res. Clin. Oncol. 1988, 114, 347-58; Vogtle, F.; Goldschmitt, E. Chemn. Ber. 1976, 109, 1—-
40), ethyl 2-ethoxy-4-trifluoromethyl-benzimidate hydrochloride (59.g, 178.4 mmol),
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11 andy 32,;€ 8N HM6ro-phenyl)-2-(2- 1sopropoxy—4—tr1ﬂuorornethyl—phenyl)-4,5—
dihydro-1H-imidazole

/2

4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-dihydro-

1H-imidazole

Example 3

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-

imidazole-1-carbonyl chloride
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In an analogous manner as described in example 3, there were obtained:

4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl chloride
a pu-
o}
N >: F
N\ FF
(oo

Cl

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-dihydro-

imidazole-1-carbonyl chloride
Cl O —
Q
N\
» 2.
al o %

Example 5

The following general procedure was used for the reaction of the 1-carbonyl

chloride 9 (examples 3 and 4) with the commercially available amine.

A solution of the 1-carbonyl chloride 9 (1 eq., prepared according the procedure
described in example 3) in methylene chloride was added to a solution of the amine (1-2

eq.) and triethylamine in methylene chloride. The reaction mixture was stirred at room
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(schenme V). Schene V / WX, base /- Deprotect / \ Prot-
N NH42¥-8is- (4NHWb O i) W ©petkbried-trifluoromethyl-phenyl)-4,5-dihydro-

imidazol-1-vl]1-[4-(propane-2-sulfonyl)-piperazin-1-vl]-methanone

H°t>~§ /‘L( @(

A solution of 1-BOC-piperazine (0.617 mmol) and diisopropylethylamine (0.679

mmol) in 0.5 mL of methylene chloride was added to a 4 mL vial. Propane-2-sulfonyl
chloride (0.679mmol) was added to the vial, and the reaction mixture was shaken
overnight at room temperature. When the reaction was complete, it was diluted with 1.5
mL of methylene chloride and extracted with 1 mL of 1N solution of hydrogen chloride
followed by 1 mL of 10% potassium carbonate solution. The organic layer was
concentrated in vacuo. The residue was dissolved in 0.5 mL of tetrahydrofuran and 4M
solution of hydrogen chloride in dioxane (0.5 mL). The solution was shaken overnight at

room temperature then concentrated in vacuo to give 1-(propane-2-sulfonyl)-piperazine.

1-(Propane-2-sulfonyl)-piperazine (0.0286 mmol) was dissolved in 0.25 mL of
methylene chloride and added to a solution of 4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
trifluoromethyl-phenyl)-4,5-dihydro-imidazole-1-carbonyl chloride (0.024 mmol, ,
example 3) and diisopropylethylamine (0.072 mmol) in 0.25 mL of methylene chloride in
a4 mL vial. The vial was capped and shaken overnight at room temperature. The
reaction mixture was diluted with 1 mL of methylene chloride and 1 mL of water. The
vial was agitated and centrifuged. The organic layer was transferred to a 4 mL vial and
concentrated i1 vacuo to give [4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-
phenyl)-4,5-dihydro-imidazol-1-yl]-[4-(propane-2-sulfonyl)-piperazin-1-yl]-
methanone. LR-MS (M+H)*= 697.4. ‘



22 or al kene 23 24 The followi ng exanples illustrate

preferred nethods for synthesizing the conpounds of
woheospos®ent i nvention. Structural formnulas foPCOmEP2004/006176

Wth regard to structural formulas, it is understood

that oxygen and nitrogen atggs wth avail able

el ectrons have a hydrogen bound thereto, as indicated

by conpound name. TheseggxapRlz@s and preparations are

illustrative and are nof |n¥enaed to be limting. It

shoul?be %9derstood t

‘ s )-2-f T uoromefh n
i nvent I%wé-&m..,__a_ea-mu kgt dbnideo. The
conpounds synthesi ze hese exanpl es are racem c.
The enantioners of thg conpounds of interest can be
separated using chiral | u chr omat ogr aphy (e.g.
Chiral Pak(r) AD, Chiral Pa %etc) One
enanati onmer is shown t gpepotent inour invitro

le 1

H-Cl

assay than the other.

4 5-Bi s- (4-chl oro- phen@_,
")-2-(2-ethoxy-4-trifl orrethyl phenyl ) -4, 5-di hydr o- |
H m dazol e To a solution of

2 ni 1%17 éﬂaﬁ/{ﬁ‘)uor %Zﬁtefﬁﬁ%’ky 68‘?“2 oni t ;ai %{ﬁ ‘§ ! éﬁlﬂ,&e@to asbhitdn of

4-:&%13@[ ipeatBonyp mmﬁzmu(mm,nmmlxmmlfmmde (5.0
mLﬂ"P@OC 248 r%%n:i&:‘ 0 slifte £LPR0kok QTP 5 fikfire o deAbenzyl

€ reaction m xture was stlrre

bromeidp 308l 35 tamol) and thageastion was stiryeefond g roosp rmaprzature.
?}‘Tst LSO rEmB@re Wais Elﬁ&ii:hé@htﬁé dlhfé aqibsis Selutios of&damm
e

bicgthogpigan red %;g te%%g%% @fyigpﬁ crle{. cﬁ'ﬁd dr egxtrlagtst bs?e washed
with-beink and dded over hnlydvoms sodivnbaifaten [Punﬁtmo(ne:f the crodesesidue by
ch%&n%ltc%aphy over silica gel using 30% ethyl acetate in hexane gave 4-tert-
butyloxycarbonyl-2-benzyl-piperazin-2-one (174 mg, 60 % yield).

Hydrochloric acid (0.25 mL, 1.00 mmol, 4 M in 1,4-dioxane) was added toa
solution of 4—tert-butyloxycarbonyl—z-benzyl-i:iperazin-z-one (174 mg, 0.60 mmol) in
1,4-dioxane (1.0 mL). The mixture was stirred overnight. The reaction was concentrated
10 give 2-benzyl-piperazin-2-one hydrochloridé as an off-white solid (130 mg, 97%
yield).

" 4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl chloride (example 3) was reacted with 2-benzyl-piperazin-2-one
hydrochloride using the procedure as described in example 5 to give 4-[4,5-bis-(4~
chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-imidazole- -
carbonyl]-1-benzyl-piperazin-2-one. It was then dissolved in dilute hydrochloric acid
(0.5 N, 1 mL) and lyophilized to give 4-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
triﬂuoromethyl—j:henyl)A,S-dﬂxydro-imida'zole-carbonyl] -1-benzyl-piperazin-2-one
hydrochloride as an off-white powder (65mg, 89% yield). LR-MS (APCI): 695.6
[(M+H)*]. “

RECTIFIED SHEET (RULE 91)



2- Et hoxy-4-trifluoronethyl -benzonitrile (64 g) was

di ssolved in 750 nL of anhydrous ethanol. The sol ution
woamsoawbed to 0 OC and saturated w th hydr ogePCT/EP2004/006176
chloride gas. The reaction f],askwas then sealed with a
Tefl on stopper and stirred at roomtenperature for H
d. The progress of the reacti@n was checked every .few
days, and the solution was sqturated again with
hydrogen chl ori de gase. Rr¢Rogen gaswas bubbl ed
through the sol ution fq 4 eiD cesshydrogen chloride
gas. The sol vent was ritﬁ\\Led( f'he resi due was
triturated in diethyl ether to ford ethyl

2~et hoxy- 4-trifl uoromet hyl benzi mi dat e hydrochl ori de
(59.5 g, 67%yield) as white solids. A solution of
MeBlge trifl2tel3hls of fhé-lﬁd‘thﬂﬁ@d plidinyldiimi¢dZBR1(8.14 g28.04 AithdlO was

T RY T R ——
aaéswercaddwﬁd a0preas| The gBELion mAxtuB/Vas sﬁﬁsd/atgtobm tefperature
gﬁ 1S q{“%st&ﬂute% ng] 1 agéﬁte ag)lg {Bishel wateft Ophe cﬁ'gr Il(Li layers

tho r fl uororre enzim ydroc
F 9‘6 ):enéi’ﬁ‘ée leéprgﬁ‘ieﬁémf% o7l (316, g) 3 Bgrigcation
heoil by ﬂﬂh&hfb&ﬂimbgréﬂﬁﬂgaﬂ‘é-)c (pasethpatfgazale-1-aflfomsl)siperdzine-1-

T e

sodi um car bonate (300 m.). The | ayers were se&fr at ed,

arfysal h@wﬁﬂd@cmemlsn@%@méulfm pipetgine deesrbagylic acid tert-
1%gte 14 g glm x@ﬁlg B%h ﬁleﬁé}i/e@fe%hl@fd@ wWARSARE W A RcdB e.m(ilx
an rpe ove an neS| m Su
SRk andalrL e over Ahy o s magnesi im sul gL, he,
n'(smrmgtatt aeechnparatuacion3 hPtreisbivestas ravap‘orzttététocgme(z -methyl-
%ef% SR pRo Sl BRI AU elebCuiha! sl Gy

5- bi s- (4-chl oro- phenyl) - 2-( 2- ethoxy 4-trifluoronethy
| - phenyl)- 4,5-di hydro-| Him dazole (64.47 g, 75%
y iﬁeécﬂil)ticﬁﬁof)tbé frifltessalt (65mg, 0.12 mmol), morpholine (31.7 mg, 0.36

ol) and 63 ul of diisopropylethylamine (0.36 mmol) in 0.25 mL of acetonitrile was
ed at ambient temperature overnight. The reaction was diluted with 1 mL of

hylene chloride and 0.5 mL of 1.0 M hydrochloric acid. . The organic phase was

red through a small pad of silica gel and the solvent evaporated to yield 4~
rpholine-4-sulfonyl)-piperazine-1-carboxylic acid tert—butyl ester (39 mg, 95%). LR-
336 [(M-+H)"].

4~(Morpholine-4-sulfonyl)-piperazine-1-carboxylic acid tert-butyl ester (39 mg)
dissolved in 4 mL of dioxane, and 4mL of 4.0 M hydrochloric acid in dioxane was
:d. After standing overnight at ambient temperature, the solvent was removed to
4-(piperazine-1-sulfonyl)-morpholine hydrochloride as a white solid.

4-(Piperazine-1-sulfonyl)-morpholine hydrochloride (0.042 mmol) was suspended
ethylene chloride, and 400 ulL of diisopropylethylamine was added. The mixture was
'd to 4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
azole-1-carbonyl chloride (10 mg, 0.019 mmol, example 3), and the reaction
ure was allowed to stand overnight. It was diluted with methylene chloride and
ied with water. The organic layer was evaporated, and the residue purified by flash
matography using ethyl acetate and hexanes to give [4,5-bis-(4-chloro-phenyl)-2-(2-

RECTIFIED SHEET (RULE 91)



Exanple 2 I n an anal ogous manner as described in
exanple 1, there were obtained:
W@ 2®s5b0®97 4- chl or o- phenyl ) - 2- (2-i sopr opoxy- 4- t PCT/ERIIOM6176
et hyl - phenyl ) -4, 5- di hydro- |FFI dazol e
455- bi s- (4- chloro phenyl ) - 2- (2= g%hoxy 5-trifluoronethy

lg,t_hggc%?lgtrl 34}01?;}{{? %}h%ﬁgﬂbﬁf @Wygr%zgngazol —y"f']x ?f?morp%ohne 4-
S&I%T@I)Hﬁpmﬁnur-yh‘]lmhnmhm%méﬁehmmsmwzﬂ M5l ni da

zol e-1-carbonyl chlorideTo a solution of
4, 5-bi s-(4-chl oro-phenyl ) -2-(2-ethox7-4-trifl uoronethy
I-pheryli) 4, g dihydLo | Him dazole (46 g, 95.97 mol,
exanpl e and triethyl am pe m., 479.9 mmol) in
met hyl ene chloride (2 L) c%%¥é§9%§ 0 0C was added)
phosgene (124.3 nlL, 239.9 mol, ~20% sol ution i ’
t Gl ideftes- BmmM@&ﬂmmﬁmbﬁmhenvl) -4,5-dihydro-
react ! on LKL © RSy SL LELEH AL J 00T GIRRE REE LAl 1

. vas  pubtied t nrou reaction
n1xture to renove excessphosgene The reaction m xture
was concentrated to dryn nd_the residue was dried
in vacuo for 1 hto glve ﬁ:ﬁA__hloro phenyl ) - 2-
(2-ethoxy-4-trifluoronmethy - l) - 7, 5- di,hydr o-i m daz
ol e-1-carbonyl chloride (51" A>y|eld) as off-white
solids. The product was used{W thout further
purification. Exanple 4 In an{anal ogous manner as
descri bed in exanple 3, there were obtai ned:

p-

Phosgene (3.8 mL, 7.22 mmol, 1.9 M in toluene) was added dropwise to a cooled (0
°C) mixture of triethylamine (1.3 mL, 9.62 mmol) and 4,5-bis-(4-chloro-phenyl)-2-(2-
ethoxy-4-trifluro-phenyl)-4,5-dihydro-1H-imidazole (1.15 g, 2.41 mmol) in methylene
chloride (20 mL). The reaction mixture was stirred for 0.5 h at 0 °C, and the solvent was
evaporated. The residue was kept under high vacuum for 30 min and dissolved in
methylene chloride (20 mL). The solution was added dropwise to a cooled (0 °C)
solution of 4-tert-butyloxycarbonylpiperazine (0.90 g, 4.81 mmol) in methylene chloride
(16 mL). After 1 h, the reaction was worked up with aqueous sodium bicarbonate
solution and extracted with methylene chloride. The organic extracts were washed with
water, brine, and dried over anhydrous sodium sulfate. Evaporation of the solvents and
chromatography of the residue over silica gel using 50% ethyl acetate in hexanes gave
[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-tert-butyloxycarbonylpiperazin-1-yl]-methanone as a yellow foam
(1.30 g, 78%).

Hydrochloric acid (10 mL, 40 mmol, 4 M in 1,4-dioxane) was added to a cooled (0
°C) solution of [4,5-bis-(4—chloro-phenyl)—2—(2-ethoxy—4—triﬂuoromethyl—phenyl)-4,5-
dihydro-imidazol-1-yl]-[4-tert-butyloxycarbonylpiperazin-1-yl] -methanone in 1,4-
dioxane (10 mL). The mixture was stirred at room temperature overnight. Evaporation
of the solvent gave [4,5-bis-(4—chlor0-phenyl)—2-(2—ethoxy—4—triﬂuoromethyl—phenyl)-
4,5-dihydro-imidazol-1-yl]-(piperazin-1-yl)-methanone hydrochloride as an off-white
solid (1.10 g, 98 % yield).

2-Bromopropionitrile (10 uL, 0.120 mmol) was added to a mixture of [4,5-bis-(4-
chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-imidazol-1-yl]-



4, 5-Bi s- (4-chl oro-phenyl)-2-(2-isopropoxy-4-trifluorom
et hyl - phenyl ) -4, 5- di hydro-i m dazol e- 1- car bonyl
W@ hdoside7 PCT/EP2004/006176
4,5-Bis-(4-ch|oro-phenyl)-2-(gq%[hoxy-5-trifluoronethy
| - phenyl ) -4, 5-di hydr oi m dazol e-""1- car bonyl chl ori de

I he ] ow ner al_pr.ocedur.e S .Us f;0
THEPle TR R AR R S5 5 G By BBuE P15 200
anthol)inwimethylfer reonide (60 aill)y The adaktadn wasstirred.at A0om temperature
SRk AN EOLp dr onloaRE RO aﬁ@ia%%%&%oﬁ of the&%ude REARAEFHash

accordi ng the pr&gedure, descr I n_exanpl e 3%Jﬁl n
fHYHOBBPRIPUT iSHiE? 6ol wsing d e tepthanod in smeBylepe chlqeide gave 3-{4-
gaj5risis{ A-cBloestphedi2 {2 ity i@ rdrie Bl fiydn§1)&4,5-dihydro-

chl.oride. The reaction mxture, was,stitred Yy

gifialrokrapomal Pt L opiIeS gk aashnayed p dilut

diytito chtpazaudsl (96dV ,u]nmh?] ead lyophiligediogivesdi- {4251, BYiswj4t ¢hloro-phenyl)-
[ r.ac . o

o R ERE s by H e A B LT AT L bR fiperasin1-

Sl prepéonitTiehylsp¢hderideasanfoff-whitepowddr (2emeg 30keyield). LR-MS

flabrRkes Yegvepgent rated in vacuo. Purification of

the crude residue by flash col um chronmat ography gave

the desired urea product. Exanple 6

r4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth

yl - phenyl ) - 4, 5- di hydr oi m dazol -

| -yl 144- ( pr opane- 2- sul fony@&a—féﬂﬁéﬁazi n-1-yl1l-metih

anone A solution of 1-BOC piperazine (0.617 mol) and

di i sopr oyl [etshyis- 3 AR Hher(A)-0NDlethdxy-Lt¥dor&nethyl-phenyl)-4,5-

met hyl ene é [ d added t 4 mLvi al .

Pr opane- 2- B G BIE R O :

the vial, and t

~IRNAENNHAGCH]

A solution of chloroacetylchloride (8.85 mmol) in 10 mL of methylene chloride was
cooled to approximately -40°C in a sealed 40 mL vial. Methylamine (18.6 mmol, 9.3 mL
of a 2M in tetrahydrofuran) was added in a portion-wise fashion via a syringe through a
pierceable septum to the stirring solution. The reaction was stirred for 1 h at reduced
temperature. The solution was then made acidic with 1N hydrochloric acid and then
diluted with 10 mL of methylene chloride. The vial was agitated and centrifuged. The
organic layer was transferred to 40 mL vials and concentrated in vacuo to give 2-chloro-
N,N-dimethyl-acetamide.

2-Chloro-N,N-dimethyl-acetamide (0.0194 mmol) in dimethylformamide (0.25
mL) was pipeted into a 4 mL vial containing a solution of 4,5-bis-(4-chloro-phenyl)-2-
(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-1H-imidazole (0.0169mmol, example
1) and diisopropylethylamine (0.0194mmol) in 0.25 mL of dimethylformamide. The vial
was capped and heated to 65°C for 2 d. The reaction was diluted with 1.5 mL of
methylene chloride and 0.5 mL of water. The vial was agitated and centrifuged. The

organic layer was transferred to a 4 ml vial and concentrated in vacuo to give 2-{4-[4,5~



overni ght at room tenperature. Wien the reaction was
complete, it was diluted with 1.5 nL of nethylene
w@hdosnome7 and extracted with 1nl of | N sol uti oPCDEP2004/006176
hydr ogen chl oride fol |l owed by % of 10% pot assi um
carbonate solution. The organic’'layer was concentr at ed

The ssol v { o
A R R e s e L N %@&dmamldmle'l-
Ic@rbd)mpb}qﬂperéﬁn 5 -yH-N- m‘Eﬂarlacﬂtumd@n LReMSstak e tdhek ni ght
at roomtenperature then concentrated in vacuo to give
| - (propane- 2-sul fonyl) - pi per azi ne.
g;(PeraSejz-Su;gonyl)%piperazine (0.0286 mMml ) was
i ssolved in O. m. of net chlori
to a solution Eﬁﬁﬁﬂ&g de and added

of 4, 5- bi s- ( 4- chloro-ohen [)-2-(2-ethoxy-4-
trifl uodepetd phemy 2 H? cthoxyrd-grafiuore

é' chl Orchﬁ*\?dn() qn@&%olm&arb@rﬁ?(p He a‘%nsi—vﬁmidlmethvlammo ethanone
i i sopropytrethyrant ne (0. ) 1n 0.25 nL of

nmet hyl ene chloride in a 4 nL Vla~ The vial was capped
and shaken overni ght at roomt HEerature The reaction
m xture was diluted with 1f t hyl ene chl ori de and
1nml of water. The vial fand centri fuged.

The organic |ayer was t'f aﬁ* Cﬁo a 4 nmvial and

concentrated in vacuo t% gi ve
[ 4, 5- bi s- (4-chl or o- phenyl ) - 2- (2-ethdxy-4-trifl uoroneth

yl phenyl ) -
o ngj'gf{,‘ i 'HJ@%dazﬁq@' s L&%&%&E@H&f& 1}%%}{{'12)-4%i-@ihydro-
Tﬁqédazol 1-y1 -piperazin-1- yl -methanone (372 mg, 0.63 mmol, example 8A) and
en I
c?lmaglf%ﬁgﬁwgadmaﬁ 2%@) 1%9 I]%F18D %?@Xlgt)olv?ed(lg rr?e'{ﬁﬂ&?é%ﬁlﬁrde (4 mL)
Parpel qoetedzb ficeZenperabiyelr thmacmbdﬂprade% P ks W3mmepd) ipgpethylene
2311 %de g’Hﬁ?ﬂ wasHi%ed BrdPwikTaal tRis knlix RS wasdRebdlfer 30 min at ice

temperature. The reaction was diluted with methylene chloride and washed with water.
The organic layers were dried over anhydrous magnesium sulfate. The solids were
filtered off, and the filtrate was concentrated. Purification of the crude material by flash
chromatography using ethyl acetate and hexanes gave 1-{4- [4,5-bis-(4-chloro-phenyl)-2-
(2-ethoxy-4-trifluoromethyl-phenyl) -4,5-dihydro-imidazole-1-carbonyl]-piperazin-1-
yl}-2-chloro-ethanone (193 mg, 0.29 mmol).

To a solution of 1-{4-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-
phenyl)-4,5-dihydro-imidazole-1-carbonyl]-piperazin-1 -y1}-2-chloro-ethanone (9.65
mg) and diisopropylethylamine (5 ul) was added dimethylamine (50 uL, 2.0M solution
in tetrahydrofuran). The reaction mixture was capped and heated at 60 °C overnight. It
was diluted with methylene chloride and washed with water. The organic layer was
concentrated to dryness to give 1-{4-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
trifluoromethyl-phenyl)-4,5-dihydro-imidazole-1-carbonyl]-piperazin-1 -yi}-2-
dimethylamino-ethanone (9.17 mg, 92% yield). LR-MS: 677.3 [(M+H)™].

Example 10



4-tt - butyl oxycaf bonyl - pi perazi n-2-one (200ng, 1.0
mol ) in dinmethylformamde (5.0 nL) at 0 OC. The
w0 e@snown7 was stirred at 0 OC for 0.5 h. To thPGI/EP2004/006176
m xture was added benzyl bron1q§ (300 uL, 2.5 mmol)
and the reaction was stirred for’ 2hat room
t enperat yr e. Ehe r %I"ﬂ t_ e, was, quenched

Z1 4 -
dilute adquesi R uaromey

extract edihvﬂltohlmltdﬁzlmi{d Mﬁb@hﬂ@bﬂ]ﬁ@aﬂﬂdﬂ e carbadiibic acid methylamide
extracts were washed with brine and dried over

anhydrous sodium sul fate. Purifilgcation of the crude

resi due by chromat ography over gillca gel using 30%

ethyl acetate H hexane gave(4:
but yl oxycar bonyl - 2- benzyl spi er akan-2- one (174 ng, 60

% yield). Hydrochloric adg™{0+-Z%5 Q§ *.00 nmol, 4Mn

1, 4- di oxane) was added to ®a sol utiox of

4-fert-butyl oxyaubonyl - 2- benzyl - pi pérazi n-2-one (174

ng, 0.60 mml) in 1,4-dioxane (1.0 nL). The m xture

was SL4,3- Bi%d(40é1ﬁ6ﬂ6t}%bh e &f6ky-0mi gb%%ﬁ;ﬂ?q st @hydro-

g%ﬁ -El)—éfT] ! -Frg,IZl?lig%Z%]gt %gggﬁe g %{5}8 47(1)121;101 example 8A) was

HisoBed i Aaeth\;?&h@ <HBgay t 3 mz.) fd ﬁieﬂ?ﬁyotﬁmtc{fdrfafel{@ﬂc APiAYAdded.
dazo chl ori.de

Ay e et ST sSiseniant flinesy aiieiion of e
fcy@ldeomhﬂm byifashshrgnathgraphpGiitagd) astidg sdthicieyd acatate and hexanes

?ﬁ%mt ?}) &ggﬁ) ﬂﬁ%)?s;\?i §t%hl(:)ﬁ% Flotﬁlg%lﬂrqmeth%l rPl}e}’lYl)l 455 dihydro-
%O{érﬂl -epiporaL: ﬁmmweal-carb@@myaaé mﬁéln}é&mtdeilﬁlﬁmg) | ER-MS:
wg§4t@qqur solved in dilute hydrochloric add (0.5 N,
1) andlyopbleed to
gi ve4-[ 47-bi s- (4-chl or o- phenyl ) - 2- ( 2- et hoxy- 4-
trmi or oner ayl - phenyl ), 5-d%dro-ra

Example 11

4-{4-(4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-

dihydro-imidazole-1-carbonyl]-piperazine-1-carbonyl}-piperazin-2-one

t@*

QL

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl}-piperazin-1-yl-methanone (50 mg, 0.085 mmol, example 8A) was
dissolved in methylene chloride (1 mL) and cooled in an ice bath. Phosgene (250 ulL,
20% solution in toluene)) was added, and the mixture was stirred for 30 min. The
solvent was evaporated and the residue was taken in methylene chloride. One third of
this solution (0.028 mmol) was treated with 2-piperazinone (8.5 mg) and
diisopropylethylamine (15 ul). The mixture was sonicated to aid in dissolving the amine
and allowed to stand at ambient temperature overnight. It was diluted with methylene
chloride and washed with water. The organic portion was separated and evapbrated to



hydr ochl ori de asan off-white powder (65nmg, 89%ield).

LR-M5 (APQ: 695.6 ((Mr-H +]. Tforfltriple7B f4
WG2B50803047 cMor 0- phenyl V2- ( 2- enoxy-4-i1 i fl uor oneCTEP2004/006176

phenyl')-4.1" - fii]tvdroi mda |-y -f4-f

nmor phol i ne- 4- sul fonyl ) - pi per az%f?T vV - rret hanoneThe

%gefl a%g %1%'@% ﬁﬁﬁ{icha)%one Ay a egpr%% gaes%/logllr ma rﬁ%ﬁ%h& (silica gel)
LsiBgethl ﬂﬁfa@e‘lamﬁleédnéa gave 6{43?4 Frvist (- crdato- phenyl) -2-(2-ethoxy-4-

r
?réfg&r%%h}# )?%geny %‘\gsdls z@igqegar%lgﬁggﬁgragﬁlg 1-carbonyl}-
pipgdzin-Rtonsd 8. Odng)uﬂ-@dl\/w i’]H; 4e[t MﬁerJ:et ate and washed
with water. The organic |layers e dried, filtered, and
concentrated in vacuo to give a vi scous oil (2.6 9).
Purification h e oil by flash chromatography gave
4- (2-met hyl -i m dazol e-| - sugkgn ¥Ie)1 p| per azi ne-| -
Doxylicacid tert-butyl ester 79% vyi el d).
LR M5: 331 [(I\/H—|)

+

) Asolutlon of
enyl)-2r{2£€ trif]

lic aci dlﬁﬁ%{aEMl 1- @ﬁl @f(Z(rﬂetﬂargasul‘ﬁorﬁiﬂ-emLﬁlbéIﬁZlﬁEE—hﬂlrﬁétﬁanone
chloride™was cool'ed 1Tn an ice pat

uor onet hanesul foni ¢ aci d rreth%ér—oﬁgﬂéﬁi-(o 56 nL, 4.9

mmol ) was added via a pipet r stirring at ice

tenperature for 3 h, the soIv was evaporated to

give 4-(2-nethyl dazol e- | as fenyl ) -

ri perazine-|-carboxylicp aci ex,t - butyl gster triflate
salt as g ellow ds. A”=°s f/The triflate salt

(60 ng, 0.12 mmol), rrorpho\l_y’%( .7 ng, 0.36 iol) and

63 uL of diisopropylethylamne (0,86 nmml) in 0.25 nL

of acetonitrile was ed at anbient t enperat ur e
over iNehyl vidleulferdii ob, GRS mimlolitveas adiechtora mastuxsfof [4,5-bis-(4-

chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro- -imidazol-1-yl]-
[piperazin-1-yl]-methanone (40 mg, 0.064 mmol, example 8A), and
diisopropylethylamine (35 uL, 0.205 mmol) in anhydrous dimethylformamide (1.0 mL).
The reaction was stirred overnight. Evaporation of the solvent and flash chromatography
of the residue over silica gel using 0-5% methanol in methylene chloride gave (4,5-bis-(4-
chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl) -4,5-dihydro-imidazol-1-yl]-[ 4-
(2-(methylsulfone)ethyl)-piperazin-1-yl]-methanone, which was dissolved in dilute
hydrochloric acid (0.5 N, 1 mL) and Iyophilized to give [4,5-bis-(4-chloro-phenyl)-2-(2-
ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-imidazol-1-yl]- [ 4-(2- |
(methylsulfone)ethyl)-piperazin-1-yl]-methanone hydrochloride as an off-white powder
(28 mg, 80%). LR-MS (APCI): 697.7 [(M+H)™].

Example 13A

4-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-

dihydro-imidazole-1-carbonyl]-piperidin-4-ylmethyl} -Dinerazin-(z-one

hydrochloride
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o




hyl ene chl oride and 0.5nL of 1.0M hydrochloric acid.

The organi ¢ phase was red through a small pad of
walosoesogel and the sol vent evaporated to yi el BCHEP2004/006176

"rphol i ne-4-sul fonyl) - pi per azi r])_@ | - carboxylic acid

tert butyl ester (39 ng, 95%. 336 [(MH) +].

hol r,bpxyl i d

Cer t REgTeaLp a7 O o VBB T e St g B B fooled 0
atd sahtion fof #ri@hlimpired@bY orli, é. Oanml |amddi Dhand-obdso:phenyl)-2-(2-
'SA%EV n% Eﬁv\g}gjop%lﬁo %@%{%—gﬂ&dﬁ&ﬁ%i%& (gﬁpﬁ{g { Y5Snott g&mple 1)in
anethyises ehlprge {5-Gmli-ohbe Jeaskanonbitineeras yrreed fiir 5 et (. The
aoWeht Wassehofted dnddPirRRIcEEZ fé@su're SFﬂéc R&Mhe WHPIE@"E' 8hi&igh vacuum
L o o e BRI b et o1
addmd]) an'ﬂm (}mdxdm}’h&t}nﬂlﬁnpeﬁiﬁme (0 50g,4.4 mrnol) were added. After 1h, the
lﬂiﬂb t10n Wfrgldgﬁlﬁwgﬂ 0?.\% socﬁurggoﬂ%gl%%r}ate { rci %}ﬁltrggtreé) lvbtththethylene

orgieo e gnganjc @mqp M@re@)quhahmth freine end triedhovarenhylous sodium
al fﬁf@eﬁvi Ci’tf At ¢ gé/ 2{%‘? @%ﬁl ﬂag}h%nﬁ't(géf%_}ﬁrgr d’f'tltxé"remdue over silica
|g§ 'é%mgdaél%v& t mgnethigne efdoridesgaye é4éci?lﬁ‘l(4‘é osfgrphenyl) -2-(2-

ﬁﬁifﬁﬂft@ﬁ@bh Lsha1)ed, B—)dhhﬂ@@-ﬁlﬁlcﬁz@nﬂ Soxdythethyl-

I yor E{m 151 metlSanonE %’0 mg @Sg}%l )-2-(2 REE% Fa[g% SHEET

91) et hox7-4-trifluoronethyl - phenyl) -4, 5-di hydro-i m daz
ol -1-yl]-[4-(norpholine-4-
sul fonyl) - pi perazi n-1-yl]-methanone (9.0 ng). LR-ME:

74042% o&ié\%@d (’_b{’g Eﬁﬁg?‘lé _Sf ﬁ:% -bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
'y Qow@flmw&%@m@rwémw “hhEprdrony setiyhyinesidin-1-vl]-
%&BZ&H& (6@ n??!) DogtnholPinPBEdFleRe Ehl¥Hbe OF AR) 4B dddeli Rarbon

t trabroml X Hom mg, 0.210 mmol) followed by triphenyl phosphine (55 mg, 0.21
mmol). The reaction mixture was stirred at ambient temperature for 2.5 h. The reaction
was diluted with water and extracted with methylene chloride. The organic extracts were
washed with water, brine, and dried over anhydrous sodium sulfate. Evaporation of the
solvents and chromatography of the residue over silica gel using 1-5% methanol in
methylene chloride gave [4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-
phenyl)-4,5-dihydro-imidazol-1-yl]-[4-bromomethyl-piperidin-1-yl]-methanone (50
mg, 76%).

Piperazine-2-one (21 mg, 0.21 mmol) was added to a solution [4,5-bis-(4-chloro-
phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-imidazol-1-yl}-[4-
bromomethyl-piperidin-1-yl]-methanone (48 mg, 0.07 mmol) in anhydrous
dimethylformamide (2.0 mL). The mixture was stirred overnight at 70 °C. The reaction
mixture was cooled to ambient temperature and partitioned between methylene chloride
and a saturated aqueous solution of ammonium chloride. The aqueous phase was
extracted with methylene chloride and the combined organic extracts were washed with
brine, and dried over anhydrous sodium sulfate. Evaporation of the solvents and
chromatography of the residue over silica gel using 1-5% methanol in methylene
chloride gave [4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazol-1-yl]-[4-(piperazin-2-one-4-~yl-methyl)-piperidin-1-yl]-methanone,
which was dissolved in dilute hydrochloric acid (0.5 N, 1 mL) and lyophilized to give



Phosgene (3.8 nL, 7.22 mvol, 1.9Min tol uene) was
added dropwise to a cooled (0 0C) m xture of

wao eoosompbam ne (1.3 ni, 9.62 mmol) and PCT/EP2004/006176
4, 5-bi s-(4-chl oro-phenyl)-2-(2-
ethoxy-4-trif|uro-phenyl)-4,5-6?%ydro-lFLinidazoIe

Oy 2141 [ thyl eng chl or,i de, (2 4 The
BB QiR 2 @ AR B fu G oE R At DL 1S-
t eidszilieyl- [4vésipevzipot-ated-yl-Thethylppituidinvd gl kepthanoske r
hi f 3 i ' i +
LSS PO DRl SRR AL R )
cooled (0 0C) solution of

4-fert - but yl oxycar bonyl pi per &#maleddBgo g, 4.81 nmol)
. : ; ‘ N !

..,’-'- 2 f S HESHOER SN - RGN YL ir e
and exinidetdtd -yi-{4 (3B BIYINEER -2 Hy8Fdx§Sro IR pHeBBH-§-vl]-methanone
extracts were washed with water, brine, ‘and dried over
anhydrous sodi um sul fate. Ev plogidenf the sol vents
and chromat ography of the residue over silica ge
usi ng 50% et hyl acetate in hexanes gave
[ 4, 5- bi s- (4-chl oro-phenyl ) -2 et oxy-4-trifluoroneth
yl - phenyl ) -4 >5-di hydroi m da \
| -yl]-[4-tert-butyl oxycarbonylpiperazinil -yl ] - met hanon
e as a yellow foam (1. 30 g, t?.. Hydrochl oric acid
(10 nmL, 40 nmmol, 4 Min 1, 4%i z}ne) was added to a
cooled (0 0C) solution of = o
[4, 5-Dbis-(4-chl oro-phenyl)-2%(2-ethoxy-4-trifluoroneth
yl - phenyl) -4, 5-
di hydro-im dazol -1-yl]-[4-tert-butyl oxycarbonyl pi peraz
in- 1 = ' - (8l 11k .
ot 7 AR R0 FolyBrchthe (LB ENFind) Uinladdlif a mixture of

Héapbis-d¢ichlerephemd)-3d R vetraxyhtréfluoromethyl-phenyl)-4,5-dihydro-
[ilfhiéazblﬁTy(]%ﬁ;bﬂr@ﬁ&ipﬁﬁﬂyétaan%né BB OV Anidolf 4t e athine (20
Xt}%m.ﬁﬁ éﬁ%ﬁa}) inanbydenusiasthand 6B sildz iThe Feaghion gt siiFrsiRyernight.
tEvdpoatibnbf the salvemtrandfchroshatbgraphy of the residue over silica gel using 0-5%
methanol in methylene chloride gave [4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
trifluoromethyl-phenyl)-4,5-dihydro-imidazol-1-yl]-[4-(2-hydroxy-2-
trifluoromethyethyl)-piperazin-1-yl]-methanone, which was dissolved in dilute
hydrochloric acid (0.5 N, 1 mL) and lyophilized to give [4,5-bis-(4-chloro-phenyl)-2-(2-
ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-imidazol-1-yl]-[4-(2-hydroxy-2-
trifluoromethyethyl)-piperazin-1-yl]-methanone hydrochloride as an off-white powder
(38 mg, 84%). LR-MS (APCI): 703.5 [(M+H)"].

Example 14

14,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-dihydro-

imidazol-1-vl]-

O
O



solid (1.10 g, 98 %yield). 2-Bronopropionitrile (10
uL, 0.120 nmmol ) was added to a m xture of [4,5-bis-(4-

W@ 00s10a3097 PCT/EP2004/006176
- phenyl’) - 2- (2- et hoxy-4-trifl uor mat hyl - phenyl ) - 4, 5-di h
ydro-i m dazol - 1-yl]-[piperazin“-yl]- rret hanone

ol R R DR SMA SPESY O h%«@af'q' o s aitagtogigoled
stolutroamcofatiethplomine(@@Ormk .4t mm&ﬂ)”an@m 5- bEv (@pdniabi grengl)-2-(2-
%? 04 Y&l o BRd: Eh&g}f\)‘:{l "53{'} o lRE; rﬁfcfdgcﬁe %igg% 6q3§nmol) The
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n@@(ﬁ@@dpnqttﬁe iYEas p]ty]r d repingemperatiag or . 4The reaction was diluted with
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i r oi
D gy P MBS POT e st d sk shugstography of
dihs Sﬁldtedwmnsﬂo:halga][ sinpylde 2690 kethyl acemned ih Helarbes Navel 4/BLhis-(4-chloro-
d Ryl[ %Q @-%tbgfyd 9 ﬁl?or\(/)renetfﬁfl r?hFIjlYD -4,5-dihydro-imidazol-1-yl]-(4~

omeﬁqk?hmﬁ )r-nfetluupmré?ﬁﬁyng, BAUNy | )
, 5-di hydro-im dazol e- 1-carbonyl] -piperazin- 1-

I
{2% PL- 91%9 A)aig&xglag? wgé:%ﬁsm an I&@ep o8 E%Hoﬁ’fwfas me'a% BQYEEDn of [4,5-

T opar b7 S e Gk SR G o (Uhyidro-imidazol-1.
(f} et- blﬁl&jybn‘leth JligHett D-Qii@ihh}ﬂrremﬂﬁﬁl‘gl 0.6%nfmol) and dusopropylethylamlne

é-’%fdaﬁq&l &?ilgl?rﬁp’d{,car I%g%}’t?lg%%g{d%%tﬁp&)r g‘- MRl Y Las stirred

mmfn)lghtrat 20 °(ﬁLEvﬂpormtohnyifeh@sod:shhoandjdarmtagmy}g@f tle residue over

as@gc'éx%él' 181 %éﬂﬁ%élnn %Mﬁ%?éri%‘ipﬂﬁg‘gé{ée% 5- tﬁa‘?t(@éh%% Denyl)-2-
a(acfélmbXYnS-&rlfbmrpin@ﬁwbvpb@wﬂ)a@ﬁTd@thwarnad@ylrHyrlj d4tfit-dugh
& k&fy@ﬁﬁbbx%eﬁ%ﬂﬁe%ﬂw)ﬂeﬂu gﬁﬁéﬂy! il 6 Ak Ui wad MiSsolved in dilute

Higrechiaria o Qe FoH) i it

OR {ha? twal‘qulll r\blﬁ%ﬁéﬁw BheryD)-2-(2-
athakyahtrifldi@dmethyl-phenyl)-4,5-dihydro-imidazol-1-y1]-[4-{(4-(2-

hydroxyethyl)piperazine-1-yl)methyl}phenyl]methanone hydrochloride as a off-white
powder (21 mg, 98%). LR-MS (APCI): 726.1 [(M+H)™].

Example 15

4-{2-[4,5-Bis-(4-chloro-phenyl)-2-( 2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-sulfonyl]-ethyll-morpholine hydrochloride

@Ei

2-Chloroethylsulfonyl chloride (0.26 mL, 2.5 mmol) was added to a cooled (0 °C)
solution of triethylamine (0.24 mL, 1.67 mmol) and 4,5-bis-(4-chloro-phenyl)-2-(2-
ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-1H-imidazole (400 mg, 0834 mmol,

example 1) in methylene chloride (20 mL). The reaction mixture was stirred at room

temperature for 3 h and quenched with saturated aqueous ammonium chloride. The
aqueous phase was extracted with methylene chloride. The organic extracts were washed



diluted with 10 nL of nethylene chloride. The vial was
agitated and centrifuged. The organic |ayer was

wo e@ssdmpTed to 40 nlivials and concentrated | NPOBEPIOY/006176
gi ve2-chl oro- N, N-di net hyl - aceg?n1de
2-Chl oro- N, N-di met hyl - acet am de” (0. 0194 nmol ) in
dltge alr%é/rt r%irleg%rnrpcli %rlecg Qvégnﬁérow@?odﬂhg Sliee. | Pl Psofveflts were removed
dnderbreduced podsbwe @1:1@ perifitation.of the crude residue by flash chromatography
égeé%f]ﬂg?é’l ﬁéﬁ_li;grlbfflouﬁétﬁzﬁc@tﬁ{e iRM@RMed gdbe [4,5-bis-(4-chloro-phenyl)-2-

i m dazol a
@ Fdeopr-dpyisoryma] rﬁhepﬁl éa%g\%?f’g?oflmlﬁ n?ésylﬂw’éﬁ?sulfone 220
gi qyl f ormanmi de. The vial was capped and heated to

C for 2 d. The reaction mas diluted with 1.5nL of

h hl
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phand)-24(2-ethdxy- %trﬂwtweﬂhvlapi@tnabrﬂs@dﬂwdrcedmdﬁmlalcﬂdr to

%x@frsepﬁ % 64o5mg @g%rﬁn@&ﬁme &%@u D) %@tnh%ﬂe i §tirféd
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ro-1mdazol e- rbo
prgaighy thﬁq Q/I EJVﬂRpliﬁvél@h y’fﬂl&é@f’ e aed CILYRHW@%G@Y[ %ﬁ—})e“due over

$ilica ge’fﬁﬁ‘ﬁ!g €0-309% ethyl acetate in hexanes gave [4,5-bis-(4-chloro-phenyl)-2-(2-
5%}@Wrtn§ﬂg¥f§pe(tﬁyl—§1 8 4, ; i h){fdgo 1m1§iazo? 1—)%(){2 % to%}];clhlfllg -

l) bl sulforre detzich @ras d1@@|hkedm1y Hilutp hpéroallonic keiyd|(§.5 N,di mb} 4nd
PPl B el CRTB T ot lom: Ea T R
yaherph)em)'ﬂdlhmrs-lmnﬂgzd}eol ﬁmlﬂmﬂkethyl morphohne hydrochloride as an off-
lwhYtln%logz'd%e 3%hi): TSI dAnapa(§72 Y, 0. 63 ol

I sopropylethyl am ne (230 uL, 1. 32
rnnol ) were dissolved in nethylene chloride (4 nL) and
cooled to ice tenperature. Chloroacetyl chloride (100
uL, 1.26 nmol) in methyl enExambleiGle (1 nl) was added

dropwi se and this mxture was stirred for 30 mn at
ice tenperature. The reaction s diluted with
nmet hyl ene chl ori de and wa th water.
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1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole- 1-carbonyl]-piperidine-4-carboxylic acid methyl ester was prepared in an
analogous manner as described in example 5. LR-MS: 648.3 [(M+H)™.

Example 17
CH,



The organic |ayers were dried over anhydrous magnesi um
sul fate. The solids were filtered off, and the

wo piosedoe7 was concentrated. Purification of thRCTERE4/006176
mat eri al by flash chronmat ography using ethyl acetate
and hexanes gave I-{4 [ 4, 5- bi s-{4-chl or o- phenyl ) - 2-

of o | DTl b BRI po PR M pisrctbybe e (e ydro-

n@md@@@11¢ﬁ1’§3|0)CY11CT@1CbCYSIDd>mEtlh®lﬁIIrxefhyl amide was prepared in an analogous
orr?éféné;%rs) Qgs?{/lﬁec(ﬁ]i &Qﬂni%[e%‘ RRERN. 5752 f(%/l—glt{mxy -trifluor

4, 5-di hydro-i mi dazol e-1 -carbonyl ] - pi perazin-1-yl}-2-ch

| oro- et hanone (9.65 ng) and diisopropyl ethyl anine (5

uL) was added di net hyl am ne (50 uL, 2.0M solution in
tetrahydrofuran). The r eactBxample 8 ur e was capped and
heated at 60 OC overnight. It s diluted with

met hyl ene chl ori de and washedyw th water. The organic

| ayer was concentrated tg y ss to give

| -{4-[4, 5-bis-(4-chloro-ph 2-(2-et hoxy-4-
trifIuoronethyl-phenyl)gﬁgé_ﬁw T 01 M dazol e-| - carbon
yl]-piperazin-1-yl}-2 't no et hanone (9.17

ny, 92%yield). LR-Ms: 677.3 +] . Exanpl e

104-[ 4, 5- Bi s-f 4- chl or o- pheny! TF

"y -2- (45 Blsh@xglﬂmmtpheﬁlb’hfﬁ*@mhhw 4stiBwytojnethyd-phenyl)-4,5-dihydro-
qhh&'%p‘ll Ldazaf o?ca—Slazﬁ %g{?@@’éc}he@g%rﬁgﬂhgﬁone was prepared in an

rbothioic a

SRISIARNGE |3f é?ssmbwelﬁmmpleéz T&-MSx§4843 {M+H)Ir onet h
yI phenyl) 4, 5-di hydr oi m dazol -
| -yl ]-pi perazin-1-yl - net hakgamplel ny  0.47 mol ,
exanpl e 8A) was dissolved in gethylene chloride (3 nlL)
and net hyl i sot hi ocyanate (64 &\) was added. After
stirring 3 h, the reaction ure Mas concentrated to
dr yness. Purlflcatlon ofwihe .r » ‘residue by flash

chr omat ogr aphy (silica geH with ethyl acetate
and hexanes hg~< %

HC

1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperidine-3-carboxylic acid ethyl ester was prepared in an
analogous manner as described in example 5. LR-MS: 662.3 [(M+H)™].

Example 20



gave
4-[ 4, 5- bi s-(4-chl oro- phenyl ) -2-(2-ethoxy-4-trifl uorone

wo boos/oo3obenyl ) - 4, 5- di hydr oi m dazol e- 1- car bonyP¢T/EP2004/006176
- pi perazi ne- 1-carbothioic aci g5mst hyl am de (195 np).
LR-MS: 664.4 [(M+H) +]. Exanpl

4- {4#%4 B h(g %ﬂé 350 015 3 (Bhe%ﬁgxy) 4 %rlﬁgérggnhegly){ pﬁenyl 55 48 fiydro-

onet

dirtidectple-1 mrHaz;dﬂceeﬂd [t At dioxmjdd-2 pilpethalzinethyl -anaddseasyirepaped in an

[ % g%gé‘:mgm g?sgnb?]delr? ye fislm%le ('5 2-e LR Sx§/2242 {(M Jﬁ{uor onet h
- phenyl’) - 4 5 di hydr oi m dazol -
I-yI] pi perazin-| -yl -methanone (50 ng, 0.085 mmol,
exanpl e 8A) was dissolved in nethylene chloride (1m_)
. Eppmpledle (250 ul, 20%
and the m xture was
stirred for 30 mn. The sol ve @ as evaporated and the
resi due was taken in net efie Chl oride. One third of
this solution (0.028 nmol ) ‘was(tyeated W th
2- pi perazi none (8.5 ng) and r?myl et hyl am ne (15
ul). The mixture was sonjcat’ed t& Jaid in di ssol ving
the am ne and allowed to stand at xitbi ent tenperature
overnight. It was diluted with mef hyl ene chl ori de and
washed with water. The organic portion was separated
and evaporated togive the crude urea. Purification of
the griigde. (}m@oﬂay Hehﬁm %hétﬁ? OB 2.9 ARSYS Bt ipBiBn @R Y 5 - dihydro-
usi.ng ethy t at exanes ve i
4midetple: BEbexls 2 ( (kg dESFRRFPRY peitegptgusRated in an analogous
trharfrled 0 Qayetithed in pRanyle b: 4R5MG] 380dr [GM+RII@zol e- | - carbon
yl ] - pi perazi ne-I|-carbonyl }- piperazin-2-one (9.0 np).
LR-MS: 718.4 [(MtH) +]. Exanple 12
[ 4, 5- Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth

yl - phenyl ) -4, 5-di hydr oi m dﬁzol le 22
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4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid [2-(1-methyl-pyrrolidin-2-yl)-ethyl]-amide was prepared in
an analogous manner as described in example 5. LR-MS: 633.3 [ (M+H)™].

Example 23
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| -yll-[4-(2-met hanesul f onyl - et hyl

") - pi perazi n-| -yn-nmet hanone hydrochl ori de Met hyl vinyl
waeosom®971 11 uL, 0.125 mmol) was added to a ni RETER2004/006176

[4, 5-bis-(4-

chl or o- phenyl ) - 2- (2- et hoxy- 4- fﬁﬁﬂoronethyl phenyl) 4,5

L

dimidazplealpydrboxyyic acilf2-pyBBiny2- yl ethgmmmideivks prepart jul i aisalogous
' Ry . r was stirred
%iﬁ?éﬁé% évaﬁg%é% I%Sgp{t ?5?3@%“2% flash

chr omat ogr aphy of the residue over silica gel using

0- 5% net hanol in nethyl ene chloride gave [4, 5-bis-(4-

chl or o- phenyl ) - 2- (2- et hoxy- 4- trlfluoronethyl phenyl) -4

, 5- di hydro-i m dazol - | -yl ] - Example 24

(2 (et hyl sul f one) et hyl ) - pi per &zi n-1 -yl ] - nmet hanone,

whi ch was di ssolved in dil utedrochl oric acid (0.5

N, 1 nL) and |yophilized,tg-giy

[4, 5-Dbis-(4-chl oro-phenyl ) A

et hoxy-4-trifl uoronethyl - phen - #7°9; di hydro-i m dazol -
l-yl]-[ 4-(2- {

(met hyl sul fone) et hyl) - pi per a2| n- ] - met hanone
hydrochl ori de as an off-white powler (28 ng, 80%.

LR- V8,5 Bearychlgophenyl {0y ethgxy-£xafipireme@kl-phenyl)-4,5-dihydro-
‘hnllciazf)l% 15ca$b§xy(16 a&Hl erréh Eg%g&:h%b ﬁan(ﬁef %bﬁ)& ar‘éd%lg/ lfnjg h8gous

onet h azo

TRAOREF qu%c% |1%é¥4ﬁwf D BeMazéqa z[IW

hydr ochl ori dePhosgene (1.8 ni, 3.6 mmol, 1 IMin
tol uene) was added dropwi se to a cooled (0 0C
solution of triethylamne (0.57 m., 4.0 mol) and

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid (pyridin-3-ylmethyl)-amide was prepared in an analogous
manner as described in example 5. LR-MS: 613.2 [(M+H)"].

Example 26
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met hyl ene chloride (5.0 nL). The reaction m xture was

stirred for 0.5 h at 0 OC. The sol vent was renoved
wap@snoietuced pressure. The residue was kept PBETEP2004/006176

hi gh vacuum for 30 m n and dissgl ved in nethyl ene

chloride (5.0 nL). Triethylamne (0.170, 1.2 mmol) and

4- (hydroxynet hyl ) pi peridine (0.50 g 4.4 mmol) were

added. After 1h, the reaction was worked up with

aqueous sodluntblcarbonate and extracted with

net hyl-éhéd.eHivf4-delororpeenyhgafi-cthoxyatiflsomenahylasieed)-4,5-
Wiih dﬂ@)[lhﬂ@az%[bdliéﬁﬂb%ﬁ 1 \b@ﬁerﬁ'ﬂhxgﬂ}o?" SCEH}S;HﬁH Pﬂeﬁi&ﬁfﬂﬁﬂl -2-one was

Eva t|on of the so vents an roma

T EPHER 181 HAOES ISP BAoEbeddn HmBe 30 edHARGP (YD
met hyl ene chl ori de gave

[4, 5-bi s~(4-chl oro-phenyl)-2-(2-

et hoxy-4-trifluoronethyl - phenyl) -4, 5- dlhydro i m dazol -
1-yl]-[4-hydroxynet hyl pi pemEsdidble b7Yy! ] - met hanone (560
ng, 79% . To a cooled (0 00 si ution of

[4, 5-Dbis-(4-chl oro-phenyl)-2-(2-ethoxy-4-
trifluoromnethyl-phenyl)-4,5-di hydro-i m dazol -
1-yl]-[4-hydroxy methyl spiperidin- 1-yl]- methanone
(60 mg, 0.096 mml) in ne gne C’Fbrlde (2 nm) was

added carbon tetrabrom de {¢ 70 . 210 mol)
foll owed by triphenyl ph w5 ng, 0.21 nmol).
The reaction m xture wasnstirred=air anbi ent

tenperature for 2.5 h. The reactiokh was diluted with
wat er and extracted wi th nethyl ene chloride. The
orga|

drie Var%iﬁgﬁgga@u?ﬁgg’fﬂ %‘a’fl ‘t’regf%tﬁ’ é’?lgl’?ﬁﬂﬁgg'dihﬁm'

tltmc_iaolevbnatrbogmd acidrmoethyle(@ rapthyl-pfrrélitkin3ed)-digdeoWBIprepared in
S 6B 08! mitFhdds descrABEd TR RARBle 5. LRIRASP¥I LS P! e
[ 4, 5-Dbis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yl phenyl ) - 4,5-di hydro-i m dazol -1-yl]
-[ 4- brononet hyl - pi peridin-1-yl] -methanone (50
Example 28
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1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-

imidazole-1-carbonyl]-piperidine-2-carboxylic acid ethyl ester was prepared in an
analogous manner as described in example 5. LR-MS: 662.3 [(M+H)"].

Example 29
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ny, 76% . Piperazine-2-one (21 ng, 0.21 mmmol) was

added to a solution !4,5-bis-(4-chlorophenyl) -
WQ2{03/0et0bbxy- 4-tri fl uoronet hyl - phenyl ) - 4, 5- di hpdr/@pPiona/ah6176

azol -1-yl]-[4- brononethyl-piperidin-1-yl] -nmethanone

(48 ng, 0.07 mmol ) in anhydrous dinmethyl formam de (2.0

m). The . ni ' i.gh 0 :
e he i ot helpe-Rae Bl Sae S SR SR L ST Ay dro-
padkddl 100k (4-petimeEn- 2yt fipérerie- 1eyl)-oudtidmonn tras PrReisd At ad

aqueous sol ut|on o i j ous
Ssetastath e Rl RO S e B T P e
conmbi ned organi c extracts were washed with brine, and
dried over anhydrous sodium sul fate. Evaporation of
the sol vents and chromat ography of the residue over
silica gel using 1- 5% netExample38 met hyl ene chlori de
gave

[ 4, 5-bis-(4-chl oro-phenyl)-2 -et hoxy-4-trifluoroneth
yl - phenyl) -4, 5-

dihydro-inidazol-l-yl]-[%- I PRrazi n- 2-one- 4-yl - net hyl
) - pi peridin-I-yl]-methanqne i £Avwas di ssolved in
di [ ute hydrochl oric aci . 1 nL) and Iyophilized

to give[ 4, 5-bis-(4-chicsf o- phenyl 2- (2- et hoxy
--4-trifluoroneth?7l - phenyl) -4, 5-di"hydr oi m dazol - )

1-yl ]ﬁ,s[ms((wﬁhbmpﬁmyz)_-mmw%mwrgmmhwbg@mZzig-lghfwdro-
: none 1 OL Iy QF > j t lanlafglogous
i aa@%‘?:cam%%féé’%a\%%r&é*ﬁ%é‘?ﬁ%ﬁdﬁ% el e 135
rinGeBisslegatibefl et my R -MS: €42 8 i§b4Ltrifluoroneth

yl - phenyl) - 4, 5- di hydr oi m dazol -

| -yn-r4-(3,3,3-trifluoro-2-hydroxy-propyl)-pi perazin-

-yn -met hanone hydrochl ori de

I,I,I-trifluoro-2,3-epoxypggﬁﬁﬂﬁgﬁ9 uL, 0.10 mmol) was
added to a m xture of

s

e

i

R F

F s

4,5-Bis-(4-chloro—pheny1)-2—(2-ethoxy—4—triﬂuoromethyl—phenyl)-4,5—dihydro—
imidazole-1-carboxylic acid (2-hydroxy-ethyl)-amide was prepared in an analogous
manner as described in example 5. LR-MS: 566.2 [(M+H)™].
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[4, 5-bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronmeth

yl - phenyl) -4, 5-di hydr oi m dazol - |-yl ]-[pi perazin-
wda2005pe3eet hanone (30 ng, 0.048 nmol) and tri et PGT/BPI00€006176

(20 uL, O0.144 nmol) in anhydrous nethanol (1.0 ni).

The reaction was stirred overnTﬁ%T. Evaporation of the

ppd i R R S i G SR kR L T T
[ ifh_;liﬁa:tlﬂs--l (céfhdxylﬁfanidjdlﬂehiadlrbrxyz_et(hlﬂ-) &hé’t_b;)dya-lﬂide Waf prefared jrn an

t - . . - - - - - -

S B SRR e Rl

azi n-1-yl]-nmethanone, which was dissolved in dilute
hydrochloric acid (0.5 N, 1 nL) and |lyophilized to
gi ve [4, 5-bi s-(4-chl oro-phenyl)-2-(2-

et hoxy-4-trifl uoronet hyl - ptExapiple 335- di hydr o-i m dazol -
| -yl]-[4-(2-hydroxy-2- trifluaromethyethyl) -piper
azin-1-yl]-net hanone hydrochl egi de as an off-white
powder (38 my, 84%. LR-NS (ARdi): 703.5 [(MtH) +].
Exanpl e 14 @
r4,5-Bi s-("4-chl oro-pheny
hyl - phenyl ) - 4, 5- di hydr oi m ‘ol 1-y -{4-
[4-(2-hydroxy-ethy|)-mkgﬁ?ézwn- yl met hyl] -phenyl}-
nmet hanone hydrochloride4-CHForonek yl benzoyl chloride
(140 ng, 0.74 mmol) was added to"afcool ed sol uti on of
triethylamne (0.20 nm., 1.44 nmol) and

4, 5-bj st deL 0- Dy = 4 _ A e )
& hony S BN AHOORATIN- 2 by d-tyifporomettyl phepyl) 4,5-dihydro
ZgridaZobpb-cppoxdicaeidddunythoxmé-methyl ¢thyl) winidaiwes prapared in an
Sdrlaldg8ds Ahnfi@QATUERABE] Atdth@pled. IR-MS: 50€2 [WH?:}D was
diluted with nmethyl ene chloride and washed wi th water

and brine, and dried over anhydrous sodi um sul fate.

The sol vents were renoved under reduced pressure and

flash chromat ography of

2- et/froxy-5-tri f | uor onet

Example 34
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4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-

imidazole-1-carboxylic acid (1-ethyl-pyrrolidin-2-ylmethyl)-amide was prepared in an
analogous manner as described in example 5. LR-MS: 633.3 [(M+H)"].

Example 35
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the residue over silica gel using 10-25% ethyl acetate
i n hexanes gave [ 4, 5-bi s-(4-chl orophenyl) -

WQ2{03/0et0bbxy- 5-tri fl uor onet hyl - phenyl ) - 4, 5- di hpdr/@pPiona/ah6176
azol -1-yl]-(4- chIoronethyl-phengl)-nethanone (330 ny,
849% . 4-(2- Hydroxyet hyl)- pi pera2fne (10 uL, 0.08 nmol)

t |yt i f [4,5- . :
b1 o- ( A-ChP R IReRIE o2 {3tk torpmetial By sy ro-
enypidazdle5-dirbytioadidiZtagamlo-dthyl] n{ethyl-amide was prepared in an analogous

A R e R o M e sy o

anhydrous dinethylformam de (1.0 nL). The m xture was
stirred overnight at 80 OC. Evaporation of the sol vent
and chromat ography of the residue over silica ge

usi ng 1-5% met hanol in net h§xampled6l ori de gave

[ 4, 5-bi s-(4-chl oro-phenyl)-2- 4
(2-ethoxy-5-trifluoronethyl -ph )-4,5-di hydro-i m daz
ol -1-yl]-[4-{(4-(2-

hydr oxyet hyl ) pi perazi ne- [°= nmet hyl } phenyl ] met hanone,
whi ch was di ssolved in dil ydroghi oric acid (0.5
N, 1 nL) and |yophilized togive

[ 4, 5-bi s- (4-chl oro- phenyl - (&2-

et hoxy-5-trifl uoronethyl - nyl ) - - di hydr o-i m dazol -
I -yl ]-[4-{(4-(2- ¥

hydr oxyet hyl ) pi perazi ne-1 -yl ) et hyl } phenyl ] met hanone
BN O ARGy § Sl Bt cEhoRF b oky By D). 5-dibydro-
4l-n{ﬂg§f0§€,-ézcsﬂ%@%/1& s W@Yhﬁ&\%&p)%zkwldémwmrqdrin ap gaglogous
offah gt asdbeAipkd rflex@mple 5. LR-MS: 613.47 { (M+H)™].

di hvdr o-i m dazol e- 1-sul fonyl | -et hyl [ - mor ph ol i ne
hydr ochl ori de 2- Chl oroet hyl sul fonyl chloride (0.26 ni,
2.5 mvol) was added to a cooled (0 0C) solution of
triethylamne (0.24nm., 1.67 nnDI)3?nd

4,5-bis-(4-ch|oro-phenyl)~§Q@QHﬂ9—-

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid methyl-(1-methyl-piperidin-4-yl)-amide was prepared in an
analogous manner as described in example 5. LR-MS: 633.3 [(M+H)"].
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et hoxy-4-trifluoronethyl -phenyl)-4,5-di hydro- | H
i m dazole (400 ng, 0834 mmol, exanple 1) in nethyl ene

W@ kiosooze7 (20 nmlL). The reaction m xture was stPCT/EH2084/006176
roomtenperature for 3 h and q(gnched with saturated
aqueous ammoni um chl ori de. The ‘aqueous phase was

extr h hIorl ..qThe organi, c

extrg%%qIS réﬁagg '%Wﬁ (mﬁ@QFYg%PﬂHQﬁHEW%ngFQH)3§%¢hwho'

aﬁhéﬁm&ukf@bdKﬂNM@uMhateZyEmﬁhﬂahmbmt8nmkwesp&mnmddnan
U0l eAUARG RUBSRHELInAR-BIY. TIECRIY. 81k 21 ) 5! ude

resi due by flash chromatography over  si a ge usi ng

10-50% et hyl acetate in hexanes gave

[ 4, 5-Dbi s-(4-chl oro-phenyl) - 2-

(2-ethoxy-4-trifluoronethyl -phenyl)-4,5-di hydro-i m daz

ol -1-yl]- [vinyl]sul fone (iﬁﬂﬂn@g_i696 Mor phol i ne (19

uL, 0.22 mmol) was added to afsol ution of

[ 4, 5-Dbi s-(4-chl orophenyl) -

2- (2-ethoxy-4-trifluorque

azol - |-yl ]- [vinyl]sul fofe }(48

benzene (2.0 nl). The mi xfu r Q-4

50 OC. Evaporation of Sﬁév

of the residue over si¥(ca gel

acetate in hexanes gave ¥4, 5-bi

rhenyl)-2-(2-

et hoxy-4-trifl uoronethyl - phenyl) -4, 5-di hydro-i m dazol -

1-yl kg Brs @fﬂhld}BqJHeﬁ )2J<2 éatha)@itmlhﬂluo%einf thé‘}‘mﬁﬁ‘ 5WARydro-

é‘f%‘f %lg/)l\é— -fa]r lctlé% glroo?c?r—lb%lrll )- fan%!chyl -amide was prepared in an
4n{l2gdub, harhies af descﬂﬂbsdnﬁ-emehﬁply I5) LR=N18: et W41 ) .0 f | uor
onet hyl phenyl ) -

4,5-di hydro-i m dazol e-I -sul fonyl ] -ethyl }-norpholine
hydrochl ori de as an of fwhite powder (25 ngy). LR MS:
656.2 [ (MrH) +]. Exanple 1@

| -[ 4, 5- Bi s- (4- chl or o- phenyt2BeA hoyy - 4-trifiuorome
t hyl - phenyl ) - 4, 5- di hydr oi m daz@l e-

-y )
o o\
”zN-g\Q_/N“ﬁ o

F

phenyl ) -4, 5-di hydro-imd
nmg, 0.07 mmol) in
—stirred overni ght at
s “and chr omat ogr aphy
i hg 50-80% et hyl
4-chl oro-

F

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid 4-sulfamoyl-benzylamide was prepared in an analogous
manner as described in example 5. LR-MS: 691.2 [(M+H)"].
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| - carbonyl ] - pi peri di ne-4-carboxylic acid nmethyl ester

was prepared in an anal ogous nmanner as described in
wez@sphe9b. LR-MS: 648.3 [ (MtH) PCT/EP2004/006176

+] . 4, 5- Bi s- (4-chl or o- phe

pyl ) - 2- (2- et hox7- 4- trifluororre‘t%W-

r heny d 1- ca box

cyanollrf}ét 0 F4 Rl ?\; ‘; henﬁﬁ gﬁ%@oﬂé %‘?F@ﬂ"éﬁﬁ?’%ééu@hydm'
mnndeﬂolfaé—c@é@whctmmi mﬁthexsam:dthll-ﬁmldlﬂvh@reﬁaZEd h an analogous
[ Bl

&%héi?ai]_iescﬁ% rega%’ 1eer?y L)R 5/18 36 % [1((1)\/;(191{) trifluoroneth
yI phenyl) 4, 5- di hydr oi m dazol -

l-yl]-(l, 4-di oxa-8-aza-spiro[4.5]dec-8-yl)-nmethanone
was prepared i n an anal ogous manner as described in
exanpl e 5. LR-MS: 648. 3 [ ( MExpmple 4Fxanpl e 19

| -[4, 5-Bi s-(4-chl oro-phenyl)-2«(2-ethoxy-4-trifluoromne
thyl - rhenyl)-4,5-di hydroimd | e-

| - car bonyl ] - pi peri di ne- 3- lic acid ethyl ester

was prepared in an anal ogo ner as described in
exanple 5. LR-MS:662.3 [ (MH) Exanpl e

204, 5- Bi s- (4-chl or o- phqﬁ){i/)‘/zn( t hoxy

--4- trlfluoronethyl phenyl ) - 4, 5- dkhydr oi m dazol e-
1-carboxylic acid

[1, 3]%fi-Bisol4ashlaroypheaylin Crethomi-4 driflee omethybipbpayl b d, 5t dihydro-

@Hu@di@ieoﬁi@é’l%oﬁﬁﬁ@ 'ﬁ@iﬁ (gﬁm@cféslr 1 Qﬁgrdﬁl)%@ Was Ereplnlgd Mpan
OBP'Q'S ARG, |abii%§cr¢hgﬁy|e¥arzpleé SRS 630.3 KMtH bl onet hy

I-phenyl) 4, 5-di hydr oi m dazol e- 1-carboxylic acid

(3- hydroxy-propyl)-am de was prepared in an anal ogous

manner as described in exanple 5. LR M5:580.2 [ (M+H)

+]. Exanple 22 Example 43
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1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-

imidazole-1-carbonyl]-pyrrolidine-2-carboxylic acid methyl ester was prepared in an
analogous manner as described in example 5. LR-MS: 634.2 [(M+H)™].
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4,5-Bi s-(4-chloro-pb.enyl)-2-(2-ethoxy-4-trifluoroneth
yl - phenyl) - 4, 5-di hydr oi m dazol e- 1-carboxylic acid
wQ 2006l003we1 hyl - pyrrolidin-2-yl)-ethyl]-am de WaBCT/EP2004/006176
prepared i n an anal ogous manner _as described in
exanple 5. LR-MS: 633.3 [(MH) % Exanple

234, 5-Bi-Ss.( 4 chl or 05 ph [)-2-(2-ethoxy-4-trifluoronet..

iyl - pAgﬁiﬁ-fa-f@.oa?ﬁ;l%}@?Zn<%r§§a9fs-.4-q{h&g¥%g§ﬂ—ehegg¥>aif?-dmydro-
( Emisiaraldli-yl-24(B-petrolidin- hiyk-pepykipiperepariey] -intetiEmone was prepared
a ; e . ET\F

6;}{;&_@&9[ (ko Rhes ggn%ﬁgédzﬁl a1 ATRM: 902.5 RlBiny ).

4, 5-Bi s- (4-chl oro- phenyl ) -2-(2-et hoxy-4-trifluoronethy

| - phenyl ) -4, 5-di hydr oi m dazol e- 1-carboxylic acid
(furan-2-yl nethyl)-am de was prepared in an anal ogous
manner as described in exarlifample 46R- M5: 602.2 [ (M+H)

+]. Exanple 25 !
4, 5-Bi s- (4-chl oro-phenyl)-2-(3
- phenyl ) - 4, 5- di hydr oi m dag
(pyridin-3-yl net hyl) -am de was
anal ogous manner as desg@ KEEQ(
613.2 [(MtH) +]. ExannggL b
261 - {1 -[ 4, 5- Bi s- (4-chl &f o- phenyl ), 2- (2-ethoxy-4-triflu
or onet hyl - phen7l) - 4, 5-

di hydro-i m dazol e-| -carbonyl ] -pi peridin-4-yl}-1,3-d.ih

yd. r o- benzoi m dazol - 2- one was prepared i n an anal ogous

manner 4,88 eseklbReFhidy)EX RIRhS xR 4- tiBubR metBA- pheh{iY . dihydro-

+] .. EX I . . .
44@d§03-[{?%1f-£‘ﬁzw%%ﬁémmy1) Pigeyazindotl methanpne yas piveemsg in an
| arplieous Jradnér-adideydibed 1 elampless. TIR-048:lB8XFI(MC).aci d

met hyl - (I -methyl -pyrrolidin-3-yl)~ am de was prepared

In

t hoxy-4-trifluoronethy
1-carboxylic acid
rggared in an

exapl e 5. LR MVS:

Example 46
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-(4-pyridin-4-yl-piperazin-1-yl)-methanone was prepared in an analogous
manner as described in example 5. LR-MS: 667.8 [(M+H)"].
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an anal ogous manner as described in exanple 5. LR-Ms:
619.3 [(M+H) +]. Exanple 28

WO 2(08/0830B1 s- (4- chl or o- phenyl ) - 2- (2- et hoxy- 4- t r PET/ER20041806176
t hyl - phenyl ) - 4, 5-di hydr oi m dazolif
| - carbonyl ] - plperldlne 2- carbox? Ic acid ethyl ester

mann S des #

222 pr[q%aﬁf? q& @E@H é’giﬂa}g??q%ﬁ}ox}-’]f {rgﬁﬁyﬁ%zp gﬁeny) 4,5-dihydro-

asolaﬁ -gl¢(4 amd;hrxlrpﬁenw ﬂAidléﬁne{ZHwHGWJ}pnpéﬂMFblyﬂ
tm&hﬁﬁ%@Wa} #%e@u@&qjﬁﬂl o%@%@a!nneﬁ e crlbedlg] exam epleS LR-MS:

rinidin-2-yl-piperazin f anon

p?é%) ﬁé\éll % Jan anal ogous manner as descrl bed in
exanple 5. LR-Ms: 669.3 [(MtH) +]. Exanple 30 HICG O
4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronethy
| -plienyl)-4,5-diliydroi mdazol e- 1-carboxylic acid
3- met hoxy- benzyl am de was pg %f@d;sl n an anal ogous
manner as described in exanp LR M5:642. 2 [ (M+H)
+] . Exanple 31
4,5-Bi s- (4-chl oro- phenyl ) - 2- ( 2- @ oxy-4-trifluoronethy
| - phenyl )-4,5-diliydroim daz°- 1-carboxylic acid
(2- hydroxy-ethyl)-am de was prepeat ethj n an anal ogous
manner as described in égaﬁﬂL@ 5. -NS: 566.2 [ (MtH)
+]. Exanple 32 °
HO4, 5- Bi s- (4- chl or o- phenyl ) - 2- (2- et hox7- 4-tri f | uor onet
h7l - phen7l) - 4, 5- di hydr oi m dazol e- 1-carboxylic acid
(2-hydroxy-ethy|)-nethy|-anidemas prepared in an

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-1-piperidin-1-yl-ethanone was prepared
in an analogous manner as described in example 5. LR-MS: 715.9 [(M+H)"].

Example 49

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2-morpholin-4-yl-ethyl)-piperazin-1-yl]-methanone was prepared in
an analogous manner as described in example 5. LR-MS: 704 [(M+H)"].
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anal ogous manner as described in exanple 5. LR M
580.2 [(MtH) +j . Exanple 33 H3C- O
Wd 285803971 4- chl or o- phenyl ) - 2- (2- et hoxy-4-tri f | BCT/BPRBVHY6176
| - phenyl ) -4, 5-di hydr oi m dazol e-_1-carboxylic acid
(2- met hoxy- I-nethyl ethyl) an18% was prepared in an

ggzl 9 %@{@ Eﬁoro@ﬁﬂﬁf—g“ b Xf?urg%r%eélyl bﬁé%% 5-dihydro-
lélmg%rqagﬁlsl-@k} QKBq1§e£iiaﬂW1§prﬁgilﬂpmmeé I Tnefhag@ﬁ;gw@tmypared in
(afl an?ﬁ%‘%)aspré%n?lg?fdfxn&g&éﬂlngg nyﬁ)e > j[:T%aﬂ/leD;Xv\%iés K%ﬁzﬁar ed in

an anal ogous manner as described in exanple 5. LR-ME:

633. 3 [ (M+H)

+] . 4, 5- Bi s- (4-chl oro-phenyl)-2-(2-ethox7-4-tril uoroxne
t h71 - phen71) -4 5-di hydr oi nﬂm@ 1- car boxylic acid

(2- cyano- et hyl) - net hyl - am de s prepared in an

anal ogous manner as descri be n exanpl e 5.

LR-MS:589.2 [(MHH) +]. 36

4,5-Bi s- (4-chl oro- phenyl ) - et hoxy-4-trifl uoronethy

| - phenyl’) -4 5-di hydroi m dazl “war boxylic acid

nethyl-pyridin-2-y|-anﬁ§9rma pared in an anal ogous

manner as described in \ganple XLR- MS: 613. 47 [ (M+-H)

+]. Exanple 37 FE

4, 5-Bi s- (4-chl oro- phenyl ) -2-(2-et hoxy-4-trifluoronethy

| - phenyl ) - 4, 5-di hydroi m dazol e- 1-carboxylic acid

met hyl = Gl qzjfeéhﬁwﬂo HehP§ol @0atrlow- atﬁﬂrﬂl&@m@ﬁ@l@h@mf £8- dlnydro-
ous nan

gglgc?eg,gle?g O)q;]hc ac1d 3 -(2 do?cg Cnrnllc?azohéhn Xl? rr@hy?] amlcié was prepared in

an analogous manner as described in example 5. LR-MS: 633.9 [(M+H)™].

Example 52
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4~(3-dipropylamino-propyl)-piperazin-1-yl]-methanone was prepared
in an analogous manner as described in example 5. LR-MS: 732 [(M+H)"].

Example 53
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Exanpl e 384, 5- Bi s- (4-chl oro- phe
pyl)-2-(2-ethoxy-4-trifluoroneth?l-phenyl)-4,5-di hydro
WO pdodaabe- 1-carboxylic acid PCT/EP2004/006176

raran- 2-yl met hyl - met hyl - am de was prepared in an
analogous manner as described i#b exanpl e 5. LR- M

616. 3 I\/H-H) +] le 39 OH

4 5- B@é (45ds- 64 éblsmaabmyl)ﬂ@eétowmytrﬁupmmuhﬂrmwmﬂ 5-
dlm @ﬂ)yirﬂldéz&e glicpdn il 15@12@111 q vl afBfRONWE gvagﬁllegared in an

rox - benzy| wa are

e o R R
642 3 [(hAI-FD+]. Exanpl e 40
4,5-Bi s- (4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoromnethy
| - phenyl ) -4, 5-di hydr oi m dazol e- 1-carboxyiic acid
4- sul f anoyl - benzyl am de waEpmgjased i n an anal ogous
manner as described in exanple 5. LR M5: 691.2 [ ( M+tH)
+]. Exanmple 41 H C,
H1C- O 4, 5- Bi s- (4- chI or o- phen7| @ (2-ethox7-4-trifluor
omet h71 - phen7l) - 4, 5- di hydr'om_dazol e- 1- carboxylic
aci d net hoxy- nethyl-am de sipfepared in an
anal ogous manner as descyibeg X
566.2 [(MtH) +]. Exanpke 42 F ° F
4, 5- Bi s- (4- chl or o- phenyt) - 2- (2- et hoXy- 4-tri f| uor onet hy
| - phenyl) -4, 5-di hydr oi m dazol e-

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(3-dimethylamino-propyl)-piperazin-1-yl}-methanone was prepared
in an analogous manner as described in example 5. LR-MS: 675.9 [(M+H)"].

Example 55

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-(4-pyridin-4-ylmethyl-piperazin-1-yl)-methanone was prepared in an
analogous manner as described in example 5. LR-MS: 682.4 [(M+H)*].

Example 56
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1-carboxylic acid (3-imdazol -1-yl-propyl)-am de was

prepared in an anal ogous manner as described in
wex@spb»b. LR-MS: 630.3 [(MHH) +]. Exanpl e 43P¢4/€PIH04/006176

0

| -[4,5-Bis-(4- chloro phenyl) 2-02-et hoxy-4-trifluorone

thyl ) d dazol e-
| e By Fpranp @{YE' T4E Stboy crfoprpmestyphees o>

M@lﬂl}{d&@-}i&ﬁkﬁdolbﬂ @b ﬁnﬂﬁ?l %Eetﬁﬁacgﬁéﬁﬂ'epc‘é‘ldwbs%repared in an
St e Bt IR

441 %O”élrgap(%r Eshﬁleé’fr e mATRLe 5¢ P2 MY Lor ome

t hyl - phen7l) -4, 5-di hyci r oi m dazol -
l-yl']-[4-(3-pyrrolidin-|-yl-propyl)-piperazin-|-yl]-nme

t hanonewas prepared in an anal ogous manner as

described in exanple 5. LR NompgR375 [ (M-H) +].

Exanpl e 45
[4,5-Bi s-(4-chloro-phenyl)-2%2-ethoxy-4-trifluoroneth
yI-phenyI)-4,5-dihydroinidaz
| -yl]-[4-(furan-2-carbonyl)-pip in-1-yl]-nethanone
was prepared in an anal 8fgqusy r as described in
exanple 5. LR-MS: 684.5 ( \?m e 46

[ 4, 5-Bi s-(4-chl oro-phenyl) y 4-trifluoronmeth
yl - phenyl ) -4 5-di hydroi nf azo

l-yl]-(4-pyridm4-yl- plpéra2|n I-yI)wnethanone was
prepared i n an anal ogous manner as described in

iéf‘%’f a%ls?} eGPt £t 4- R Sotpl phenylgihycro-

phdng 4-42'5t}mxh3¢dr}’@rmpdlazml- 1-yl]-methanone was prepared in an
alyél«l rolué n{a%nér A dysiea henaalle £ th W4:382 31805 RARY!) - Pi

pera2|n~ -yl]

Example 58
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2-diisopropylamino-ethyl)-piperazin-1-yl]-methanone was prepared
in an analogous manner as described in example 5. LR-MS: 718 [(M+H)"].

Example 59
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nmet hanone was prepared in an anal ogous nmanner as
described in exanple 5. LR-Ms: 752.9 [( MtH) +

wWex@iph®9748 O C PCT/EP2004/006176
2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - phenyl ) - 4, 5- di hydr o- i nP8azol e-

l-carb azin- 1- pi peridin-
1-yl - [?#yh‘]é r{g C%Eér ﬂ?@%@qsh@% Hiffusgemsthyhpherylas 5-dihydro-
d émidazbletiyi] ¥[4€(2ai‘mieﬁlyﬁm1h8—e|t@l) piberafinl {-MiEdRthhnone was prepared in

CARARB O e peslos gt p sl & RS KMiG B e 1
yl - phenyl) - 4, 5- di hydr oi m dazol -

| -yl']-[4-(2-norpholin-4-yl-ethyl)-piperazin-l-yl]-nmeth
anone was prepared in an anal ogous manner as descri bed
in exanple 5. LR-MS: 704 [ (Biddhpkl60 Exanple 50 4

5- Bi s- (4-chl or o- phenyl ) - 2- (2- ethox7-4-trifl uoronet hyl -
phenyl) - 4, 5- di hydr oi m dazol -
l-yl]-[4- (3 pi perid.in-|-yl- prEFyI) pi perazin-I-yl]-nme
t hanone was prepared in a yallogous manner as
described in exanple 5. LR WS flgﬂl(NMFD +]. Exanpl e

51 CHy

4, 5-Bi s- (4-chl oro-phen \zl‘g “@ﬁoxy 4-trifluoronethy
I-phenyl) 4,5-diriydrol dazole- »-carboxyllc acid

[ 2- (2-oxo-imdazolidin-1-yl)- ethyl] am dewas prepared
in an anal ogous manner as described in exanple 5.

LR- NS:[4,@%3—?4—Emw%hgﬁyl)—E-)f?—%ﬁjxo?(y-igtriﬂuoromethyl—phenyl)—4,5—dihydro-
imidazol-1-yl]-[4-(tetrahydro-furan-2-carbonyl)-piperazin-1-yl]-methanone was
prepared in an analogous manner as described in example 5. LR-MS: 688.9 [(M+H)™).

Example 61

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2-dipropylamino-ethyl)-piperazin-1-yl]-methanone was prepared in
an analogous manner as described in example 5. LR-MS: 718 [(M+H)"].

Example 62

cl O /
~ CN‘< i
.

nd gy



[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trirluorometh
yl -plienyl)-4,5-di hydroi m dazol - 1-yl]
WO pebs(083007 pr opyl am no- propyl ) - pi perazi n-1-yl] PCT/EP2004/006176
- met hanone was prepared in an anal ogous manner as
described in exanple 5. LR MS5:-6232 [ ( M+H)
+].6-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifl
uor o ,ﬁxﬂm—pﬁglfqutg phergl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-

A =1L 411 ‘?@%@dﬁeﬂﬁ 'léﬁirngoﬁ})ﬂb)h) RhRELALH A méttanBhe was prepared in

cotinonitrile was pre are I'n as
JEERHAPEOYS PRNBSLAHSICE T LIF?XE@P?%§2€%II\?§ ﬁ/ﬁ@ Lﬁnﬁg
Exanpl e 54 H3

[4,5-Bi s-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yl - phenyl ) -4, 5-di hydr oi m dazol -

l-yl]-[4-(3- dIﬁEthy|aﬁ1nO[Egﬁﬁﬂ&6

ri perazin-1-yl]-nmethanone was prepared i n an anal ogous
manner as described in exanple 5 LR-M5: 675.9 [ (MH)

yl - rrienyl)-4,5-di hyd n1d
I -yl]-(4-pyridin-4-yl _g@
was prepared in an analogou
exanple 5. LR-M5: 682.4 [ (M-H) +]
O>{4-[ 4, 5- Bi s- (4- chl or o- phenyl ) - 2- (2-"et hox7- 4-tri f | uor
onet hyl - phenyl ) - 4, 5-

O L R LR kRS AR G v

aknidesd+1i-dpd4-( D-percaligihel -§l-ethi) plper&ne 1 91 M&dﬁo&@ was prepared in
a -
%Pa@@gﬁ%aa P esquibed i gl S HRMS: 558 [ ED Dot
| -

phenyl)-4,5-diliydroi m dazol -

pﬁ¥$-yl)-nethanone
as described in

y

Example 64

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N,N-dimethyl-acetamide was prepared
in an analogous manner as described in example 5. LR-MS: 676.3 [(M+H)"].

Example 65



| -yl']-[4-(2-ethoxy-ethyl)-piperazin-I|-yl]-nmethanone
was prepared in an anal ogous nmanner as described in
wex@sph»b. LR-MS: 662.9 [(MHH) +]. Exarrpl e 58PCT/EP2004/006176
[4 5- Bi s- (4-chl oro- phenyl) - 2- (2 et hoxy-4-trifluoroneth
- phenyl ) - 4, 5- di hydr oi i dazol~70T- yI |

4- ( 2- t h -
!mﬁ 2 SR O 2 et WYL LBSRRE e bcgu)-s.-diyaro.
diesidadobacll]- - @émtﬂ{c&y&thyﬂ)?\pﬂy&aziﬁlﬁ}’ﬂ {(dvtihnorde wdpaoglel in an

59 H1 < . . . +
rebelchotls Beangras drienbed BHanyele 2 IR RS A T vor om
et hyl - phen7l) - 4, 5- di hydr oi m dazol -

| -yl']-[4-(2-di nethyl am no-et hyl ) - pi perazin-1-yl]-netha
none was prepared in an anal ogous manner as descri bed
in exanple 5. LR-MS: 661. 9 Hxamulp 66]. Exanple 60

[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-et hoxy-4-trifluorometh
yl - phenyl ) - 4, 5- di hydr oi m dazol -
1-yl]-[4-(tetrahydro-furan-2-cagponyl)-pi perazin-
1-yl]-nmet hanone was prepatedin [an anal ogous manner as
described in exanple 5. LR-M2(6§8. 9 [(NMFD +] .
Exanple 61 [4

5- Bi s- (4-chl oro- phen I ~/‘\L2'é{ho
phenyl) -4, 5- dlhydr0|n1dazo

| -yl]-[4-(2-dipropyl am no- ethyl)-plpera2|n-l-yl]-nEtha
none was prepared in an anal ogous manner as descri bed

I62[ ixgﬂgb%—?-dhﬁ I\@iengﬁenyﬁ(—%g% ﬂtnﬂﬁ&é%mtﬁyl rphefx{ll )-4,5- dlhydro—
tmﬁaqghé 4-(2- gm@mgﬂﬁhﬂh@@pmzm 1-yl]-methanone was prepared in an

| anéldgoliémbAndigHBBEA RRxRMPRY. J-RRMBR B9 [ (ML HY)] - et ha
nonevvas prepared In

4 trlfluororrethyl

Example 67

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(5-trifluoromethyl-pyridin-2-yl)-piperazin-1-yl]-methanone was
prepared in an analogous manner as described in example 5. LR-MS: 735.9 [(M+H)"].

Example 68
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an anal ogous manner as described in exanple 5.
LR-MS: 704 [ (M+H) +]. Exanple 63

W@ 200508087 ( 4- chl or o- phenyl ) - 2- ( 2- et hoxy- 4- t r i f PCEP20B/606176
yl - phenyl ) - 4, 5- di hydr oi m dazol -

|-yl ]-[4-(2-pyrrolidin-1-yl-ethyty-

riper pre d in an_apal ggous
rranne?ﬁ;q&ﬁégé%‘}%‘é(? £ quéﬁrﬂt@)@"f Ff?W@8@Y Ip 0)41%]-’ -dihydro-
Emnblzel B4l]-[4-(3-methoxy-propyl)- p1perazm 1-yl]-methanone was ?repared in an
5 %é?lﬁé(ﬁls%ﬂn%f § 4%%%%%@% Q)p .)3 ER(I\%S eééja%xﬁlMﬁ-I-b | uor
di hydro-i m dazol e-| -carbonyl ] - pi perazin-1-yl}-N, N-di nme
t hyl - acet am dewas prepared in an anal ogous manner as
described in exanple 5. LR-M5:676.3 [(MtH) +]. Exanple
65[ 4, 5- Bi s- (4- chl or o- phenyi Ex#mplR-68t hox7-4-trifl uorome
t h71 - phenyl ) - 4, 5- di hydr oi m dazo
| -yl]-[4-(2-nmet hoxy-ethyl)-pipe
was prepared in an anal ogous
exanple 5. LR-M5: 648.9 [(Nﬁ Exanple 66 H C
[ 4, 5-Bi s-(4-chl oro-phenyl) - 2= hgxy-4-trifluorometh
yl - phenyl ) -4, 5- dlhydugk\<dd~m - oty
I-yI]-[4-(2-diethyIa razin-1-yl]-methan
one was prepared in an analogous er as descri bed
in exanple 5. LR-MS5:690 [ (M+H) +]. EXanple 61
[4,5-Bi s-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yI ph ] d I

?JM 45431?(4’1 'cﬁlg%’cgheéxﬁ%) ?S@ F’Ifhé»c?; -4 tr1ﬂI oromet }31 apZIrlxerr]ly]I )-4,5-
yfi ﬁ@q@%g:ar onyl]-pipérazin-1-yl}-1-pyrro 1d1n- -yl-ethanone was prepared

in an analogous manner as described in example 5. LR-MS: 701.9 [(M+H)"].

in-1-yl]-nmethanone
r as described in

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(1-methyl-piperidin-3-ylmethyl)-piperazin-1-yl]-methanone was
prepared in an analogous manner as described in example 5. LR-MS: 702 [(M+H)*).



prepared in an anal ogous manner as described in
exanple 5. LR-Ms: 735.9 [(M+H) +]. Exanple 68

WOBEF 4039 Bi s- (4- chl or o- phenyl ) - 2- ( 2- et hox7- 4- t PCT/ERZOOM6176
et h7l - phenyl ) - 4, 5- di hydr oi m dazgl -
| -yl]-[4-(3-nmet hoxy-propyl) - pré razin-1-yl]-nmethanonew

as prepared in.an anal.ogous nner .as desgrib NPT }
ex arrp@%"gl.sfj(éﬁ?*%f}?g’é?ﬂgg[@Rﬁlﬂﬁﬁx}’ ;‘}%%EII%P&%B’F@VEBEQ“’}D 45-dihydro
2m{dbzbld] -5t Bids(tétdehy i cofiwapRepmbthyR-rigeretindxyl}-anethdnong wias
onet hy] - phen -4, 5-_dj ~1 [H MG +
PR LR blobafty it B Opab ARSI, 5, LR-MS: 675 [(M+ED)')
1-yl - et hanone was prepared in an anal ogous manner as
described in exanple 5. LR-Ms: 701.9 [(M-H) +].

Exanpl e 70

[ 4, 5- Bi s- (4-chl or o- pheny| ) Exasaplesihoxy- 4-tri fl uoroneth

yl - phenyl) - 4, 5- di hydr oi m dazol -
1-yl]-[4-(1-methyl-piperidi n-BﬂT%t hyl ) - pi perazin-
1-yl]-met hanone was pF‘ed i th-an anal ogous manner as
described in exanple 5. SWRE (MH) +]. Exanple

71[ 4, 5- Bi s- (4-chl or o- phenyl -(2-ethox7-4-trifl

uor onet hyl - phenyl ) - 4, 5- d' i Nebni dazol - 1-yl]-

[ 4- (tetrahydro-furan-2-yir gh ') -piperazin-

1-yl]-nmet hanone was preparetl i/n an anal ogous manner as
described in exanple 5. LRN5: 675 [(MtH) +] . Exanple

72 = N =N

2-{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onetl iyl -phenyl) -4, 5-

oy o O L S b BhBST A4l Rad st pi k1D
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-nicotinonitrile was prepared in an
analogous manner as described in example 5. LR-MS: 692.9 [((M+H)"].

Example 73

@
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-(4-phenyl-piperidin-1-yl)-methanone was prepared in an analogous
manner as described in example 5. LR-MS: 665.9 [(M+H)"].

Example 74



anal ogous manner as described in exanple 5. LR M
692.9 [(MHH)+]. Exanple 73
W@ 200508087 ( 4- chl or o- phenyl ) - 2- ( 2- et hoxy- 4- t ri f PCAEP20B1/006176
iyl - phenyl ) - 4, 5-di hydr oi m dazo
I -yl ]-(4- phenyl pi peri di n- I-yI)T%ethanone was prepared

o RSB TR A R AR -4 i

7@141355118#‘)?11 d‘lﬂr(lrmimndnp heh#thyt) 2pip&agit Hoxy-detharidnl was prapared in
t

| %%‘ng@wg%ﬁﬁﬁﬁﬂ GRBERLTLARRR 1y M 7025 [V
hanone was prepared in an analogous manner as
described in exanple 5. LR-Ms: 702.5 [(M-H) +].
Exanple 75 C

4, 5- Bi s- (4-chl or o- pheny! ) - Zxampe Adxy- 4-tri f| uoronetri
yl -prienyl)-4 >5-di hydroi m dazgl e- 1-carboxylic acid
met hyl ani de was prepared in al'Enangous manner as
described in exanple 5. LR M5NB35.8 [(MH) +].
Exanple 76 H G O 4, 5- Bi s- chl or o- phenyl ) -2-
(2-ethoxy-4-trifluoromet hy[~phenylj~

-4, 5-di hydroi ni dazol e- 1- capbgxy}-{c #ci d

(2-met hoxy-ethyl) -anide wdS pr red in an anal ogous
manner as described in exanple 5. -I\/IS: 579.9 [ (M+H)
+j . Exanple

77[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethox7-4-trifluorome

thyl -pheny{a) clorer- }?&éﬂﬁ [0 Zrétﬂ@ |4 trlﬂuorogeﬁ )71 phenYlg -4,5- chhydro—

EH%H%?Z g ﬁargﬁgfllédtqdﬁngtg lamidé Was prleyg)a);er in an analogous manner as

described in example 5. LR-MS: 535.8 [(M+H)*).

Example 76

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid (2-methoxy-ethyl)-amide was prepared in an analogous
manner as described in example 5. LR-MS: 579.9 [(M+H)"].

Example 77
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anal ogous manner as described in exanple 5. LR M
669.4 [(M+tH) +]. Exanple 78 n 4

WG2B5603047 chl or o- phenyl ) - 2- (2- et hoxy-4-tri f | uoPCIEP1VYI/006176
phenyl ) -4, 5-di hydr oi mi dazol e- 1-carboxylic acid
nmet hoxy- am de was prepared in- &h- anal ogous manner as
gzﬁ%hgel%(z c%i(o?%lhenyl) 2- 5 et oxy—545‘:clr1f?uo[rgr'\r{lgtlil|)yl fn-lllényl)—él 5-dihydro-

%nﬁ?aﬁ')lsl' fd‘} (@33 %tqﬁﬂc}?&mL DldﬂbiﬁrﬁﬁM%yyl%rﬁdthafdoue aopdmephyd in an
i en oi m dazo 0 i
BWSJH%H@I 9\%@ b‘%{%ﬁ&é? & g‘n anasg%éguis(x#r/lan n)al f

descrl bed in exanple 5. LR-Ms: 565.9 [(M:H) +].

Exanpl e

804, 5- Bi s- (4-chl or o- phenyl ) - 2- (2- et hoxy-4-trifl uoronet
hyl - phenyl ) - 4, 5- di hydr oi m Eaampk-781- car boxylic acid
(2, 5-di net hoxy- phenyl ) -am de was prepared in an

anal ogous manner as describedfin exanple 5. LR M
657.9 [(MrH) +]. Exanple 81

2-{4-[4,5-Bis-(4-chl oro- y -2-(2-et hoxy-4-trifl uor
onet hyl - phenyl ) -4 5-

di hydro-i m dazol e-1 - car bony} ]* i peteazi n-1-yl}-I-norpho
l i n-4-yl -ethanone was prepar an anal ogous manner
as described in exanple 5. LR-M5:x718.4 [(M+H) +].
Exanmpl e 82 HIC- O FoE

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid methoxy-amide was prepared in an analogous manner as
described in example 5. LR-MS: 551.8 [(M+H)™].

Example 79

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid ethoxy-amide was prepared in an analogous manner as
described in example 5. LR-MS: 565.9 [(M+H)"]. '

Example 80



[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yl - phenyl ) -4, 5-di hydr oi m dazol -
WO 2005004047 ( 3, 5- di met hoxy- phenyl ) - pi per azi n- | - yP¢F/RBI00E006176
one was prepared in an analogous manner as descri bed
in exanpl e 5 LR—I\/S 727 [(I\/H—I) j Exanpl e 83
Slo|r_| lo Hﬁ{) Hm thpy | Or 2 I'g))e({,]_ lt)rlﬂuogometk}q Xﬁényl 4§ d1hydro~

dirﬁn‘yidme umaﬂaxsalﬁceadd vzig 5ﬂmh¢xypp}pmmazamndb wytd prepamee fthax

hanone h chl or i de was +ogous

ai%%,oug?aag rcarsI Son) ed 1ne§(xa leD X, 5]9@ W %992@%$§16)[ ( M+H)
+]. Exanpl e 84
[4,5-Bi s-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yl - phenyl ) -4, 5-di hydr oi m dazol -
| -yl]-[4-(4-fluoro-phenyl) -ExapeplaBin-| -yl ]-net hanone
hydr ochl ori de was prepared i n ang anal ogous manner as
described in exanple 5. LR-ME: 5.3 [ (MHH)+].
Exanple 85 H3C- O
4,5-Bi s- (4-chl oro- phenyl) - 2- > oxy-4-trifl uoronethy
| - phenyl) -4, 5- dlhydr0|nkda;&wa °ﬂhboxyllc acid
bi s- (2- met hoxy- et hyl ) -Sapi¢e 7§ pared in an
anal ogous manner as described in e nple 5. LR-ME:
638.3 [(MtH) +]. Exanpl e
864, 5- Bi s- (4- chl or o- phenyl ) - 2-(2-et hox7-4-trifl uoronet
h.yl - phen7l)-4 J5-di hydroi m dazol -

IRIRLITSIS dame gaxmgpagﬁaﬁa;% (5 0 A R ATh b 1-pHlchy )R 5-

hanon are manner as
dé@@dﬁ%@udmleemmhoaylé pipgreayis:1-y2l7 3-moqphplinid+yl-etiapgnp as
8prepared in an analogous manner as described in example 5. LR-MS: 718.4 [(M+H)"].

Example 82

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-y1]-[4-(3,5-dimethoxy-phenyl)-piperazin-1-yl}-methanone was prepared in
an analogous manner as described in example 5. LR-MS: 727 [(M+H)™].

~J
CH



[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronmeth
yl - phenyl ) -4, 5-di hydr oi m dazol -
wo 200503047 (t hi ophene- 2- car bonyl ) - pi per azi n- 1 - yPq¢F/RR100&N6176
one was prepared in an anal ogous manner as descri bed
in exanple 6. LR-MS: 701.4 [(M¥f)y +]. Exanple 88
4 5-Bj s-(4- h
[ He},«ﬁy[ééi 5%5 48‘{}12%?15{%%’ aZZQ-I( gthg}cyr]g )%r)iﬂéortogr{efc}lyl[l%%eny) 25-
|d:1M§dro{1ﬂrn&dzo§ dtd¥Bbim]-piperapit- B%IQLJBn&t}ﬁﬁdYLBﬂEMohe hiydretipride was

in-1- net hanone was prepar. n_an +
gg%ﬁéﬁi% B RoEmAR % SCERE R bR (R ofP A MRk ry
Exanp

89[4 5 Bls-(4-chloro-phenyl)-2-(2-ethoxy-4-trif|uorone

t hyl - phenyl ) - 4, 5- di hydr oi m dazol -

| -yl]-[4-(5-chloro-1, 3-di mixhyipld 84 pyr azol e- 4- sul f onyl

) - pi perazin-l-yl]- nethanone s prepared in an

anal ogous manner as descri bed iy exanple 6. LR Ms:

783.50 [ (M+H) +]. Exanpl e.9 etic acid
2-{4-[4,5-bis-(4-cUoro- phe (2-ethexy-4-trifluoro

net hyl phenyl ) - 4, 5-di n{ ol#e- 1-carbonyl ]
- pi perazin- 1-yl}-1,1- dlne 0x0- et hyl ester was
prepared in an analogous manner

described in
exanple 6. LR-Ms: 719.5 [(M+H) +]. Exanple 91

[ 4, 5- B, $B(s4(-46&}ﬂmbep}mﬁ¢h5ﬂ 02~&hbﬁyzétthﬂugroﬂ&eﬂml-fpham)rlbléfétdlihydro-

1m}}$e]zoF—X—yz Gl (21 i (;W)d @%)%Z glazlcl)ré r1 -mnef haniogle lrr%c%.rﬁchlonde was

\JESpPIE pmneajlalqgoanmanner as described in example 5. LR-MS: 685.3 [(M+H)].

Example 85
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o
HsC~0mN\< CH,
) b e
Q F

Y F
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-

imidazole-1-carboxylic acid bis-(2-methoxy-ethyl)-amide was prepared in an analogous
manner as described in example 5. LR-MS: 638.3 [(M+H)™].

Example 86



anal ogous manner as described in exanple 6. LR M
685.4 [(MtH) +]. Exanpl e
W©®2(04/0830B1 s- (4- chl or o- phenyl ) - 2- ( 2- et hoxy- 4- t r PET/EP200#806176
t hyl - phenyl ) - 4, 5- di h7dr oi m dazol -
| -yl ]-[4-(pyridne-4- car bonyl ) - pfper azi n-1 -yl | - met hanon

6 oo 1B B0 Yo o B e s heny ot 5 dinydro-
[ ﬁnﬁl-aBDISL(M— @*(h{yrﬁp)ﬂl‘beﬁzldn)ssﬂfoﬁﬁﬁ-@ﬁﬁ@ﬁm‘} HT-blekhRIoEREOprepared
Y b RSy o e e B Sl 6, J RS, 77351 MR Han

one was prepared |n an anal ogous manner as descri bed
in exanple 6. LR-M5: 701.4 [(M+H) +]. Exanple 94
[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-etbh. oxy-4-trifluoronet
hyl - phenyl ) - 4, 5- di hydr oi m d&zohple 87
| -yl]-[4-(thiophene-2-sul fonyl)-piperazin-I|-yl]-methan
one was prepared in an anal ogou nner as descri bed
in exanple 6. LR-MS:737.4 [ ( Exanpl e
95[ 4, 5- Bi s- (4-chl oro- phenyl’) -ethox7 -trifluorone
t hyl - phenyl ) - 4, 5- dlhydr0| Zol o\
| -yl]1-[4-(4-methyl -[1,2,3 %fi e-5- car bonyl ) - pi pe
razin-1-yl]-nmethanone prepa?e = an anal ogous
manner as described in exanple 6. NS 717.4 [ (M-
FD+] Exanpl e 96

- Bi s- (4-chl oro-phenyl)-2-(2-etlioxy-4-trifluoronet

h | -

y pip }agz(f' lgopd P%«nyﬁ | aglg]lg;e(yé tgllf}rl%)%or% thyl pphen}rlg 43 dihydro-
IWFITZ t ewéﬁarb@mlu)rplmamhdhm amena aas pepared in
das#ialdpeds AnB%HRkRBed iﬂQéXB@le@ G.RMd: Wb '['dM-i~H)+ .

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(1,5-dimethyl-1H-pyrazole-3-carbonyl)-piperazin-1-yl]-methanone
was prepared in an analogous manner as described in example 6. LR-MS: 713.4
[(M+H)"].



Exanpl e 97
[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
W@ keosloazeyt ) - 4, 5- di hydr oi m dazol - PCT/EP2004/006176
l-yl]-[4-(3,5- dlnethyl-lsoxazole 4- car bonyl ) - pi perazin
-1 -yl ]-nmet hanone was prepared 78 -an anal ogous manner

giaggfég—ég?d —éhlnor%xghenyﬁ 2-(2- etﬁoxy—él trl%luoronge(thyl p@en;’l -4,5-dihydro-

grgiﬁzo@ %e %]S 4( ts- egbgr p3r:daerawy) 1H ﬁ)&aﬂﬂdwésﬁlféa}ﬂ) ~bipletagmotayl]-
- |
g p o A GRS SHREGH, T e A sTiRed IR R MS:

Oﬁﬁfmﬂdmpﬁﬁﬁhred in an anal ogous nmanner as described
in exanmple 6. LR-M5:737.3 [(MtH) +]. Exanple 99

[ 4>5- Bi s- (4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yl - phenyl ) -4, 5-di hydr oi m dazol -
l-yl]-[4-(2,5-dichl oro-thi gQhe
-1 -yl ]-met hanone was prepared
as described in exanple 6. LR
100
[ 4, 5-Bi s-(4-chl oro- phenyl )%
yl - phenyl)-4,5-dihydroinida S

1-yl]-[4-(2,5-dinetliyl, bonyl) pi perazin- 1-
yl ] - met hanone was prepaﬁgu(;ﬁ\g alogous manner as
described in exanple LR VB: 713. 87 [ (MtH) +] .

Exanpl e

101[ 4, 5-Bi s- (4-chl oro- phenyl)-2-(2-ethox7-4-trif|uorom
et hyl - phenyl ) -4, 5-cii hyd. roi m dazo

| - yI ] Afetic atid2- B iei-higt 4tdHldrpiphenp)a-@- ehopomjrifugpmethyl-

224189 QAT Gflpbrzin 4, DaR#ehyl-2-oxo- -ethyl
2 ‘i%dgghg?Pgedzln exanp ]%P ] %Sﬂm 7 4
ester was prepared in an analogous manner as descr n example 6. LR-MS: 719.5

[(M+H)').

ﬁegocarbonyl) pi perazin
an anal ogous manner

769.3 (M+). Exanple

Example 91

C
ok

o )
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4- (furan-3-carbonyl)-piperazin-1-yl]-methanone was prepared in an
analogous manner as described in example 6. LR-MS: 685.4 [(M+H)].

Example 92



[ (MtH) +] . Exanpl e 102

| -{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
wo@emsioyioophenyl ) - 4, 5- PCT/EP2004/006176

di hydr o-i m dazol e-1| - car bonyl ] - pi perazin-1 -yl }-2-nmethox

y- et hanone was prepared in an affal ogous rranner as

descri bed in example 6. LR-M5: 663. I—% E><1 g

103 [4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4- trlﬂuorome thyl- pheny?él 5-dihydro-

[ﬁméaz%ila ﬂﬁg@giy@fdﬂtephewbhyl?-pﬁﬁer@ﬁﬁ@xﬂ} fretianbhel@aopepdred in an
hen g Cgl m daz +H)

Ia ‘]gp[l% BNe 3 Eﬁﬁ%/ Fo KEGH e%eL%l\/&JP?%ﬁ)HﬁI B der azin

-1 -yl ]-nmet hanone was prepared in an anal ogous manner
as described in exanple 6. LR-Ms: 805.3 (M+). Exanple
1041 -{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethox7-4-trifl
uor onet hyl - phen7l) -4, 5- Example 93

di hydr o-i m dazol e-| -carbonyl | - pi perazi n-1-yl}-2-thioph
en- 2-yl - et h. anonewas prepared i n anal ogous manner

as described in exanmple 6. LR- 715.4 [ (MrH) +].
Exanpl e 105 @

| -(4-{4-[4,5-Bis-(4-chlorp- pnNI/-z_\(Z et hoxy-4-trifl
uoronet !l iyl -phenyl)-4,5- oy

di hydr o-i m dazol e-| -car?T@gnLy\H/B{pzrj ne-1-carbonyll-p
i peridin-I-y”-ethanonewas prepared if) an anal ogous

manner as described in exanple 6. LR-NB: 744.5
[(M—I-H)+] Exanpl e 106

hl 2- - iof .
t hyI gfhg r@ﬁ g &lﬁgrog{)}%;&ﬁ?ﬁ fhoxf% t%tﬂ 8%(%éh§l[ﬂhehyﬁ—r4%hydro-
| mdﬂiﬂﬂmwll -{4ithephenad-carbouyl) qripeaziei ldyltinmshanpng wagprepared in

ottt ﬁﬁﬁh%sa@ﬂgécgl@wﬁpm PR CIR A 9e58 et

Example 94

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(thiophene-2-sulfonyl)-piperazin-1-yl]-methanone was prepared in an
analogous manner as described in example 6. LR-MS: 737.4 [(M+H)'].

Example 95
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Exanpl e 107[ 4 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy
-4-trifluoronethyl-phenyl)-4,5-di hydroi m dazol -

wo 200503047 (but ane- 1| - sul fonyl ) - pi perazi n-1 -yl ] - PEL/BR2V0$806176
was prepared in an anal ogous mapner as described in
exanpl e 6. LR-Ms: 711.4 [(I\/H—|) %" Exanple 108 . 0/ 0

omet 5‘? 2 g% 1§102f’c Eheny 2e n&logf}’% tg%ug;oqge ﬁyl phenyl 4%Q{ilihydro—

th
g{lr]el;i;idxdb'll-ﬁj %Z@h&tﬂl}ﬁldaﬂmuhydd]iazpleﬂi}tabbmﬁﬂpi};&tdzfmﬂlwﬂ }methanone
hl gsg%hr%gﬁég ﬁ{ ?naifm%’c])hg m%ﬁhgr %‘é&}ﬁ%ef gl e%crarep@gésn%r)féﬁgag:eﬂlél

escri
LFQMVS—I) 195. 4 [ (MHH) +]. Exarrpl e 109

[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yl -plienyl)-4,5-di hydroi m dizample 96

| -yl]-[4-(5-chl oro-thiophene- 2-
| ]-nmet hanone was prepared in a
descri bed in exanple 6. LR: ;
Exanpl e

110[ 4, 5- Bi s- (4- chl or o- gl {
et hyl - phenyl ) - 4, 5- di W§dF ot mi-d

| -yl]-(4-trifluoronetlianesul fonyl; |pera2|n [ -yl)-nmet
hanone was prepared in an analogous ‘manner as

described in exanple 6. LRMS: 723.4 [ (MtH) +],

Exanpl e 111 P . CH,

[4 5 g 5143 Pl'ﬂgfcﬁ HQ@M X2 %fh@%y at By rdtndthiit SHAFI9NBI- Bihydro-

m_dazo
1m1dazol yl] [4-(2,4- d1methy1 -thiazole- 5 sulfonyl) piperazin-1-yl]-methanone was

nalogous manner as
1.3 [(MH+H 4.

"ebhoxy- 4-trifl uorom

prepared in an analogous manner as described in example 6. LR-MS: 766.4 [(M+H)"].

Example 97

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(3,5-dimethyl-isoxazole-4-carbonyl)-piperazin-1-yl]-methanone was
prepared in an analogous manner as described in example 6. LR-MS: 714.5 [(M+H)"].

Example 98



| -yl']-[4-(3,5-di nethyl -i soxazol e-4-sul fonyl ) - pi perazin

-1 -yl ]-nmet hanone was prepared in an anal ogous nanner
w@200dm83pT bed i n example 6. LR- M5 750. 4 [ ( M4 POHEP2004/006176

Exanpl e 112 -

4-[4,5-Bi s-(4-chl oro-phenyl) - 2‘%@1ethoxy 4-trifluorone

t hyl - pli enyl 5-dj hydr oi m dazo

| - car bbayHi %‘91{121%}@% 26 RPOKY B %@Pﬁ%wtéylmnm& ,5-dihydro-

PisRaiRd -y1n @(‘th@fp&b@@@%&lfﬂiﬁ;ﬂﬁ)?fpeﬁﬁnﬂesﬁ Finbidendme was prepared in an

exappl e 7. LR My Zﬂ%ﬁgﬁ@pﬁﬁ)”uom

al 198 g gy 4 SWF@F%%%%
nmet hyl - phenyl ) - 4, 5-di hydr oi m dazol e-

| - carbonyl ] -I-(2-norpholin-4-yl-ethyl)-piperazin-2-one
hydrochl ori de was prepared in an anal ogous manner as
described in exanple 7. LRE&BmpEl8%4 [ (M-H) +].
Exanpl e 114 H2N

4-[4,5-Bi s-(4-chloro- phenyl) 2-
t hyl - phenyl ) - 4, 5- di hydr oi m.daz
| - carbonyl ] - pi perazi ne- | - sul\fgn¢

prepared in an anal ogous erfa
exanple 7. LR-Ms: 670. 3 (+]{ YExanpl e 115 1 fCK
4-[4,5-Bi s-(4-chloro- #)-2-(2-

ex'hoxy- 4-tri nuor omet
hyl - phenyl ) - 4, 5-di hydr oi m dazol e- j
| - car bonyl ] - pi perazi ne-1-sul fonic acid nethyl am de was
prepared in an

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2,5-dichloro-thiophene-3-carbonyl)-piperazin-1-yl]-methanone was
prepared in an analogous manner as described in example 6. LR-MS: 769.3 (M.

Example 100
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2,5-dimethyl-furan-3-carbonyl)-piperazin-1-yl]-methanone was
prepared in an analogous manner as described in example 6. LR-MS: 713.5 [(M+H)™].

Example 101




anal ogous manner as described in exanple 7. LR M
684.2 [(MFH) +]. Exanpl e
WA 1@FA0BH9Bi s- (4- chl or o- phenyl ) - 2- ( 2- et hox7- 4- t PCT/ERZOOM6176

et hyl - phenyl ) - 4, 5- di hydr oi m dazol -

| -yl ]-[4-(pyrrolidine-I-sul fomd)~piperazin-l1-yl]-neth

anone _was prepared in an anal ogous nmanner as oi;scsi bed.

in ex&%@18@-%-d@m@m@ﬂ@f@w-mﬁuomﬁgﬂ@ pyt)-4,5-dihydro-

[qzﬁigﬁé)_l-ﬁ—ylk[4-%,2—dimetl¥]1yl-lll-I-imZidazgle—élt-sulfonyQ—pip(_er]?zin—l—yl]—meﬁhanone
, 5-Bi s-(4-chl or o- phen -2-(2-ethoxy-4-tr )

ngs&{swfeé lrha}rsq%liqu& H’iaﬁ‘?%fﬁ g‘gs_cn%e(P n éé(ampﬁe . ]ilﬂ%&o %éél

| FM-1H]"3- (pi peri di ne-1-sul fonyl) - pi perazin-1-yl]-metha

none was prepared in an anal ogous manner as descri bed

in exanple 7. LR-Ms: 738.3 [(M+H) +]. Exanple 118
4-[4,5-Bi s-(4-chl oro-phenyl ) -2-(2-ethoxy-4-trifl uorone

tb. yl - phenyl) -4, 5-di hydr oi g g@é | £

| - car bonyl ] - pi perazi ne-| -Ek fe {02 cid isobutyl -

am de was prepared in an anal ogous manner as descri bed
in exanple 7. LR-MS: 726.3 [(MB) +]. Exanple

1194-[4, 5- Bi s- (4-chl or o- phexfyJ )k 2- (2- et hox7-4-trifluor
onet hyl - phenyl') - 4, 5- di hydg oim gqzehe-

| - carbonyl ] - pi perazi ne- 1 - F9nilcy aci d

( 2- met hoxy- et hyl ) - ani de was prepa
manner as described in exanple 7. LR M5: 728.2 [ ( M+H)

+] . Exanpl e 120

4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluorone

t hyl - phenyl ) - 4, 5- di hydr oi m dazol e-

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-

dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-methoxy-ethanone was prepared in an

analogous manner as described in example 6. LR-MS: 663.4 [((M+H)™].

Example 103
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2,5-dichloro-thiophene-3-sulfonyl)-piperazin-1-yl]-methanone was

prepared in an analogous manner as described in example 6. LR-MS: 805.3 (M").

Example 104



1-carbonyl] -piperazine-1-sulfonic acid

bi s- (2- met hoxy-et hyl )-am de was prepared in an
w@ar@bogoes nanner as described in exanple 7. LREMVBP2004/006176

786.3 [(MrH) +]. Exanple 121

4-[4,5-Bi s-(4-chl oro-phenyl) - 28@2 et hoxy-4-trifl uorone

t hyl - phen 4 5-di hydroi m dazol
1- Zarlg{jlngff/ 3-Bi @eqff&(zron@lenxbgu(%ghpgf 4trifluoromethyl-phenyl)-4,5-

(&ﬁ&&@h}ﬁi’d&dﬁ adtbdnl]- gg%fwinh ygni g ol - wﬁaaaﬁcﬁhd Wwas prepared
?ig &tggl’alf ggﬂussmg%ré? gsr deaslgnbe 35 re)lcabrr?p e LRXAST }1% 4 (l\h@{w
H) +] . [ 4, 5- Bi s- (4-chl or o- phen7l)-2-(2-ethoxy~4-trifluor
onet hyl - phenyl ) - 4, 5- di hydr oi m dazol - 1-yl]-

[ 4- (3- hydroxy- pi peridine-1-sul fonyl)-pi perazin-1-yl]

- met hanone was prepared i nEeamplkdl0§gous nmanner as
described in exanple 7. LR-Ms: ¥54.3 [(MtH) 1].
Exanple 123 / - | HO ®

[ 4, 5- Bi s- (4-chl oro- phenyl ) -"2¢ {2 thoxy-4-trif|uoroneth
yl - phenyl) - 4, 5-di hydr oi m dazQl »\ .,

| -yl ]-{4-] 4- (2- hydr oxy- ety i razine-|-sul fonyl]-p
i perazin-|l-yl}- nethan was prepared in an anal ogous

manner as described in ekXanple 7. LR-M5: 783.3 KMtH)
+]. Exanple 124 O O

I -(4-f fkr [44{4:';53@ ¢4 Al 610- iyl e (D bthoRy -4 2rifit byt Uyltphiehyl)-4,5-

b ottsibles Grebbadkpinsrgine bwkemdl-Rpsridiyl vb; g

i prepazd in dnr atlajogetihemone awdsscnbed in example 6. LR-MS: 744.5 | M+H) .
Example 106
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4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid dimethylamide was prepared in an
analogous manner as described in example 6. LR-MS: 698.4 [(M+H)™].
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prepared in an anal ogous manner as described in
exanple 7. LR-Ms: 781.3 [(MtH) +]. Exanple 125 a-
WO b@4/0§3091 4, 5- Bi s- (4- chl or o- phenyl ) - 2- ( 2- et hoOXFEHEP2004/006176
uor onet hyl - phenyl ) - 4, 5-
di hydr o-i ni dazol e- | - car bonyl ] -p¥per azi ne- | - sul fonyl } - p
I perazin-2-one was pre arég in an a%alogou
- up

descr L hedis f-ghlarpppenyl)-1-R-FB o4 3 upiomatyylH 22}%5-4?5%111}’@0-

%ﬁgﬁgﬁ'élﬁp ‘ﬁ@ﬂlt?ﬂ'ﬁl—-sulﬁonyl)l—pipgra%in—l—yl] -methanone_wajlrs prepared in an
-[4,5-Bi's- (4-chl oro-phenyl) s 2- (25 €t hoxy; 4l or one
t QgBH%HWé?Hﬁs der R Aol 1 RIS Pt

| - car bonyl ] - pi perazi ne-1 -sulfonic acid

(2-di net hyl am no- et hyl )-am de was prepared in an

anal ogous manner as described in exanple 7. LR M
741.2 [ (MtH) +]. Exanpl e 1Exafipie 108

[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-et hoxy-4-trifluorometh
yl - pb. enyl ) -4, 5-di hydroi m dazo
1-yl]-[4-(4-pyrrolidin-1-ylzpi
1-sul fonyl)-pi perazin- 1-yl] Y
an anal ogous manner as gdgs!
LR-MS: 807.3 [(MH +]. EX

5- Bi s- (4-chl or o- pheny!|%¥»2- ( 2- et
phenyl ) -4, 5-di hydr oi m dazol e-

| - car bonyl j - pi perazi ne-1-sul fonic acid
(2,2,2-trifluoro-ethyl) -am de was prepared in an

?ggl. ggﬁ%—j@%E{—Fﬁ%quﬁgr{}}l)t-)f-((iZ-ie{ho%—@mﬁﬁogomét%dhﬁienyl)—4,5—
dihydro-imidazole-1-carbonyl]-piperazine-1-sulfonyl}-thiophene-2-carboxylic acid
methyl ester was prepared in an analogous manner as described in example 6. LR-MS:
795.4 [(M+H)'].

lone was prepared in
“exanpl e 7.

Example 109

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(5-chloro-thiophene-2-sulfonyl)-piperazin-1-yl]-methanone was
prepared in an analogous manner as described in example 6. LR-MS: 771.3 [(M+H)™].
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Exanpl e 129
4-[4,5-Bi s-(4-chl oro- phenyl ) -2-(2-ethoxy-4-trifl uorone
wao bgos/opdeenyl ) - 4, 5- di hydr oi m dazol e- PCT/EP2004/006176
| - car bonyl ] - pi perazi ne-1-sul fonic acid
(2-cyano- et hyl) - net hyl - am de wd§-prepared in an
anal ogous manner as described in exanple 7. LR- N%
737. 34,3 sh4-ehloroRignyl) 2- (B ethoxy-4- -trifluoromethyl-phenyl)-4,5-dihydro-

[ﬁ]méaz%l 91 )‘1]4 &B&M&oﬂ%@ﬂé&ﬁ@nﬁ%ﬁ%ﬁ =A)-nethdrneae aaepiepared in

-4 S- azol
Varfmplophu et s AR 6 GRBA § -1 BEF 224 e 1
anone hydrochl ori de was prepared in an anal ogous
manner as described in exanple 8. LR-Ms: 687.5 [ (MH)
+] . Exanple 131
G H{4-[ 4, 5-Bi s- (4-chl or o- pEgirhble A-1( 2- et hox7-4-trifluo
ronet hyl - phenyl ) -4, 5-
dihydro-inidazole-I-carbonyI]-p_ierazin-I-yI}-acetonit
rile hydrochl oride was prepareds¥n an anal ogous nmanner
as described in exanple 8% LR > 630 2 [(MtH) +].
Exanple 132 CH
[ 4, 5- Bi s- (4-chl or o- phen ﬂﬂQin
yl - phenyl) -4, 5- dlhydr0|n1dazo
1-yl]-[4-(2- nethoxy ethyl) pi perazi n- 1-yl]-met hanone

hydr om stt (AEhIES- ﬁl{eﬁgwe étHo;@,ﬂzliﬂxnﬂhh&gﬁié&lyltﬁ@héh@ﬂ) -85-dihydro-
des e 1}&13?4 8( g rcrpmethyI—lsoxazl\ﬁB 4- suéh%n?rl) p(xper'afgm . -yl]-methanone was

2P1{eﬁa1[eé 1r5arBh1$alc6g4m@ Manner priestyibied fr éxabpdd GOKR-MS:t750 ¢ (d+H) ).
phenyl ) -

dlhydro |n1dazole I-carbonyl] pi per azi n- I-yI} N ( 2- net

hoxy- | - met hyl - et hyl ) -

Qﬁoxy 4-trifluorometh
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4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-1-(2-methoxy-ethyl)-piperazin-2-one was prepared in an
analogous manner as described in example 7. LR-MS: 663.2 [(M+H)"].
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acetam de was prepared in an anal ogous manner as

described in exanple 8. LR-MS: 720.5 [ (MH+H) +].
wWEEEPIWIL34 HIC PCT/EP2004/006176

2-{4-[4,5-Bi s-(4-chloro- phenylg-z-(z-ethox7-4-trifIuo

roi net hyl - phenyl ) - 4, 5- 6

di hyd. ro-i m dazol e- I-carbon l-piperazin-1-yl}-N(2-nme

t hoxy4é&AyBiY-(4eklprarphenyiaz-( %ﬁémvédmﬂwommggﬁlr%e@ai@ 4,5-dihydro-

Tﬁﬁ'ﬂa@iol@@ Qﬁﬁ)‘h’yl be - SrPA-§1-Sthyl- i plpazid Oborfe HyldMydHloride was

]
PISER: wa@aﬁ?&pu[smnswdmcrwm Gt R BA D).
y-4- trlfluoronethylphenyl)
4, 5-di hydro-i m dazol e-1-carbonyl ] - pi perazin-1-yl }-acet
am de was prepared in an anal ogous manner as descri bed
in exanple 8. LR-MS: 754. SExaMpt 14 . Exanpl e 136 H3C
O

2-{4-[4,5-Bi s-(4-chl oro-phenyl -(2-ethoxy-4-trifluor
onet hyl - phenyl ) - 4, 5-

di hydro-im dazol e-1-carb -p perazin-1-yl}-N nethox
y-acetam de was prepared,in al.qgous manner as

descri bed in exanple 8- 4 (MrH)  +]
Exanpl e +Ei}@%(

1372-{4-[4,5-Bi s-(4-chl oro- phenyl)- -(2-ethoxy-4-trifl
uor onet hyl - phenyl ) - 4, 5- F

di hydr o-i m dazol e- I-carbonyl] pi perazin-I|-yl}-Nethoxy

doscr FRAS TR B EiREr e e R Rg £ R Br R A oy D-4.5-dihycro-

Exaidptate-138rbonyl]-piperazine-1-sulfonic acid amide was prepared in an analogous

Zn'iad'ﬁy]i as%h@rﬂ")l% 8%&%‘1@7 PHERYs: )6763({@\4§-¥ﬁqu 4-trifluor

Example 115

4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid methylamide was prepared in an
analogous manner as described in example 7. LR-MS: 684.2 [((M+H)*].
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di hydr o-i m dazol e- 1-carbonyl] - pi perazi n-

1-yl }-N-(5-net hyl -furan-2-yl nethyl)- acetam de was
w@e@san®a7 i n an anal ogous nmanner as descri bed PEI/EP2004/006176

exanple 8. LR-Ms: 742.5 [(NFLFD+%. Exanpl e 139

2-{4-[4,5-Bis-(4-chl oro-pb. enyt? 2-(2- ethoxy 4 trifluo

romet hyl - phenyl ) - 4, 5- hydro i m dazol e- 1 nyl ] .

" pi perdrhi-: %I%Ofieaﬁ PR T e - D45 dibydro-
1ipitdazolet- baq@q@ymﬁdlﬁé&mtfeﬂylp [31p@ﬂazﬁﬂa1y® gm&ammas @8pared in
%%f:’lt%l?lggguslnqanner a cliescrabed in example §4LE 1{/Ig %H)3 1\/[+H)

(2-ethoxy-4-trifluor

1402-{4-[ 4, 5-Bi s- (4-chl or o- phenyl ) -2-(2-et hoxy-4-trifl
uor onet hyl - phenyl ) - 4, 5-
di hydr o-i m dazol e-1| -carbonyl | - pi perazi n-1 -yl }-Npropyl
-acetam de was prepared i nExangdallbfous nanner as
described in exanple 8. LR-Ms: 690.5 [ (M-H) +].
Exanpl e 141
2-{4-[4,5-Bi s- (4-chl oro- phenyl Y]
onet hyl - phenyl ) -4, 5- ¢
di hydro-i m dazol e-1 - carbqny { eragln [ -yl}-Nisopro
pyI-N—nethyI-acetanidé:ﬁqsfﬁmgg e an anal ogous
manner as described i nexalpl €} 8. R-Ms: 704.5 [(M+H)
+]. Exanple 142
2-{4-[4,5-Bi s-(4-chl oro-phenyl) - 2- (f et hoxy-4-trifluor
onet hyl - phenyl) 4, 5-
di hydrQ-i I [ 0= t }
v- N Q: 5 C@ZCEHO% (]j»hﬁﬁ;flPQ"{% e]thcgég dﬁfflﬁfﬂéﬂoﬂgﬁ%ﬂl}l} Bh\k@ Ab?’&hydro
rram@zolalsyﬂdédmmédmerﬂ -eylipmp)) @iserazir-Ivg] -ngglrmong wes pyepared in an
+Lnalgg@ﬂplllﬁmjefl§s described in example 7. LR-MS: 738.3 [(M+H)*].
Example 118

4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid isobutyl-amide was prepared in an
analogous manner as described in example 7. LR-MS: 726.3 [(M+H)"].
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CH, 2-{4-[4, 5-Bis-(4-chl oro-phenyl)-2-(2-ethox7-4-trifl
uor onet hyl - phenyl ) -4, 5-
walkdvgeow97 m dazol e-| - car bonyl ] - pi perazi n-1 -yl } PC¥/ER2004/606176
no- et hyl ) - N- et hyl - acet am de was prepared in an
anal ogous nanner as described i# exanpl e 8.

LR- M5: 715. 5 H) + 144
2- { 4- f4%8: HBF Oéwlaf—’w%%gﬁfﬁ)w %tzﬁgeﬁ%w\ﬁzly "pheap) %@ dihydro-
Oﬁﬁidhydle ﬂhﬁfbdn)/l- 4p1§erazme 1-sulfonic acid (2- methoxy—ethyl )-amide was

zol e-1 -ca perazi +
PRI RO Catriim e BRARE PR S BYGUE 0
manner as described in exanple 8. LR MS:701.5 [ (M+
H) +] . Exanpl e 145
2-{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onetliyl-plienyl)-4,5- Example 120
di hydr o-i m dazol e- 1- car bonyl ] - pi perazi n-1-yl } -
1- (3- hydroxy-pi peridin- 1-yl)-ethgnone was prepared in
an anal ogous manner as de§cr|bec n exanpl e 8.
LR-MS: 732.5 [(M+ H)+]. EXaff .
1462-{4-[ 4, 5-Bi s- (4-chl Q-p -nJ
uor onet hyl - phenyl ) - 4, 5- s~ "\ 5{
di hydr o-i m dazol e- I-car oﬁyFY zin-1-yl}-N(2-hyd
roxy-et hyl)-N et hyl acegtam de mas prepared in an
anal ogous manner as desctibed in exanple 8. LR MS:
706.5 [(MrH) +) . Exanple 147

4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-

imidazole-1-carbonyl]-piperazine-1-sulfonic acid bis-(2-methoxy-ethyl)-amide was

-%»&E-ethoxy-4-trifl

prepared in an analogous manner as described in example 7. LR-MS: 786.3 [(M+H)™].
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4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid (tetrahydro-furan-2-ylmethyl)-amide
was prepared in an analogous manner as described in example 7. LR-MS: 754.3
[((M+H)™].
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a H3C

2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
woawsiogioophenyl ) - 4, 5- PCT/EP2004/006176

di hydro-i m dazol e-1-carbonyl ] - pi perazin-1-yl}-Nisobut

yl - acet am de was prepared in anan (nal ogous manner as

descri bed .in exanpl e LR-MS: 704.
Ex anm[ﬁé Bigg (4- chlopc;p phenyl) 2-(2-ethoxy-4-tri uoromehr%yl phenyl)-4,5-dihydro-

2infidladch 15y1]3| @(iiﬁy@ﬂ@k%@e@idﬁﬁyi ulborlyD- gibbraxiyi- Uyl rohdthatarme was
%greétg?%gﬁ@ n%ql aHner éls cfescnbed gn ex%lmeple 7. LR-MS: 754.3 [(M+H)™].

1-yl}-N, N-bIS (2- met hoxy- et hyl ) - acet am de was prepared
in an anal ogous manner as described in exanple 8.
LR-Ms: 764.5 [ (M4 H) +]. Exanple

1492-{4-[ 4, 5-Bi s- (4- chl or oEghmpld 1232- ( 2- et hoxy-4-trifl
uor onet hyl - phenyl ) - 4, 5-
di hydr o-i m dazol e-| - carbonyl ] - g
r phol i n-4-yl - et hanonewas Py epared in an analogous
nmanner as described in exar q,& ! LR—NB' 734.5 [ (MtH)

+ Ex l e 150

2]{4 [an gls (4- ch+f?rwbﬁk~y+{N 2 st hoxy-4-trifl uor

onet hyl - phenyl ) - 4, 5-

dihydro-inidazole-l-carbonyl] pi pet 2|n-I-yI}-N-furan-

2- y| mga,byBis-{-ailbly b hast )azd(Zlethoag-4pirifiparadethyl-ghrenyl)-4,5-dihydro-
an aldgz%fl’ qix,lh??—f?—?f B}é desﬁyg)gpeigeragmgxlagmtlogyﬁ plﬂ‘eRaﬁlrﬁ—l—yl
2m{emap4nswa repared il mmaﬂﬂgenym)anzer(az deschibry irdexapipld 71y drR-MS:
ot Ny hapegyl) - 4. 5-

Rerazin-1-yl}-1-thiono
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1-(4-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-triftuoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazine-1-sulfonyl}-piperazin-1-yl)-ethanone was
prepared in an analogous manner as described in example 7. LR-MS: 781.3 [(M+H)™].
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di hydr o-i m dazol e-| - carbonyl ] - pi perazin-I1-yl}-N[1I,3]d

i oxol an- 2-yl net hyl - N- net hyl acet am de was prepared in
wa@pooaedooyous manner as descri bed in exanpl e 8PCI/RPIBI/006176

748.4 [(MrH) + .  Exanple 152 a XX

Kl - (4-Acet 7l - pi peraZ| n-1-yl)-2-904-[ 4, 5-bis-(4-chloro-p

henyl 2- et ho
t $P¥| ﬁLéﬂr é‘in%tﬂ?%r 4—9@4ewpl)1¢n4d)52 -rparo4itrflaascenabyl-Rhep oS-

Ycﬂﬂlr&}*opiﬁhéﬁoﬁr l—'ciiﬂbbnﬁ‘] W@d’tﬁle\l\@@ulﬂfr@ﬂ i96rabin-ABne was prepared in
ana

L33 3l oogéés %Eg%ﬂ%—@eﬁﬁfl bed e,T_7 gﬁ? 95? 2 [(M+H)™".

| -({4-[4,5-Bis-(4-chloro- phenyl) 2-(2-ethoxy-4-trifluo
ronmet hyl - phenyl ) - 4, 5-

di hydro-i m dazol e-| -carbonyl ] - pi perazin-I-yl}-acetyl)-
pi peri di ne-3-car boxyl i c acEfaspkiI26l am de was prepared
i n an anal ogous manner as descrided in exanple 8.
LR-MS: 815.6 [(M+H) +]. Exanple 4

2-{4-[4,5-Bi s-(4-chl oro-phenyl) (2-ethoxy-4-trifluor
onetl iyl -phenyl) -4, g- CH
di hydro-im dazol e- 1-'carbonyl pj pergzi n-1-yl }-N-cycl op
ropyl - acet am de was p?Lb %g%\g’ n& ogous nanner as
descri bed in exanple 8. R 68 I (MFH) +].

Exanpl e

1554- ({4-[ 4, 5-Bi s- (4-chl oro- phenyl )-2- (2-et hox7-4-trif

| uor onet hyl - phenyl) 4, 5-

di-hyd z{afé% %% @Aﬁgtﬂw p]‘é @O%i l:‘ﬁ-hﬁxyp Cuer I oromédl;l e %§1¥J4)5'-dihydro-

pi per
imidazole-1-carbonyl]-piperazine-1-sulfonic acid (2-dimethylamino-ethyl)-amide was

Q

prepared in an analogous manner as described in example 7. LR-MS: 741.2 [(M+H)™].
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(4-pyrrolidin-1-yl-piperidine-1-sulfonyl)-piperazin-1-yl]-methanone
was prepared in an analogous manner as described in example 7. LR-MS: 807.3
[(M+H)"].
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an anal ogous manner as described in exanple 8.
LR-MS: 731.5 [(M+H) +]. Exanple 156
wWQ2¢04/0p3095- Bi s- (4-chl or o- phenyl ) - 2- ( 2- et hoxy- 4PCT/EP1000006176
onet hyl - phenyl ) - 4, 5-
di hydr o-i m dazol e- I-carbonyl] p?bEraZ|n l-yl}-N-(2,2,2

- fl h d

anal o8 WA EPloRE PRESRF B RB KA e Brpioa B by rplfsyD-45-dibydro-

7ﬁﬁ1d52(ﬁlé-|‘1/|*da|}bch]yl Iﬁp&ﬁnhéllﬁﬂfomc acid (2,2,2-trifluoro-ethyl)-amide was
Préelpﬁ%ﬁ IB ﬁ% ﬁwl;goétls E%‘nanner r B c?ers]é/rﬂ)edzm g)garr%llg 9X¥R4Mg r75f2|2u[?l(/I+H)

di hydr o-i m dazol e- I-carboné:! Eug§é£2|n-l-yl}-acetan1d
e was prepared in an analo r as described in
exanple 8. LR-M5: 648.4 [ (Mt +]. Exanpl e

1582-{4-[4,5-Bis-(4-chloro nyl)-2-(2-ethox7-4-trifl
uor onet hyl - phenyl ) -4, 5- di -im dazol e- | -carbonyl
-piperazin- | -yl -N Ndieth acet am de was prepared

i n an anal ogous manner as dés bed in exanple 8.

LR-MS: 704.5 [ (M+H) +]. 9
2-{4-[4,5-Bi s-(4-chl oroep enﬂD -2X (62- ethoxy 4-trifluor
omet hyl - phenyl ) - 4, 5- N

di hydr o-i m dazol e-1| - car bonyl ] - plpera2|n [ -yl}-N-(2-net
hyl -al lyl)-acetam de was prepared i n an anal ogous
manner as described in exanple 8. LR Ms: 702.5 [ ( M+H)
+] Exanple 160

2-{ ?h%ﬁtl@ -1k 32 (Aot bl ?ﬂér?y‘lpﬁ‘q.‘i‘léltﬁox% A BiRIRORYh - bldrdyl) U8 -dihydro-

dirnyiaz@ewlrﬁamfldmpereaﬂ%éngylﬂfpmﬁ.a&ér (GA7ane-ehpl) ety e was
I pepaRidNY hn SnaTBEIM Imdidley bo des@diRbanedenplas. pRe:ﬂarBd 3 [roM+H) 1.
an anal ogous manner as described in exanple 8. LR M
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(3,3,3-trifluoro-propyl)-piperazin-1-yl]-methanone hydrochloride was
prepared in an analogous manner as described in example 8. LR-MS: 687.5 [(M-+H)*].
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748.5 [ (MtH) +]. Exanple
1612-{4-[ 4, 5-Bi s- (4-chl oro- phenyl)-2-(2-ethoxy-4-trifl

wa@ orsetoby| - phenyl ) - 4, 5- PCT/EP2004/006176
di hydr o-i m dazol e-1| - car bonyl ] - plzerazin-l-yl}-l-[4-(2-
hydr oxy-ethyl)-piperidin-I-yl] thanone was prepared

ILE_ s a—%‘%l‘éﬁ%@? 2 G%n g nyig(zz.r%{hlé)?cg g 2t|r u%);aametLyl p%lenyl -4,5-
2 dﬂﬁ’dféuﬁrcﬁt&e-(l“ca@lb‘dr@f[ 39 Eé’tﬁﬁw )-y2-atopithiehydébchloride wak prepared

orlrllg%g %%a;%ﬂus B{aﬁéfzx‘adzs dﬁ:scnbe gr{ gxalmrglg & Zﬁ!{ $s: 630.2 [(M+H)"].

1-yl}-1-(4-hydroxynet hyl - pi peridin- 1-yl)- ethanone
was prepared in an anal ogous manner as described in
exanple 8. LR-Ms: 746.50 [(M+H) +]. Exanple 163 c o
2-{4-[4,5-Bi s-(4-chl oro- phdExample182- et hoxy-4-trifl uor
onet hyl - phenyl ) - 4, 5-

di hydr o-i m dazol e-| - car bonyl | - pi perazin-1-yl}-1-(I,4-d
i oxa- 8- aza-spiro[ 4.5]dec-8-yl)- hanone was prepared
i n an anal ogous manner as ,descriged in exanple 8.
LR-M5. 774.50 [(MrH) +]. ExZm)
1641 - ({4-[4,5-Bis-(4- chlorg\Phec
| uor orret hyl - phenyl ) - 4, 5- ~ @ :

di hydro-i m dazol e- I-oaﬁbo \Tﬂ | peeazin-1-yl}-acetyl)-
pi peridine-3-carboxylic acid am de mas prepared in an
anal ogous manner as described in exanple 8. LR-Ms: 760

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-y1]-[4-(2-methoxy-ethyl)-piperazin-1-yl]-methanone hydrochloride was

) P2 ( 2 etfloxy-4-trif

prepared in an analogous manner as described in example 8. LR-MS: 649.5 [(M+H)].
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2-( 2-ethoxy-4- trmuoromethyl phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-(2-methoxy- 1-methyl-ethyl)-
acetamide was prepared in an analogous manner as described in example 8. LR-MS:
720.5 [(M+H)™].
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[(MtH . Exanpl e 165

2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
we@emtiyioopl i enyl ) -4 5- PCT/EP2004/006176

di hydr o-i m dazol e-1| - car bonyl ] - plgerazi n-1-yl}-N-(tetra

hydr o-furan-2-yl met hyl ) - acet anPde was prepared in an

anal o ous manner as described in exa

732 5 2§{¢ Ny Bis{(4-cEdezenmhenyl 58-(2-ethoxy-4 rTPnﬂuoromethy’l -phenyl)-4,5-
{}ﬁ'dfrﬁnﬁrd@k&e ﬁAcaEHHn‘?H Opiphrenil 1) ylE-N-22-aidfieoy=dhfly-béeathide was

onet h hen

apripatesf i hebrals b rhsrl e FRle - JRAR BG4I )
r oxy- propy”-acet am de was prepared in an anal ogous

manner as described in exanple 8. LR-Ms: 706. 30 [ ( MtH)

+] . Exanple 167 H1C

N2- {1l -[ 4, 5-Bi s- (4-chl or o- plExawlple 3% 2- et hox7-4-trifl uo
ronet hyl - phenyl ) -4, 5-
di hydr o-i m dazol e-| - carbonyl ] - pi p
et hyl -acet am de was prepared in analogous manner as
described in exanple 8. LR°™& 676.5 [ (MtH) +].

Exanpl e 168

2-{I-[4,5-Bis-(4- ch|wgeQ%{% e°t':hoxy4tr|fluor
onet hyl - phenyl ) -4, 5

1- carbonyl ] - pi peri di n-4- yI amno }- 5 nmet hoxy-
1-nmet hyl -ethyl) - acetam de was prepared in an
anal ogous manner as described in exanple 8. LR M

734. 5N[—écmNHily_fPox;;-b'-{4'—5[)51%43?(4;c%?0r0—pheny1)-2—(2—ethoxy—4—triﬂuoromethyl—
phenyl)-4,5-dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-acetamide was prepared in

ridin-4-ylam no}-Nm

an analogous manner as described in example 8. LR-MS: 754.5 [(M+H)™].
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-methoxy-acetamide was prepared in
an analogous manner as described in example 8. LR-MS: 678.4 [(M+H)".
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- 1C

2-{1-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
wo@emsioyioophenyl ) - 4, 5- PCT/EP2004/006176

di hydr o-i m dazol e-| - car bonyl ] - pi peri di n-4-yl am no}-N-(

2- met hoxy-et hyl ) -acet am de was- §repared in an

anal ogous nmanner as described in exanple 8.

LR- M22-7204.,5-Bi§-¥AcHpzd-phé&ydini(2-ethio@y/4-trifluoromethyl-phenyl)-4,5-

N%[hgg{&r 1?{1% ?%%/o]ez'l ﬂj[o?i’glﬁ g%c%ﬁn—’lc}n B8 &hBJP;? Rk daide (s E;eBQred in an

uor one
4a@1<zﬁonyam@nﬁmsaie@ssz|eém xampbohyl§-DpF: 682 £ df M+EDVk ami no
}-acet am dewas prepared in an anal ogous manner as
described in exanple 8. LR-Ms: 768.5 [ (M+H) +] Exanple
171
2-{1-[4,5-Bis-(4-chl oro-ph et hoxy-4-trifl uor
onet hyl - phenyl ) -4, 5- di hydE3¥| m1e28§ | e-
1- car bonyl ] - pi peri di n-4-yl am no } met hoxy- acet am de
was prepared in an anal ogous man as described in
exanple 8. LR-Ms: 692.4 [( -IGD] anple 172
2-{1-[4,5-Bi s-(4-chl oro-phenyl'$«<2 -gthoxy-4-trif|uor
onet hyl - phenyl ) - 4, 5- o
di hydro-i mi dazol eI - cqm w{]\~p‘§er n-4-yl ani no} - N (
5- net hyl - furan- 2-yl pethyl ) - acetan1d§ S prepared in
an anal ogous manner as described in exanple 8. LR-MB:
756. 5 [(N%FD +] . Exanpl e
1732- I-[4 BIS 4- chlor? ghen¥ - et hox7- 4- trl{
uor ondstl i Fﬁ* gt go-ghenyl)- hoxy—4 tr1 luoromet y—pheny) -4,5-

dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-(5-methyl-furan-2-ylmethyl)-

acetamide was prepared in an analogous manner as described in example 8. LR-MS:
742.5 [(M+H)"].

Example 139

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-1-(4-trifluoromethyl-piperidin-1-yl)-
ethanone was prepared in an analogous manner as described in example 8. LR-MS: 784.5
[(M+H)].
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di hydr o-i m dazol e-| - car bonyl ] - pi peri di n-4-yl ai ni no}-1 -
(4-trifluoronethyl-piperidin-lyl)- ethanone was

wEe@saniwe7 i n an anal ogous nmanner as descri bed PEI/EP2004/006176
exanple 8. LR-MsS: 798.5 [(M+H) +]. Exanple 174 1 -CH1
2-{1-[4,5-Bi s-(4-chl oro-phenyl y92-(2-ethoxy-4-trifluor
onet hyl - phenyl ) - 4, 5-
di hydrRoH: hﬁiﬂézsdklerhior@arhgoﬁ%%(2pﬁtb@fvrﬁitnhﬂmrymthyh@}1ernﬂb4»5-
r Mdﬁr@-@ﬁﬁd&%l@ﬁ—%§orﬁﬂgﬁﬁi§%ﬁﬁm ﬁg?rN g»?@é;@%@&%ﬁ@% Ibrébared in an

g%%gl&éignég‘r@aég slcr?bed in exa{n';ﬁ:e 8 frl'-MS:[ é9'\(§|.5l—P(M45H)ET.anpl ©

2-{l-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor

onet hyl - phenyl ) - 4, 5-

di hydr o-i m dazol e-1| - car bonyl ] - pi peri di n-4-yl am no}-N-m

et hoxy- N- net hyl - acet am de vegnpsiepared i n an anal ogous

manner as described in exanple 8. ,LR-MS: 706.4 [ (M

H) +]. Exanple 1762-{1-[4

5-Bi s- (4-chl oro-phenyl)-2-(2-eth

phen7l) -4, 5- ¢

di hydro-i m dazol e-1| -carbonyl ] -

2- cyano- et hyl ) - N- net hyl é@gga\gyj%/ pfepared in an

anal ogous manner as dewcfibed irf exaQple 8. LR M

729.5 [(M+H) +]. Exanpl e 177 P
2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-

dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-isopropyl-N-methyl-acetamide was

-4-trif|uororreth7|-

pi pear i ghn-4-yl am no}- N (

AQ
7,

prepared in an analogous manner as described in example 8. LR-MS: 704.5 [(M+H)].
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-methoxy-N-methyl-acetamide was
prepared in an analogous manner as described in example 8. LR-MS: 692.5 [(M+H)*].
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2-{1-[4, 5-Bis-(4-chl oro-phenyl )-2-(2-ethoxy-4-trifluor
weestshyioophenyl ) - 4, 5- PCT/EP2004/006176

di hydr o-i m dazol e-1| - car bonyl ] - plgeri di n-4-ylam no}-N-c

yanonet hyl - N- met hyl acet ani de wa806 prepared in an

anal ogous nanner as described in exanple 8. LR-

715. 52f{¢NtyB-(4chiorpypeenyls2-(2-ethoxy-4- rifluoromethyl- phenyl) -4,5-
2d{HydEdL1r5rd@k(ﬁe (IAcafHUnG}H Pipaeanl )yl N-22-ef exsthf) N-hfethi@lacetamide

onet h

R B2 A0 43 Bhderoe R g er P gl P atRMp- 156
3{MMeHOXy- pi peridin-1-yl)- ethanone was prepared in an
anal ogous manner as described in exanple 8. LR—NB'
746.5 [(M+ H)+]. Exanple 179 OH
CH, 2-{I-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifl
uor onet h7l - phen7l) - 4, 5-

di hydr o-i m dazol e- I-carbon;§?25¥%%$idln 4-yl am no} - N-(
2- hydr oxy- et h71) - N- met hi{'acet ami de prepared in an
anal ogous manner as descr o\ @m 8. LR-ME:
720. 4 [ (MtH) + .quye‘.

2-{1-[4,5-Bi s-(4-chl or o~phe
onet hyl - phenyl ) - 4, 5-

-CI(Z-ethoxy-4-trifI uor

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-cyanomethyl-N-methyl-acetamide
was prepared in an analogous manner as described in example 8. LR-MS: 701.5
[(M+H)"].
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-1-(3-hydroxy-piperidin-1-yl)-ethanone
was prepared in an analogous manner as described in example 8. LR-MS: 732.5
[(M+H)"].
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di hydr o-i m dazol e- 1- car bonyl ] - pi peri di n-4-yl am no} - N- i

sobut yl -acet am de was prepared in an anal ogous manner
w@200dms3pT bed i n exanmple 8. LR- M5 718.5 [ ( MtHCHEP2004/006176

Exanpl e 181

2-{1 -[ 4, 5-Bi s-(4-chl oro- phenyl y92-(2- et hoxy-4-trifluor

onet hyl

di hyd rzo{ﬂfpﬁ ﬁk@o(l‘le&fmeaah@aﬂ%% Cpsthewr ¢itnlucrpmetivhohenided.5-

talli\h}dleo—\i@‘ﬁda@él@ﬂa&a@’@oﬂyﬂ @Ee@B@Lpglgle- £ Q:‘ihyl) N-methyl-
described in exanpl e R- VS: 44l Nkég L
E)?g%ﬁné e was prepared in an analogous manner as described in example 8. LR-MS:

1808.5{(Mf-81)5L Bi s- (4- chl or o- phenyl ) - 2- (2- et hoxy-4-trifl

uor onet hyl - phenyl ) - 4, 5-

di hydr o-i m dazol e-1| - car bonyl | - pi peri di n-4-yl am no}-N-(

2,2,2-trifluoro-ethyl)- acetam de was prepared in an

anal ogous manner as descri | nple 8. LR-ME:

744.5 [ (MrH) +]. Exanpl e 1@@&_2

2-{1-[4,5-Bis-(4-chloro-phenyl)-2

onet hyl - phenyl ) -4, 5-

di hydr o-i m dazol e- I-carbonw b=piperidi n-4-yl am no}- N (

2-methyl -allyl)- acetan1demas prepar ed i n an anal ogous

manner as described in qéﬁngﬁﬁg' RMB: 716.5 [ (M-H)

+]. Exanple 184 a CH, k

2-{1-[4,5-Bis-(4- chldfo phenyl)

-2-(2-ethoxy-4-trifluoronethyl - phenyl) -4, 5-

di hydr o-i m dazol e-| - car bonyl | - pi peri di n-4-yl am no}- N-(

| - hydr oxynet hyl - 3- net hyl but yl )
2-{4-(4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-

dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-isobutyl-acetamide was prepared in

(2-ethoxy-4-trifluor

an analogous manner as described in example 8. LR-MS: 704.5 [(M+H)™].
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N,N-bis-(2-methoxy-ethyl)-acetamide
was prepared in an analogous manner as described in example 8. LR-MS: 764.5
[(M+H)"].
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-acetam de was prepared in an anal ogous manner as
described in exanple 8. LRVE: 762.6 [(MH) +j

WE2@EPHWIALE5 T PCT/EP2004/006176
.2-{4-[4,5-Bis-(4-chl oro-phenyb%-z-(z-et hoxy-4-trifluo
ronet hyl - phenyl ) -4, 5- di hydr o7 m dazol e-

1l-ca I] 5:pi,per, azi n- 1-vi}~ethanesulfoni c _acy
a et R B RS SRt 2 GBI B el Phen)-2.5-
ditydogonislamderi erartasyl ggiperatio el -yl 1ethanmpémphslin 4R Ehanone was

; i ' -MS: *
SR U Shops G SR cpapnle B LS, T3t (A )
onet hyl - phenyl ) - 4, 5-

di hydr o-i m dazol e-| - car bonyl | - pi perazi n-1-yl}-ethanesu

| fonic acid am de hydrochl ori de was prepared in an

anal ogous manner as descr ilixample1d anpl e 8.

LR-MS:698.1 [ (M H)+]. Exanple 18f
2-(4-Acetyl -piperazin-1-yl)-N {7
(4-chl or o- phenyl ) - 2- ( 2- et hgxy
trifluoronethyl-phenyl)-4, 5- /o
yl]-piperidin-4-yl}-g§etam 8
anal ogous manner as %{(" n Ex)
LR-MVS: 773.4 [ (M- H +]-™11Y - Exanpl s
N-{l-[4, 5-Bi s- (4-chl oro- phenyl ) - 2- (2t et hoxy-4-trifl uor
onet hyl - phenyl ) -4, 5-.

[4, 5-bis-

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-furan-2-ylmethyl-N-methyi-
acetamide was prepared in an analogous manner as described in example 8. LR-MS:
7425 [(M+H).
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-[1,3]dioxolan-2-ylmethyl-N-methyl-
acetamide was prepared in an analogous manner as described in example 8. LR-MS:
748.4 [(M+H)"]. -
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di hydr o-i m dazol e-I| -car bonyl | - pi peri di n-4-yl }-2-(3-0x0

-pi perazin-1l-yl)-acetam d. e was prepared in an
wa@e@boeoes nmanner as described in exanple 9. PCT/EP2004/006176

LR-MS: 745.4 [ (MtH) +]. Exanpl e 489

I-({I-[4,5-Bis-(4-ch|oro-phenyP -2-(2-ethoxy-4-trifluo

r omet. hy|l ) - - .

o S AR o gty B

trifuoroyierhybipbenyl titAedibydredrtiéncyler b carbpayllpinseazifas -yl -ethanone
R¥a8 PRIackd il aﬁ'&nﬁ@%&ﬁgﬁﬁﬁxem&i@eﬂ iHegshple8d LROMS: 759.5

ixa [e 9. LR-M5:773.4 [(MtH) +]. Exanple
@6EE@{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethox7-4-trif

| uor onet hyi - phenyl ) -4, 5-

di hydr o-i m dazol e- 1- car bonyl ] - pi peri di n- 4-yl car banoyl }

-met hyl ) - pi peri di ne-3- carboxylic acid am de was

prepared i n an anal ogous leds3descri bed in

exanple 9. LR-MsS: 773.4 [2%&%2 +] o Exanple 191
I-({I-[4,5-Bis-(4-ch|oro-phenyl)léi(Z-ethoxy-4-trirIuo
romet hyl - phenyl ) - 4, 5- o
dihydro-inidazole-lw£@rbonyl]ﬂs o
met hyl ) - pi peri di ne-3-/ arboxquc a
prepared in an anal ogo anﬁngrwés
exanple 9. LR-Ms: 829. ( H) +].
N-{Il-[4, 5-Bis-(4-chloro-phenyl)-2-(
onet h. yl - phenyl ) -4, 5-

di hydr o-i m dazol e-| - car bonyl | - pi peri di n-4-yl}-2-(3-hyd

roxy-pj.peridi.n-I-yl)-acet ani S prepared i )
ana) Jg0RE vt HeterBE DR aT el ARG m Ry en) 4.5
BdlG:dMo-imidazole-1-carbonyl]-piperazin-1-yl}-acetyl)-piperidine-3-carboxylic acid
diethylamide was prepared in an analogous manner as described in example 8. LR-MS:
815.6 [((M+H)].

ar i dm 4-yl car banoyl } -
ki gdj et hyl ani de was
§scribed in
fpl e 192
@t hoxy-4-trifluor
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- 2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-cyclopropyl-acetamide was prepared
in an analogous manner as described in example 8. LR-MS: 688.4 [(M+H)"].
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[(M+ H)+]. Exanple

193N-{I -[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifl
waieoosoetoby| - phenyl ) - 4, 5- PCT/EP2004/006176

dihydro-inidazole-l-carbonyl]ggiperidin-4-y|}-2-(4-hyd

roxynet hyl - pi peridin-1-yl)- a Pani de was prepared in

?20?23k¥%$i52?£9%§%e%%§9 4—kﬁg&xogc?—él—et)r(iﬁggrlo?ne%hyl%em)—4,5—

NhHrd-dmidaRile- (Asteimnlyl rrophanyll-yli-2edtd) -witrenaojn -2-qneids pogpared in

%HEBQ%%&B 'ﬁ%ﬂl\ﬂe) as4degeri g*ﬁé( %a%'}ﬂlgk.dﬁﬁ%§:'73l.5 [(M+H)™].

-carpbonylT-piperidin-4-yl}-2-

[ bi s-(2-hydroxy-ethyl)-am no] - acetam de was prepared

in an anal ogous manner as described in exanple 9.

LR-MS: 750.4 [(M+H) +]. Exanple 195 - \Jt P~\ CH

N-{|-[4, 5-Bis-(4-chl oro- pample 53¢ 2. et hoxy-4-trifl uor

onet hyl - phenyl ) - 4, 5-

dihydro-inidazole-l-carbonyl]fp]@ ridin-4-yl}-2-(1,4-d

I oxa- 8- aza-spiro[ 4.5] dec- 8« acet am de was prepared

in an anal ogous manner as desetriBed in exanple 9.

LR-MS: 788.4 [(MrH) +]. % 2 | CO
CH, N{l-[4,5-Bis-(4-c )- pHe | ;(2-ethox7-4-trif|
uor onet hyl - phenyl ) -4, 5- di hydro-i m_&azol e- 1-carbonyl ]

- pi peridin-4-yl}-2- [bis-(2-nethoxy-éthy|) -am no] -

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-(2,2,2-trifluoro-ethyl)-acetamide was
prepared in an analogous manner as described in example 8. LR-MS: 730.5 [(M+H)™].
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-acetamide was prepared in an analogous
manner as described in example 8. LR-MS: 648.4 [(M+H)™].
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acetam de was prepared in an anal ogous manner as
described in exanple 9. LR-MS. 778.4 [ (MtH) +].

wWE2@sPHB®IL97 H3IC | PCT/EP2004/006176
N-{I-[4,5-Bis-(4-chloro-phenyl 1612—' (2-ethoxy-4-trifluor
onet hyl - phenyl ) - 4, 5-

(1 Sl R oAt P PadatlddshamD

plilepho-dohidaaolanl -carbbmydo pipermaim étyl} e, Ntdisthil tasefainifle was prepared in

e : A ] Ja. 7ERX 1N
TRRo e g A TP, R H S PR I o
onet hyl - phenyl ) - 4, 5- ‘

di hydr o-i m dazol e-| - car bonyl ] - pi peri di n-4-yl } - 2- net hyl
am no- acet am dewas prepared in an anal ogous manner as
described in exanple 9. LREXENPRISIA [ (MH) +].

Exanpl e
@

199N-{I -[ 4, 5-Bi s- (4-chl or o- phen
di hydro-i m dazol e-1 - car bonyl Q'o peridin-4-yl}-2-dinmeth

)-2-(2-ethoxy-4-trifl
uor onet hyl - phenyl ) - 4, 5- a

yl am no- acet am de was prep an~anal ogous manner
as described in examI:ML ‘I&:QFO. 4 [(NHH) +].

Exanpl e 200 "

2- Ami no- N-{| -[ 4, 5- bi s- (4-chl or o-phenyl ) - 2- ( 2- et hoxy- 4-
trif I21b#—Eﬁﬁ}’Bﬁﬁy{lL-@ﬂ@nwp})enyl)-2—(2-ethoxy-4—tr1ﬂuoromethyl—pheny1)-4,5—
gdr%ﬁyggbn}{ﬁﬁa‘%biem-gﬁ’ggbﬁ}ggéﬁefzﬁp‘i‘)&'l}lNP(izpﬁéﬂh?l'—ﬁlbffff-é/dela-nﬁ@@b\ras

In

imemﬁs@p&%ﬁ%&gmgngg?s nqaglpigg USC]x_grErllTJPeeg. I?f?—NPSe %85’5 kfﬁ\shH)J“].
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy—4-trilﬂuoromethyl—phenyl) -4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-( 1-hydroxymethyl-3-methyl-butyl)-
acetamide was prepared in an analogous manner as described in example 8. LR-MS: -
748.5 [(M+H)"].
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Exanpl e 201 2- (4- Acetyl - pi perazin-
1-yl)-1-{4-[4, 5-bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-

wao eiosloeseppret hyl - phenyl ) - 4, 5- di hydr o-i m dazol ePCT/EP2004/006176
1- carbonyl ] - pi perazin- 1-yl}- eggﬁnone was prepared in
an anal ogous manner as describ in exanple 9. LR M5
759.4 [ ( +] . anpl e
2024 Z(t[é* M;S F)Jf 4 @%OE@CB@&@ -ihergtiGugromstiylphenl}-H>-

|cﬁh}kﬂﬂbﬂﬂi&idﬁyle]pl?e&b{ylh})l]-ﬂl,p&amn— -y1}-1-[4-(2-hydroxy-ethyl)- p1per1d1n 1-yl]-

eﬁl?%igpg}vhmp%% y]iefl ué an g@al%%ﬂl}é [n%anner ;1e§rda<e%clr1rl])e% n %Xeamv%e 8. LR-MS:
picepaf@d+Hlan anal ogous manner as described in

exanple 9. LR-MS: 732.2 [(M+H) +]. Exanple 203

| -(2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifl
uor onet hyl - phenyl ) -4, 5-

di hydr o-i m dazol e-1| - car bony gpazin-1-yl }-2-oxo- et
hyl ) - pi peri di ne- 4- carboxyrr%hg*rg“anide was prepared

in an anal ogous manner as describgd in exanple 9

LR-MB: 759.4 [(M+H) +]. Exanple 20X
I-(2-{4-[4,5-Bis-(4-ch|oro-p‘4@ -2-(2-ethoxy-4-trifl
uor onet hyl - phenyl ) - 4, 5- - an
di hydr o-i m dazol e- I-carﬁEP%rK;pﬂ@e ih-1-yl}-2-oxo-et
hyl') - pi peri di ne- 3- carboxy it acid an yde was prepared

in an anal ogous manner as described i'n exanple 9

LR-MS: 759.4 [(M+H) +]. Exanple

2051 - (2-{4-[4,5-Bi s- (4 chloro phenyl)-2-(2-ethoxy-4-tr

i f1 uoromet hyl - phenyl) .

di hy dr-t-[45disa Fléom—hmlan%; -ethppetdsiflporomqthyl-phsyy)4.5-

t i} droRbR@sZoRL ﬂ%ar%oﬁﬁfjﬁq:)éﬂzﬁﬂl 1-y1}-1-(4-hydroxymethyl-piperidin-1-yl)-

ethanone was prepared in an analogous manner as described in example 8. LR-MS:
746.50 [(M+H)"].
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-1-(1,4-dioxa-8-aza-spiro[4.5] dec-8-y1)-
ethanone was prepared in an analogous manner as described in example 8. LR-MS:
774.50 [(M+H)"].

Example 164



acid di ethyl am de was prepared in an anal ogous manner

as described in exanple 9. LRVS: 815.6 [(MH+H) +].
wWE2@EPHB9I206 PCT/EP2004/006176

I-{4-[4,5-Bis-(4-ch|oro-phenylabg-(z-ethoxy-4-trifluor

onet hyl - phenyl ) - 4, 5- ) )

di hyd 4o car,bo pi.pera
et Pyl Sh{r B S0y B b e b s PR -
amam@omdmm B{Calbsnyiléwelrmdlmh meaa]ﬁpp@eﬁdln@{%rc@boxyhc acid
719 B

v‘@ép s 3 ARIP s S Sl S ammpls 8 RS 70
pHMﬂyIﬂ) 4, 5-
di hydr o-i m dazol e-1| - car bonyl | - pi perazin-|-yl}-2-[nethy
I -(l-methyl-pyrrolidin-3-yl)- am no] -ethanone was
prepared in an anal ogous manner as described in
exanple 9. LRVS: 745.6 [ (Mgkd léyﬁmple 208
| -{4-[4, 5-Bi s-(4-chl oro-ph -(2- et hox7-4-trifluor
onet hyl - phenyl ) - 4, 5-
di hydro-i m dazol e-I - car bonyl ] -
roxy-pi peridin-I-yl)-ethas
anal ogous manner as describ
LR-MS: 732. 6 [(M+H) +]. Exappl e cHy
| - {4-[4, 5-Bi s- (4- chhor g~Oheny
onet | iyl -phenyl)-4,-5-"di hydr o- imi oa
1- car bonyl ] - pi perazi n-
1-yl }-2-(2-hydroxy-ethyl am no) - et hanone was

razin-l-yl}-2-(3-hyd
wals prepared in an

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-(tetrahydro-furan-2-ylmethyl)-
acetamide was prepared in an analogous manner as described in example 8. LR-MS:
732.5 [(M+H)"].
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2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-(3-hydroxy-propyl)-acetamide was
prepared in an analogous manner as described in example 8. LR-MS: 706.30 [(M+H)™].
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prepared in an anal ogous manner as described in
exanple 9. LR-Ms: 692.3 [(MtH) +] . Exanple 210
wO 2¢04/0p3095- Bi s- (4- chl or o- phenyl ) - 2- ( 2- et hoxy- 4PCT/EPL000006176
onetl iyl -phenyl)-4 55-
di hydr o-i ni dazol e- 1 - car bonyl ] = pi%er azi n-1 -yl } - 2- (4- hyd

roxynmet hyl - pi.peri.di n-1.-yl)-e one , wa repal [ N =
nal GOt G TR JE TO B A ey TR e .
Td#BydtoliaMiddple} 1-cikanyl] -pip2didin-4-ylamino}-N-methyl-acetamide was prepared
[-{4-[4, 5- Bi s-(4- - -12=( 2net o irfrityor

OIH’(%‘F ﬁ%?l_og%uesnri}?éqei %g{i&&qb &g %ﬂr)lpl% B\ %ReM@ &M S (MAH Y

di hydr o-i m dazol e-| -carbonyl ] - pi perazin-l-yl}-2-[bis-(

2- hydroxy-et hyl )-am no] - ethanone was prepared in an

anal ogous manner as described in exanple 9. LR M

736.4 [ (M+H) +]. Exanpl e 2Egample 168

| -{4-[4, 5-Bis-(4-chl oro-phenyl)-2«(2-ethoxy-4-trifluor

onet hyl - phenyl ) - 4, 5- O

di hydr o-i m dazol e-| - car bonyl] -pi p€
hoxy- et hyl am no) - et hanone vvas e
manner as described in e amp@ 9/
H) +] . Exanpl e W°T§J ”ﬂg
2131 -{4-[ 4, 5-Bi s-(4- g:p or o- phenyl ) -
uor onet hyl - phenyl ) -4, 5-

di hydr o-i m dazol e- 1- car bonyl ] - pi perazin-1-yl}-2-[bis-(
2- met hoxy-et hyl )-am no] - et hanone was prepared in an

anal %FF—%E?]Q?-C@&Q ﬁéé‘rfyl.z)g’%‘{b-ieﬂlomnﬁ’iﬂ%oﬁ)métﬁylhﬁienyl)—4,5-

razin-1-yl}-2-(2-met
pared i n an anal ogous

{2-ethoxy-4-trifl

764.
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(2 -methoxy-1-methyl-ethyl)-

acetamide was prepared in an analogous manner as described in example 8. LR-MS:
734.5 [(M+H)™].

Example 169
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2-{1-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N- (2-methoxy-ethyl)-acetamide
was prepared in an analogous manner as described in example 8. LR-MS: 720.5
[(M+H)"].
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| -{4-[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - phenyl ) -4, 5- di hydro-i m dazol e- 1- car bonyl ]

WO piogeozgi n- | - yI }-2-( PCT/EP2004/006176
[ 1, 3] di oxol an- 2-yl net hyl - nethylan1no) et hanone was
prepared in an anal ogous nmannerVas described in
exanple 9. LRVMS: 748. 6
| - { 4- N4B&@izgosy- eﬂ{ldﬁl%b@iérﬁbm PLEHY(l)Zz'réTEWZfL -friffuororgpthyl-

Pﬁér%}')l 4,5 ‘ﬁgﬁﬂlr& Ahidazole-1- carbonyl -piperidin- 4—y1am1no }-acetamide was

ol e-| - car bon per az

APACHBRe8 i A ARAGERS ﬁ}aélﬁarr %Sdiyef%lbgﬂ 1%??%?1“8’3%% XW% égwm)
Exanpl e
2161 - {1 -[ 4, 5-Bi s-(4-chl oro-phenyl )-2-(2-ethoxy-4-trifl
di hydr o-i m dazol e-| - car bonyl | - pi peri di n-4-yl }-3-met hyl
-thi ourea was prepared in an anakegous manner as
Exanpl e 217
| -{1-[4,5-Bis-(4-chloro- %L?mﬁj “&f,hoxy-4-trifluor
di hydr o-i mi dazol e- | - carBOnyl | - plﬁerl fn-4-yl}-3-
rhenyl -thiourea was prepared in an anal ogous manner as
Exanpl e 218
4- 4, P -2- (:2- et -4-trif] B4 5-
Chyl - oo D e BloRyRPE B st o tictoh el PRERIEL S

R SERL n[(M+H
Bl T gD SIS Axipts SRLOSCS [0 )
2191 -{4-[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifl

described in exanple 9. LR-Ms: 662.1 [(M+H)+].
uor onet hyl - phenyl ) - 4, 5- Example 171
descri bed in example 10. LR .3 [(MtH) 4]
onet hyl - phenyl ) - 4, 5-
described in exanple 10. LR-Ms: 740.3 [(M:H) +].
| ditydhwinyidhzqle-pememingl-pipaitibdt Jlavinp} ¥ imethpenidctanide was
uor onet hyl - phenyl ) - 4, 5-

Example 172
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2-{1-[4,5-Bis-(4-chloro-phenyl) -2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-( 5-methyl-furan-2-ylmethyl)-
acetamide was prepared in an analogous manner as described in example 8. LR-MS:
756.5 [(M+H)™].

Example 173



di hydr o-i m dazol e-| - car bonyl ] - pi per azi ne-1| -carbonyl }-p

i perid.ine-4-carboxylic acid am de was prepared in an
wa@e@boeoes nmanner as described in exanple 11. PCT/EP2004/006176

LR- MS: 745.5 [ (M- H) +]. Exanple 220

S—Cxo plpera2|ne I-carboxyllca

rif) Gongiee SRy alq%% O et phepyl)et

nYliHydgo- Elﬁfdlaﬂdlél-lélca)fddrryﬁnplﬁMﬁ Jpyleparaddl - (Atriftucaomkhybpiperidin-1-

e as descri

ryrethasbng YRS BLbRreth i dp SRR e B difernfilfh Gyl 5. LR
479%@@4%10*{1-[4 5- bi s- (4- chl or o- phenyl ) - 2 (2-
et hoxy-4-trifl uoronethyl - phenyl) -4, 5-di hydro-i m dazol e
-1 -carbonyl ]-piperidin-4-yl}- anide) was prepared in
an anal ogous manner as described in exanple 11.
LR-MS: 759.5 [(M+ H) +]. ExaqilaSinle
2223-{1-[ 4, 5-Bi s-(4-chl oro-%
uor onet hyl - phenyl ) - 4, 5-
di hydro-i m dazol e-1 - car bon -oiperidin-4-yl}-l,I-dine
thyl -urea was prepared, i n ag gﬁ

xiogous manner as
descri bed in exanple 11 L 676 4 [(MrH) +].
Exanpl e 223

[4,5-Bis-(4-chl oro-phenyl -29(2 et#f%q&;i tri nuor onet hy

| - phenyl) -4, 5-di hydr oi mvtkazol -

| -yl]-(4-piperazin-|-ylmethyl-piperidin-I-yl)-nmethanon

ehydrochl ori de was prepared in an analogous manner as

descri bed in pxa le 13. LR-NMS: 688.4 é +]

ExanpPd 194 4-Bis-(4-chloro-phenyl)-2-(2- ethoxy-4-tri uoromethyl -phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-propyl-acetamide was prepared

in an analogous manner as described in example 8. LR-MS: 704.5 [(M+H)'.

-(2-ethoxy-4-trifl

Example 175
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2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-methoxy-N-methyl-acetamide
was prepared in an analogous manner as described in example 8. LR-MS: 706.4
[(M+H)"].
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[4,5-Bi s-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoro
nmet hyl - phenyl ) - 4, 5-

walrivgdowt m dazol - 1-yl | -{4-[ 4- (2- hydr oxy- et hy| PEPEPEO&ER06176
in-1-ylnethyl] -phenyl}- nmethanone hydrochloride was
pr epar ed |n an anal ogous nanneT(Hé descrlbed in
exanpl e R-MS. 741, 6 [&
225[ 4251 4 %& -(érahlare-nheer P)(ZzeﬂeWr%érpﬂ%mﬂwl-Ph?rml)# 5-
Oﬁﬁ?ﬂt@ﬁhrd&h@@-}d@ar@o@i - 1per1d1n 4—ylam1no} N-(2-cyano-ethyl)-N-methyl-

arm 6&2‘9 %?eﬁa%refl li)laﬁ,gp $C§“55ﬁ er f jiS %%&%l}ﬁgﬂaﬁymple 8. LR-MS:

hV@?@éﬁM@HDde was prepared in an anal ogous manner as
described in exanple 14. LRVS: 763.3 [(MtH) +].
Exanpl e 226 H H3
[4,5-Bis-(4-chl oro-phenyl)-2-(2-isopropoxy-4-trifluoro

net hyl - phenyl ) - 4, 5- dlhydr Ja

1-yl]-(4- dlethylan1nonethyk—pﬁ%ﬂyiii-nethanone
hydrochl ori de was prepared in aff anal ogous manner as
described in exanple 14. LR-M5:{ §82.3 [(M-H) +].
Exanpl e 227 o
[4,5-Bi s-(4-chloro-phenyl)-2 ifs C%poxy 4-trifluoro

met hyl - phenyl’) - 4, 5- di hydr yl]

- (4- pi perazin- I-ylneth f&ﬁgggﬂkg hanone
hydrochl ori de was prepaﬁeéuln an arfaFogous manner as
described in exanple 14. LR-M5: 695.3 [(M+H) +].

Exanpl e

228[ 4- (4- Ami no- pi peridi n-1 -yl met hyl ) - phenyl]-[4, 5-bi s-

(4 Chz-didéc,ﬁrﬂ@mﬂ): r¢-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
aﬂpﬁffmai’oﬁ ﬁl&%ﬂ&&}}%éﬂdln@"w&ﬁbﬂo} Necpirfiine O By

-1-yl]-meth agone
acetamlde Was prepared in an analogous manner as described in example 8. LR-MS:

715.5 [(M+H)™].

Example 178

2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-1-(3-hydroxy-piperidin-1-yl)-
ethanone was prepared in an analogous manner as described in example 8. LR-MS: 746.5
[(M+H)"].
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hydrochl ori de was prepared in an anal ogous manner as

described in exanple 14. LRMS: 709.3 [ (MtH) +].
wWEx@sjohm9229 PCT/EP2004/006176

I-(4-{4-[4,5-Bis-(4-chloro-phen¥u2-2-(2-isopropoxy-4-t

ri fluoromethyl - phenyl) - - 108 -

4, 5-dihydr o-i,m dazol e-1 -carbonyl ] - benzyl } - pi perazin-1 -
y|)-eé%éﬁ%%%bﬁy@%égﬁpdﬁw& 5ﬁb&XﬁLgﬁhﬁéﬁﬂVWDawﬂwﬁphﬂnd%45—
anthjeiyoisidmaleel-cabomiés pipehe-4-fla@XasPNE 214ydroxy-ethyl)-N-methyl-

LR-\VB. 737 MeH) . +] .. _Exanpl e 230 a1
Nagb@‘@[‘ﬁ%%éfé?aﬁ lf.alé’hﬁngﬁsgﬁﬁq%ﬁ@frﬁf?2%82@?%%%%&2&%84.1@-M&
ri720.4d(MrrEDRY| - phenyl ) - 4, 5- di hydr o-i ni dazol e-

1-carbonyl] -benzyl}-piperidin-4-yl)-acetam de
hydrochl ori de was prepared in an anal ogous manner as
described in exanple 14. LR-M5:751.4 [(MH)+]. Exanple

2314-{4-[ 4
5-Bi s- (4- chl or o- phenyl ) - 2- (XARII80 v 4-trifl uor onet
hyl - phenyl ) -4 >5

di hydro-irni dazol e-I| -carbonyl ] - be
hydrochl ori de was prepared irf
described in exanple 14. LR Mx:
Exanpl e 232 L~ O~
[ 4, 5- Bi s- (4-chl or o- pheqyt)'- 2- (2-is0
nmet hyl - phenyl ) -4, 5- di hy#ro-i m dazol* ¥
1-yl]-[4-(2-hydroxynet hyl - pi peri di n-
1-yl net hyl ) - phenyl ] -nethanone hydrochl ori de was
prepared in an anal ogous nanner as described in

exanpld 1 14,5-BirNt:chipga-phepy e (Rhethoxy-4-trifkerpinethyBBhenyl)-4,5-

dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-isobutyl-acetamide was
prepared in an analogous manner as described in example 8. LR-MS: 718.5 [(M+H)™].

yl } - pi per azi n- 2- one
al ogous manner as

A(MH) 4]

poxy-4-trifluoro

Example 181
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2-{1- f4,5-Bis-(4-chloro-phenyl)—2—(2-ethoxy—4-triﬂuoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-acetamide was prepared in an
analogous manner as described in example 8. LR-MS: 662.4 [(M+H)*].
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| -{4-[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-isopropoxy-4-trif
| uor onet hyl - phenyl ) -4, 5-
wal2dvg@ozmoT m dazol e-| - carbonyl ] - benzyl } - pyrrol i BETYEPRW€B06176
rboxylic acid methyl ester hydrochloride was prepared
in an analogous manner as descr 1fed |n exanpl e 14.
LRVS: 7 mpl e 234
aH 425 135435 v (érHﬂL%ﬂfa P&ﬁ%ﬂ%z)Qzeﬂ(lQXYr%éfﬁﬂWQWfMI-Ph?rmlb‘l 5-

Ordiﬁ;ﬁh‘r@—)(ﬂmd&h@l@%@ar@orﬁd |-piperidin- 4-y1arn1no} N-(2,2,2-trifluoro-ethy, l -
i_m daz

oI|n Ineth I
A R R S ot S B e n%ﬁaﬁglggy LR-MS:
miMméﬂ(M&Hié]scrl bed in exanple 14. LR—I\/IS 696.3 [ (M
H) +] . Exanpl e 235
[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-5-trifluoroneth
yl - phenyl ) -4, 5-di hydr oi m dazol -

1-yl]-[4-(4-pyrrolidin-1-ylgpi 4 n-1-yl net hyl)

- phenyl ] -nethanone hydrocg?%?@@%igns prepared in an
anal ogous manner as described in gxanple 14. LRMVS:
749.4 [(MH)+]. Exanple 236 H [
[ 4, 5-Bi s-(4-chl oro- phenyl) -2+ et
yl - phenyl) -4, 5- dlhydr0|n1dazol- N/

oxy 5-trifluorometh

| -yl ]- (4-di et hyl ani nomet h ( &t hanone
hydrochl ori de was prepaget |n an an gous manner as
descri bed in exanple 14 “LR- MS: 668.717[ (M+ H) +].
Exanpl e

2374-{4-[4,5-Bis-(4- chloro phenyl)-2-(2-ethox7-5-trifl

uor onet hyl - phen X Ll
2-{1-[4,5-Bis-~ oro- phenyl) -2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-

dihydro-imidazole- 1-carbonyl]-piperidin-4-ylamino}-N-(2-methyl-allyl)-acetamide was
prepared in an analogous manner as described in example 8. LR-MS: 716.5 [(M+H)™].

Example 184
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2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(1-hydroxymethyl-3-methyl-
butyl)-acetamide was prepared in an analogous manner as described in example 8. LR-
MS: 762.6 [(M+H)"].

Example 185
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di hydr o-i m dazol e-| - car bonyl ] - benzyl } - pi per azi n- 2- one

hydr ochl ori de was prepared in an anal ogous nmanner as
waleasnider i n exanple 14. LR M5 695. 3 [ (M+H) BET/EP2004/006176

Exanple 238 0

[ 4, 5- Bi s- (4-chl oro- phenyl ) - 2- (41@t hoxy-5-trifl uoroneth

yl - phenyl ) -4, 5-di hydr oi m dazal - )

| - yI | 244 SbrEinét-ichono-pheryhn3A2-sthemy 4y Uifeormerhd-piggyl)-4.5-

pﬂﬁzgfo%iﬂ&o?@ 1 f&@fb'oﬁglg FRANALy pethde&aIfbRRdcidMimethylamide

exafipl e 14. LR—NS:ﬁf : [g%?kg +L. Ex%' | %39 H LR-MS:
| bydroghlomdemivas Rrapart By BL PRSP melpd ag ngeg? I eppplr :
ompt hyhaaEny| ) -4, 5- o
di hydr o-i m dazol e-| - car bonyl ] - benzyl } - pyrrolidi ne-2-ca
rboxylic acid nethyl ester hydrochl oride was prepared
i n an anal ogous manner as described in exanple 14.

LRVE: 724.3 [(M+H) +]. Exagple 24
O H4- {2-[ 4, 5- Bi s- (4- chl or 0 38 (2-ethoxy-4-trifl

uor oi net hyl - phenyl )-4 J5-

di hydro-im dazol e- 1 -sul f onyl
hydrochl ori de was prepageg~j nyan anal ogous manner as
descri bed in exanpl eol5. ; 69.2 [(MrH) +].

Exanpl e 241 O H " L
{2-[4,5-Bis-(4-ch|oréibﬂéBWHj- f&thoxy-4-trif|uorom
et hyl - phenyl ) - 4, 5- ° F

F e

t hyl } - pi perazi n- 2- one

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-ethanesulfonic acid amide hydrochloride

was prepared in an analogous manner as described in example 8. LR-MS: 698.1
[(M+H)™.

Example 187
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0

2-(4-Acetyl-piperazin-1-yl)-N-{1-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
trifluoromethyl-phenyl)-4,5-dihydro-imidazole- 1-carbonyl] -piperidin-4-yl}-acetamide
was prepared in an analogous manner as described in example 9. LR-MS: 773.4
[(M+H)"]



di hydr o-i m dazol e-| -sul fonyl ] -ethyl }-di et hyl -am ne
hydr ochl ori de was prepared in an anal ogous nmanner as
walewsioddped i n exanple 15. LR MS: 642.2 [ ( MrH) BR{T/EP2004/006176
Exanpl e 242
2-(4-{2-[4,5-Bis-(4-chl oro-phedyl)-2-(2-ethoxy-4-trifl
uor onet hyl - phenyl ) -4, 5- di hydro-i m dazol e- 1-sul fonyl ]
-et hyl } - pi perazi n- | -yl) - eEsample ¥3dr ochl ori de was
prepared in an anal ogous manner ag described in
exanpl e 15. LR-MS: 699.3 [ (MH) Exanple 243 In
Vitro AssayThe ability of th ounds to inhibit the
i nteracti on between p53 and ot ei ns was neasured

by an HTRF (honbgeneous ti es {df | uor escence)
assay in which reconblnan tag d_MDM2 binds to a
pepti de that resenbles L%e« - int&racting region of
p53 (Lane et al.). Bi ndi of GST- ND\VR protein and

p53- pepti de (biotlnylated onits NNtermnal end) is
regi stered by the FRET (fluorescence resonance energy

tr ansfien) 4ehean b eHin LRy ethé @Jtﬁmlﬁeﬁuleﬂgﬁ‘p'henyl) 4,5-

anti bod and streptaV|d|nco Jug AIIo cocya
(mh@ro—u@éaquesl abosy Ptk Pera o egtpmide was

F@@d(ﬂgﬁ)ﬁ; bMldgdud ntninef & demibwm ébfanﬁﬂe QILLR-MS: 745.4 [(M+H)™].
con ai ning: 90 nM biotinyl ate peptide, 160 ng/m

GST- MDM2, 20 nM streptavi di n- APC ( Per ki nEl mer Wal | ac),
2 nM Eu-1 abel ed anti-GST-anti body (PerkinEl merWal | ac),

0. 2% bovi ne serum al bum n SA 1 di t hi ot hreit ol
(DTT) and 20 nNITris-boraté§§3ﬁ¥%é§¥¥88) buffer as
follows: Add 10 uL of GST-MDM2 (640 ng/m working
solution) in reaction buffer to u 4h wel . Add 10 uL

di | uted conpounds
:SO« iQ

4

NH,

1-({1-[4,5—Bis-(4-chloro—phenyl)-2-(2-ethoxy—4-triﬂuoromethy1-phenyl)-4,5—
dihydro-imidazole-1-carbonyl]-piperidin-4-ylcarbamoyl}-methyl) -piperidine-4-
carboxylic acid amide was prepared in an analogous manner as described in example 9.
LR-MS: 773.4 [(M+H)"]. )
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(1:5 dilution in reaction buffer) to each well, m x by

shaki ng. Add 20 uLbiotinyl ated p53 peptide (180 nM
WOoweosiong®9sol ution) in reaction buffer to each nel/EPZENH006176

m x on shaker. Incubate at 37C for 1 h. Add 20 uL

streptavi di n- APC and Eu-anti-GS¥l%nti body ni xture (6

nM Eu-anti-GST and 60 nM streptavi di n- APC wor ki n

sol ut iloﬂ)l-[rlr?- t?bhr%whml}ﬂd?ﬂh%ﬁ-@t@@ommﬁgmnﬂ)~4,5-

t elipelratitidzber1-30boh iad-HRAGaH Ry dnéch]l flph 23
reader at, 665 a}mn}cjp 11f51 nm (Vi Ctag?yg B YiREiAR

| at,e , Petkir .

EI C%’téb%ll‘ﬁ g amyde Wi PTPBESEi P 2R 4Palpgdis madysh ﬂ%é%f%d in example 9.
pURecNess 8084 f(@f+13)'gma Chemrical Co. | C50s showi ng

bi ol ogi cal activity that applies to conpounds of the
subject matter of this inveikdmplenanges from about

0.020 uMto about 5 uM Specific data for sone

exanpl es are as follows: Exanple 0O (mM¥ 6 0.100 16

1.740 26 0.800 36 4.260 176 O, ains : 1. At |east

dﬁof formula I X

1-({1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylcarbamoyl}-methyl)-piperidine-3-
carboxylic acid diethylamide was prepared in an analogous manner as described in
example 9. LR-MS: 829.5 [(M+H)™].

Example 192
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N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-(3-hydroxy-piperidin-1-yl)-acetamide
was prepared in an analogous manner as described in example 9. LR-MS: 746.4
[(M+H)].
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X3 is lower alkoxy; Ris selected fromthe group
consisting of O=S=O[ N O HNTJ andR6 'R wherein R is

W@ elsobmwa7 from t he group consi sting of NI owerP@l/ER3004/006176
unsubstituted heterocycle and heterocycle substituted
by one or nore substituents selEéted fromthe group
consisting of NH2, NH C(O) -I ower al ky vi/e
al kyl N-&&- 51ché4~ddPRCbR19€nYBx%(2 HOOEF 6ctyléhueronaﬂlay rRfRerD-45-
a'dhtgaalr&%ﬂah&ene@ar%;JFW mnﬁﬁqua @ehﬁﬁbﬁ}dnéthﬁfplpendm 1-y1)-
hydriogen, %}%/ nd | ower al kox R% | ect ed
R PR s Rgnar e SSE o Ferah SOy ErET PSR MS:
al7kgl7 [@ubsh)ituted with R7, aryl, | over al koxy, and
| ower al kyl ;

Example 194

N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1 -carbbnyl] -piperidin-4-yl}-2-[bis-(2-hydroxy-ethyl)-amino]-
acetamide was prepared in an analogous manner as described in example 9. LR-MS:
750.4 [((M+H)"].

Example 195
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N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-(1,4-dioxa-8-aza-spiro[4.5] dec-8-yl)-
acetamide was prepared in an analogous manner as described in example 9. LR-MS:

788.4 [((M+H)"]. Example 196
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R4 is selected fromthe group consisting of C(O-Iower
al koxy, |ower al koxy, CH2-N-I|ower alkyl,
w@kisietoer ocycl e, CH2- het erocycl e substitut ed PYT/BRIHN4/006176
aryl, NHC(S)-NIlower alkyl, NHC(S)-Naryl, NHC(O-R
8, N al kyl substltuted by C(O) R146, and
IS se romth roup

trifl o

consi mEF %E W&lﬁrea &a?tBPXYs%‘égil?fﬁfft?&%?hsnﬂ -4,5-
s dibstid- Hﬁﬂhzcﬂ@ﬂ&ﬁﬂﬁﬂlyﬂr ﬁérldaﬂ\@‘-ylpebl{BiSY(Zaxﬁétthﬁ@ -amino]-
C%cel@aNﬂle %\%E{Jraeﬁar in alg:(cl logous Jannegs(}escrlbegl in exa 9 LE MS:

778.4 [((M+H)"].

Example 197
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N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-([1,3]dioxolan-2-ylmethyl-methyl-
amino)-acetamide was prepared in an analogous manner as described in example 9. LR-
MS: 762.4 [(M+H)*).

Example 198
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N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-methylamino-acetamide was prepared
in an analogous manner as described in example 9. LR-MS: 676.4 [(M+H)™].

Example 199
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| ower al kyl substituted by a substituent selected from

Rl and C(O-R"; R<Hbis selected fromthe group
wa@oemsiostopng of | ower al kyl substituted by - N | B@EEP2004/006176

al kyl, I ower alkyl substituted by heterocycle, |ower

al kyl substituted by heterocyclldSsubstituted by one or

two substituents selected froml ower alkyl

al ky| Nsiibft3-Bist @echbgrottenpxy2 (2 eslaesy- @tu%or@g@g}whpbﬁ@é) 4,5
béhhlygf’gefmiﬁlah) 8(¥4caf’d?)qlgﬁ gﬁperﬁznhlsyl}s—@l(ﬁﬁ%ﬁ'&laﬁlﬁﬂlaté’c@rmde was

group consi stin :
hBtepRISEriTy AD ah@@%}%é@ﬂéxn@r a%fke@%ﬂqbég éxaé%lﬁe Pi ﬂﬂh@é G904 L(M+H)"].
oxo, N-lower alkyl;and aryl substltuted by a
substituent selected from the group consi sting O SO2NH
, lower al koxy and hydroxy; R 8 is selected fromthe
group consi sting of N-Iomemmghh%ézometerocycle,
het erocycl e substituted by a subsgituent selected from
the group consisting of oxo,

2-Amino-N-{1-[4,5-bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-
4,5-dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-acetamide was prepared in an
analogous manner as described in example 9. LR-MS: 662 [(M+H)"].

Example 201
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2-(4-Acetyl-piperazin-1-yl)-1-{4-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
trifluoromethyl-phenyl)-4,5-dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-ethanone

was prepared in an analogous manner as described in example 9. LR-MS: 759.4
[(M+H)™].

Example 202 le 202
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C(O-NH 2 and (O -NH|ower alkyl, CH2-R9 and CH2- R10;

RO is selected fromthe group consisting of NH2,
wokdosmezooal kyl , N-|1ower al kyl substituted by aPCT/EP2004/006176

substituent sel ected from hydr oxy and | ower al koxy,

C(O - NH-lover al koxy, C(O) -NH-HdAzyl oxy, C(O

-heterocycl e substituted by a substituent selec

f r om ¢1(2{#déSehiefryhlose- phsrdﬂ)o%@ ethog-crdjuorpmes Snyl -ghenyl)-4,5-
@g?ffﬁ%@gi&g 1‘;%1;588?1 tr%légﬁﬁﬁé’lc‘}fl}ia c@dlibdetﬂm—@[pk@aéﬁi -@-one was
QPBUBFedonan SR AP 29 ﬁ%%uaﬁlkg’?amﬁif 2 ) LRS! 733% ().

C(O-N1I|ower alkyl, Iower alkyl substituted by

hydr oxy, hydroxy, | over al koxy and oxo; Rn is selected
from ower alkyl, and |ower alkyl substituted by a
substituent selected from tH@nple2E3 consi sting

¢
q Q Lo
JOHO @f

1-(2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 ~yl}-2-oxo-ethyl)-piperidine-4-carboxylic
acid amide was prepared in an analogous manner as described in example 9. LR-MS:

759.4 [(M+H)™].

Example 204

1-(2-{4- [4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-oxo-ethyl) -piperidine-3-carboxylic
acid amide was prepared in an analogous manner as described in example 9. LR-MS:
759.4 [(M+H)™.

Example 205



of al koxy, heteroaryl substituted by |ower alkyl,

cyano, and trifluoronethyl; R12 is selected fromthe
w@e@apoensi sting of | ower al koxy, NH2, N-| owePCHER3004/006176

N-|1 ower al kyl substituted by a substituent sel ected

from hydroxy and | ower al koxy, 1het eroaryl, and.

het erocycl e substituted by R; R 3 is sel ected from

the grtupt-tohdistd-edort plivaybrlo-sthoxméttefpegoppethyl- “phenyl)-4,5-
ﬁﬁ?&rbtlﬂﬁgﬁoﬁyl -Of¥60f41] %Mra@ﬁp§Iy!}t2l%ﬁ$~%t}§/@|—1ﬁ§taﬁ&in580dﬂboxyhc

rou consi sting alk I al o
@rr@ ewwgﬁmfy@ rears tlmnéanwfy S GRr lgFE Hupample 9. LR-
sM@sgllst@[rEMmp‘qfl ected fromthe group consisting of
| ower aryl and hal ogen, C(O -I|ower alkyl,
C(O-NH 2, C(O-NIower alkyl, oxo, and

Example 206

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin- 1-y1}-2-(2-dimethylamino-ethylamino)-
ethanone was prepared in an analogous manner as described in example 9. LR-MS: 719.7
[(M+H)"].

Example 207
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1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-[methyl-(1 -methyl-pyrrolidin-3-yl)-
amino]-ethanone was prepared in an analogous manner as described in example 9. LR-
MS: 745.6 [(M+H)"].



| ower al kyl substituted with - OC(OCH 3;Ris selected

fromthe group consisting of trifluoronethyl, |ower
wa@bdoglop3oar yl substituted by | ower al kyl, NH2, PET/BRE04/006176

al kyl, N-lower al kyl substituted by a substituent

sel ected from | ower al koxy, cyamdl-am no, and

trifluoronethyl heteroaryl, heteroaryl substituted by

a substituent selected fronkxaumplgP@lip consisting of

am no, hal ogen, hydroxy, oxo, C(O -Iower al koxy, | ower

al kyl and | ower al kyl substitut by hydroxyl,

het erocycl e and heterocycl e substjtuted by a

substituent selected fromthe g p consi sting of

hal ogen, hydroxy, oxo, C(O al koxy, |ower alkyl

and | ower al kyl substituted roxyl; R1S is

sel ected fromthe gr m§eh§ka{in of | ower al koxy,

cyano, trifluorometh}10 Y

F
F ¢

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-(3-hydroxy-piperidin-1-yl)-ethanone
was prepared in an analogous manner as described in example 9. LR-MS: 732.6
[(M+H)"].

Example 209
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1-{4-[4,5-Bis-(4-~chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-(2-hydroxy-ethylamino)-ethanone was
prepared in an analogous manner as described in example 9. LR-MS: 692.3 [(M+H)™].

Example 210
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[

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-(4-hydroxymethyl-piperidin-1-yl)-



N-1 ower al kyl, SO2-1ower al kyl, C(O -I|ower

al kyl , SO2- NH2, SO2- N-1ower al kyl, heteroaryl, and
whedosnadyrl e; Ri6 is selected fromthe group CPCBEBL0#06176

of | ower al koxy, NH2, N-Ilower alkyl, NI|ower alkoxy,

N-1ower al kenyl, N-ben2yloxy, -NHPower al kyl

substituted by R , heterocycle and heterocycle

sethenoneaasprefpreshia aranglpgout marner g Aessriaed iBeragrledodR-MS: 746.4

t[‘(mggpﬂ]lp consi sting of hydroxy, alkoxy,

trifluoronmethyl, C(O-lower alkyl, C(O-NH 2,

C(O-N1|ower alkyl, lower alkyl substituted by hydroxy

and oxo; R 7 is selected fromthe group consisting of

Example 211
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1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-[bis-(2-hydroxy-ethyl)-amino] -
ethanone was prepared in an analogous manner as described in example 9. LR-MS:
736.4 [(M+H)"].

Example 212
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1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-(2-methoxy-ethylamino)-ethanone

was prepared in an analogous manner as described in example 9. LR-MS: 706.3
[(M+H)™].

Example 213



C(O-lower alkyl, C(O-NH 2, CO-NIower alkyl,
hydroxy, oxo andlower alkyl substituted by hydroxy;
W@r@sBP9T s sel ected fromthe group consi sti ngPGI/EPZE006176
al koxy, cyano, trifluoronethyl, heterocycle and
hydr oxyl; or a phar amaceut | caI‘I §/Oaccept abl e salt or
ester thereof ... The conpound t%g cl a| rel n
F

and Yo {4l b5 Hi- Eﬂg@lﬁoroxeh%f F e Wé%{ﬂ P%qnget SérPé]c?P 4,5-
fdlﬁ?ﬂlbtignfﬂz[z@lhol—g%ﬁhﬁﬂJplitgaréﬁn-anﬂi} -Rbisk{e+mréthoR-ethgl)-amino]-
a?r?otn% was rp(r)er;r)]age Gn%h %Hﬁo%c?&%?&ne? % c?escrl%ed hil e)r(alg‘bll@él 'LR-MS:
764.4 [(M+H)™].

Example 214

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-([1,3] dioxolan-2-ylmethyl-methyl-
amino)-ethanone was prepared in an analogous manner as described in example 9. LR-

MS: 748.6 [(M+H)™].

Example 215

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-methylamino-ethanone was prepared

in an analogous manner as described in example 9. LR-MS: 662.1 [(M+H)"].

Example 216
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unsubstituted heterocycle and heterocycle substituted
by one or nore substituents selected fromthe group
w@omsiosiodpng of NH 2, NHC(O) -1 ower al kyl, C(O) -POIEP2004/006176
al kyl, C(O-I|ower al koxy, oxo, heterocycle, and | ower
al kyl substituted by hydroxy; RR2lis selected from
and methyl ;R 3 is selected fromth rou

hydr ogen r ) (emgl ﬁ

consi gtﬁlnk:jhbelSh(ét garphenylirét @rasogrr-&-trifiwasogiaphyRphend)-4,5-

IaFiﬁ%@qlﬁlg&aggeg{nﬁb&m%@r@?ﬁ@lﬂ-@gt@-ﬂ%@a lWAWBfepared in an
XY, XY, -

cuéﬁglﬂéwrfaw &s Eféﬂgb%fl EFURBIE 1 LRodd; 48edEMayoko,

aryl, NHC(S)-NIlower alkyl, NHC(S)-Naryl and

NHC(O-R 8; R5 is selected fromthe group consisting

of oxo,

Example 217

“

O R
sa/:‘CN‘{v%%(:ﬂ’
@ F

1-{1-{4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-3-phenyl-thiourea was prepared in an
analogous manner as described in example 10. LR-MS: 740.3 [(M+H)"].

Example 218
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4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-carbothioic acid phenylamide was prepared in an
analogous manner as described in example 10. LR-MS: 726.3 [(M+H)™].

Example 219
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heteroaryl, aryl substituted by a substituent selected

fromlower alkoxy and fluoro, C(S)-NIower alkyl,
w@e@rodsoaryl , C(O-CH 2-R12, C(O-R 13, SO2- RupemaPmve006176

al kyl substituted by a substituent selected fromR15

and C(O-R'; Ris selected fromlEhe group consisting

of lower alkyl substituted by -N-Iower alkyl, |ower

al kyl Jsub@i ?*(y&ﬁ@ddéwomheéwbc 63-ethomyd- -tri@werorzgthogltphenyl)-4,5-

s uliBfdrouirehB)e- h@:hﬁbﬁ?ﬂ%’ ShRraypRst- 'CJ.IJBBE Ei@eﬁﬁﬁle@! cﬁﬂyexyhc acid

substituents sel.ected.irom | ower

s UBiee s Bﬁpwgwaﬁl BRYPEI TS FRA ST esrgthséeril P %i LR-MS: 745.5
| d@er+HYkoxy, and oxo; R7 is selected fromthe group

consi sting of cyano, hydroxy, |ower al koxy,

het eroaryl, heterocycle, heterecycle substituted by

0X0,

‘Example 220
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3-Oxo-piperazine-1-carboxylic acid {1-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
trifluoromethyl-phenyl)-4,5-dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-amide was
prepared in an analogous manner as described in example 11. LR-MS: 732.4 [(M+H)"].

Example 221
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Piperidine-1,4-dicarboxylic acid 4-amide 1-({1-[4,5-bis-(4-chloro-phenyl)-2-(2-
ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-imidazole-1-carbonyl]-piperidin-4-yl} -
amide) was prepared in an analogous manner as described in example 11. LR-MS: 759.5
[(M+H)"].

Example 222
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N-|1 ower al kyl; and aryl substituted by a substituent

sel ected fromthe group consisting of SO2NH2, | ower
wa@bkdsny3oand hydroxy; Rs is selected fromthe gPOLBP2004/006176

consi sting of N-lower alkyl, heterocycle, heterocycle

substituted by a substituent sdlé&cted fromthe group

consisting of oxo, C(O-NH 2 and C(O -NH1|ower alkyl

CH2 R®-{ il 6His- Ri-ohlorR-pheny!) sa(%@tlwwﬁ%#ﬂwwﬁiﬁﬂu@enﬂ) 4,5-

Zﬂﬁ)t indaRe- Négrbohl?ll —Qﬂf‘émcﬁﬁjﬂ 1}- lﬁhdlﬁiéﬁiyl-@lréﬁ)&bas prepared in an
tituted by a Su;fq i tuent Sfllo i& o mg y and
FIPZOLP KR era@(d@ IHGEFIPAT il?ﬁ 6§ K mr oxy,

C(O) het erocycl e substituted by a substituent sel ected

fromtrifluoronmethyl or hydroxy and C(O-NHR n ;
Riois selected froma

Example 223
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-(4-piperazin-1-ylmethyl-piperidin-1-yl)-methanone hydrochloride was
prepared in an analogous manner as described in example 13. LR-MS: 688.4 [(M+H)").

Example 224
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[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazol-1-yl]-{4-[4-(2-hydroxy-ethyl)-piperazin-1-ylmethyl] -phenyl}-
methanone hydrochloride was prepared in an analogous manner as described in example
14. LR-MS: 741.6 [(M+H)"].

Example 225



het erocycl e, and heterocycle substituted by one or

nore groups selected fromthe group consisting of
w@e@poboer al kyl, C(O-NH 2, C(O -N-Iower al kpeCT/EP%WE4/006176

al kyl substituted by hydroxy, gégroxy, | ower al koxy

and oxo; Rn is selected fromt T al kyl, and | ower

al kyl substituted by a substituent selgcted fromth

gr oupl4chis @t ¢hhgrogpheay i ox (2-isproppaafyTil uonosteth IP 3&/45'

ro@hliddzol- ‘PWUP&(4af:‘ﬁrctlfd1ﬁjlLﬁ@fpi’lﬂ@idlﬁy-llryhlﬁl‘&lyl)Sphenyl] -methanone
se ect ed fron1t e conS|st|n

KR VBB 1R alORE FORBI Pk ORI Kpi Rl 14 LR
thangubkgdﬁﬂmemt sel ected from hydroxy and | ower

al koxy, heteroaryl, and heterocycle substituted by

Ri7; R 3is selected fromthe group consisting of
heteroaryl, heteroaryl substituted by one or two

substituents sel ected frongthe gey consi sting of

| ower al kyl, aryl and hal o

RG s CH

%QQJ”‘
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[4,5-Bis-(4-chloro-phenyl)—2-(2—isopropoxy-4-triﬂuoromethyl—phenyl)—4,5-
dihydro-imidazol-1-yl]-(4-diethylaminomethyl-phenyl)-methanone hydrochloride was
prepared in an analogous manner as described in example 14. LR-MS: 682.3 [(M+H)".

Example 227
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[4,5—Bis-(4—chloro—phenyl)-2—(2-isopropoxy—4—triﬂuoromethyl-phenyl)—4,5-
dihydro-imidazol-1-yl]-(4-piperazin-1-ylmethyl-phenyl)-methanone hydrochloride was
prepared in an analogous manner as described in example 14. LR-MS: 695.3 [(M+H)"].

Example 228

o8
S £ o



het er ocycl e, heterocycle substituted by one or nore
substituents selected fromthe group consisting of

wo owsnombkyl , aryl and hal ogen, C(O) -I| ower al kpeT/EP2004/006176
C(O-NH 2, C(O-NIower alkyl, and oxo; R is selected
fromthe group consisting of tfiZ3uoronethyl, |ower
al kyl, aryl substituted by | ower alk NH2, N-1 ower
al kyl , M-{ ncapwndgubyim@thﬂé@hbwlh{zs&m¢4t chdorto-phenyl)-2-(2-

S Q&@@&ﬁg(yféf-ﬁmdo@é!&ﬁéth?i pRW 1 AN6 IOMARL imNRL A ng{] M'lae anone

het substitutéd by subst’i t uent _sel e rom
ﬁ’é(g 3[3% 1de 538 PEEP?W&%BFH ﬁﬁﬁ@@‘éﬁ IHPEF pqescighed, in example 14. LR-
C(M)} -Aoedd(MalRo)y, |ower al kyl and | ower al kyl

substituted by hydroxyl, heterocycle and heterocycle
substituted by a substituent selected fromthe group

consi sting of hal ogen, hydroxy, oxo, C(O) -l ower

al koxy, |ower al kyl and Iovifr n?llié)ﬁ%

o5

$
- < W
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1-(4-{4-[4,5-Bis-(4~chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-
4,5-dihydro-imidazole-1-carbonyl]-benzyl}-piperazin-1-yl)-ethanone hydrochloride was
prepared in an analogous manner as described in example 14. LR-MS: 737.3 [(M+H)*].

Exam le 230
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N-(1-{4- [4,5—Bis-(4-chloro-pheny1)-2—(2-isopropoxy—4—triﬂuoromethyl—phenyl)-
4,5-dihydro-imidazole-1-carbonyl]-benzyl}-piperidin-4-yl)-acetamide hydrochloride
was prepared in an analogous manner as described in example 14. LR-MS: 751.4
[(M+H)™].

Example 231
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substituted by hydroxyl; R15 is selected fromthe
group consisting of |ower alkoxy, cyano,

wo eooSloesoppret hyl , N-|1 ower al kyl, Sqg 2-1ower al RgT/EP2004/006176
C(O-Ilower alkyl, SO2-NH 2, SO2-N-I|ower alkyl,
heteroaryl and heterocycle; R-626s sel ected fromthe
group consisting of |ower al koxy, NHZ, N-|ower

rgp | oweﬁzln-%a,ﬁfﬁw(al KhlbegrplyeryRy2- (Misopranoxaidkiyi @m?thYluE}éf&Yl) -4,5-
éﬁ S-irRBLRALENGHRn A bRBALD Qﬁé&inez-%ﬁpﬁ?d%@ﬁl@ﬂdbyla@[ﬁh%pared in
an ?:\Aﬁog%lfll?%alntngre apstdséscgll ?1{ eexgmprleo {2 Lr}leh% 98&3 (M+H)"™].
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[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazol-1-yl]-[4-(2-hydroxymethyl-piperidin-1-ylmethyl) -phenyl]-methanone
hydrochloride was prepared in an analogous manner as described in example 14. LR-
MS: 724.3 [(M+H)"].

Example 233
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1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-benzyl}-pyrrolidine-2-carboxylic ac1d methyl ester
hydrochloride was prepared in an analogous manner as described in example 14. LR-
MS: 738.3 [(M+H)"].
Example 234
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consi sting of hydroxy, al koxy, trifluoronethyl,

C(O-lower alkyl, C(O-NH 2, C(O-NIower alkyl, |ower
wa@bdogloomoabst i t ut ed by hydroxy and oxo; R17 i s Bel/gr10e4006176
fromthe group consisting of C(O | ower al kyl, C(O-NH

2, C(O-N1Iower alkyl, hydroxy, Xo and | ower al kyl

T S

t ﬁlHyldttG[rﬁiaiEtdlyll yl Jﬁ@hﬁm@hyldxhg yamdthlyyplhawy)l-memhnane hydrochloride

p%s %reatlrll gr? M?go er 25 d%gctr}t]])egrn %?aﬁl?)’ar %% :]%I% gﬁs %26 3

|ﬁ@da line ring are in a cis configuration to each
ot her. 4. The conpound of claim lwherein the conpound
isin aracemc form 5. The conmpound of claim
lwherein the conpound is optically active.

Example 235
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[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(4-pyrrolidin-1-yl-piperidin-1-ylmethyl)-phenyl] -methanone
hydrochloride was prepared in an analogous manner as described in example 14. LR-
MS: 749.4 [(M+H)"].

Example 236

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-(4-diethylaminomethyl-phenyl)-methanone hydrochloride was prepared
in an analogous manner as described in example 14. LR-MS: 668.1 [(M+H)"].

Example 237
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6. The conpound of claim lwherein the conmpound is an

i soner. 7. The conmpound of claim lwherein Xi and X2
wae@sbaioh7 chl oro. 8. The conpound of clai m 1WhBCBEP2088006176

is selected from et hoxy and |sogr opoxy. 9. The

conpound of clai m lwherein thel£®ifl uoronet hyl

substituent i'séﬁpara to the imdazoline_ring q Thel

conmpcirtrtt [bF-Bis-64-phlaronplesngl) r2- f%ethpﬁﬁrtaéﬁwqﬁéx phenyl)-4,5-

S&iﬁ?&ﬂotﬂﬁﬂizolesl Bban \Af]]lbteﬁ'@l} éiaZlﬁl-Z Bfe hydigchlddde Wwiveprepared in
co nd of claim1

npo Y
129 AmeIRgOBD FIBRFT GFSCEPet 1 %ﬁ@l P é‘%%ﬁﬁ%&%
13. The conpound of claim lwherein Ris C(O) -piperidine
substituted by R4.14. The conpound of claimlwherein R
Is C(O) -piperazine substituted by R5. 15. The conpound
of claim lwherein R is SC2ERimpl238The conpound of
claim lwherein both Xi and X2 arg chloro, X3 is
sel ected from et hoxy and |soproxy, t he
trifluoronethyl group is para t he i m dazoline ring,
and Ris C(O-piperidine substit ted by R4. 17. The
compound of claim1 wherei n and X are chloro,
X3 is selected fromet ho/\@‘(ﬂ opoxy, the
trifluoronethyl group i m dazol i ne ring,
and Ris (O -pi pera2| substlt d by R5. 18. The
conmpound of claim 1\/\,here| n both XiFand X2 are chl oro,
X3 is selected fromethoxy and i sopropoxy, the

! PSR L PO oL el A6

imidazol-1-yl]-(4-morpholin-4-ylmethyl-phenyl)- methanone was prepared in an
analogous manner as described in example 14. LR-MS: 682.3 [(M+H)].

Example 239
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1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-benzyl}-pyrrolidine-2-carboxylic acid methyl ester
hydrochloride was prepared in an analogous manner as described in example 14. LR-
MS: 724.3 [(M+H)"].

Example 240
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19. The conmpound of claim lwherein Xi , X2 are chl oro,
X3 is ethoxy or isopropoxy, the trifluoronethyl group
WO 2005003191 0 the im dazoline ring, and R i s C(QrET/EP2004/006176
pi perazine substituted by R5. 20. The conpound of
cIa|n11mhere|n R5 is | ower al kyl?%substituted by Ri5.
he co erein piperazin
subst #lenldd- liifr wﬁf% @ﬁF@%?V@ e@ﬁﬁggﬁi%%éﬁyf@hw@ 4,5~
23ih Eﬂ’tﬁuﬁﬂﬁm&mdsuﬁf)n ib@bgh2-bhe Bydroci@tidob8grepared in an

el o bR e

[4,5-Bis-(4-ch|oro phenyl ) -2-(2-ethoxy-4-trifluoroneth
yl - phenyl) - 4, 5-di hydr oi m dazol - 1-yl] -

[ 4- (propane-2-sul fonyl)-pi perazin-1-yl] -methanone,

| - Benzyl - 4-[ 4, 5- bi s- (4- chl @xample®yl ) - 2- (2- et hoxy-4-tr
i fl uoronet hyl - phenyl) -4, 5-
di hydr o-i m dazol e-1| - car bonyl
ride;

[4, 5-Bi s-(4-chl oro-phe
yl - phenyl) - 4, 5- di hydr oi m-éaz
1-yl']-[4- (nmorphol i ne-4- sulf
1-

3-

< pi per azi n- 2- onehydr ochl o

-24(2-ethoxy-4-trifluoroneth

CiH

| )~ Péwper azi n-
yl ] - met hanone;

{4-[4,5-Bis-(4- chlorﬁ- h
onet hyl - phenyl ) - 4, 5- CH, N
di hydr o-i m dazol e-I| -carbonyl | - pi perazin-1-yl }-propi on
trile hydrochloride; 2-{4-[4
5-Bi s- (4 chl or o- phenyl ) - 2- (2- et hoxy-4-trifl uoronet hyl -

phenyl ) -4, 5- di hydro-i m dazol e- 1- carbonyl]tﬁlpera2|n-
1-yl }{M%ﬂtpy(é el eoapheagl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
| di{h?d{o‘hn%d@icﬁe ﬁAsuﬁglllﬁI et emithyl-2niné h98RARKIT e Wab blep@fed in an

1AIRR0YS mﬁnggrz%q dés‘}“bfgl‘%@ﬁﬂﬁle bR -2 9472 1}4+§Dd]| net h

ylanlno et hanone;

Example 242

0y./ CH, CH

2-(4-{2-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole- 1-sulfonyl]-ethyl}-piperazin-1-yl)-ethanol hydrochloride was
prepared in an analogous manner as described in example 15. LR-MS: 699.3 [(M+H)™].

Example 243

In Vitro Assay



4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluorone
t hyl - phenyl ) - 4, 5- di hydr oi m dazol e-

WO 2@a/000y| | - pi per azi ne-1-carbothi oi c aci d et hgi/aP00€906176
4-{4-[4,5-B|s-(4-chloro-phenyl%§2 (2-ethoxy-4-trifluor
onet hyl - phenyl ) - 4, 5- di hydr o- F fi#%azol e- 1- carbonyl |
- pi per azi ne- 1-carbonyl} -piperazin-2-one;

[ 4, 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluorometh
yI phenyl) 4, 5-di hydr oi m dazol -

B TR A s v
Lprbleif wds-réasuied by bh GY IR pthemdgpndus zmtemdyedqﬂumpqcbmb assay in

Vgi? ﬁ¥ec881b%ha¥1| F'Sﬂ' t%%e? NISREL5ih 8 & ﬁde ﬁm@ BB the MDM2-

peri Ei perazi n- y rochlorld
zmteradﬁmgcrcgmmgfmwdiam etiah - 1BipAingtef @Tswéarqtﬁlamn ps3-peptide

[ (ﬁioﬁhr@!a??i (§h ﬁbN %Hnﬁl@ﬁé‘bﬂ') Is r%g1§t%fe%tlﬁ<ﬂié’ FRET (flhdre@endsatddnance

Tengrey s ED N ‘ggﬁé}gb&?‘sﬁ%%@?“pg%9115‘]3?53[3’&8#3?@]‘5&"@1&

?1 atdaam@ﬂ vania (Qrd).or i de;
|s (4-c ro phenyl)-2-(2-ethoxy-5-trifluoroneth

| ) yI ]h'F e{sﬁls [p&AFP 1(5;?132%% ﬂn} ﬁgﬁ?}n 384er 1 Zplate? (Cqstar% th% ﬁotal volume of

et} eammhmgcﬂﬁ)eﬂ\ﬁjvchtw opantide, 160 ng/ml GST-MDM2,
stl{eﬁ:# fin: A@é P(eﬁﬂﬁﬁllr&rrﬁfaﬁlé@ny hir Ba-{ReRiRAKYGI-bhdibddyor

e owiressy elbemja {BSA) bRBYIGibigreieh(DTT)

HEmM Tr1s—borate saline (TBS) buffer as follows Add 10 uL of GST-MDM2 (640
tlp.g/rnl gﬁ? § Htlgn)g}rq%t; J&n%ﬁ!%'fsg Bq(eé ﬁXKdé 1b% Udll%{)edoégg‘lpounds
| (lemdibatnl thrpdcien badffer taleach metxyis ty dakiogmaddy?D vddtietinylated p53
p%ﬁgﬁ;%&%\%&yo&hﬁ% g?‘%%“ n?re%c%oﬁtblﬁﬁ)éy fokabh Wl 424 REFBbA ¥haker.
Incubate at 37°C for 1 h. Add 20 ul streptavidin-APC and Eu-anti-GST antibody
mixture (6 nM Eu-anti-GST and 60 nM streptavidin-APC working solution) in TBS
buffer with 0.2% BSA, shake at room temperature for 30 minutes and read using a TRF-
capable plate reader at 665 and 615 nm (Victor 5, Perkin ElmerWallac). If not specified,

the reagents were purchased from Sigma Chemical Co.

ICsos showing biological activity that applies to compounds of the subject matter of
this invention ranges from about 0.020 uM to about 5 uM. Specific data for some

examples are as follows:

Example ICso (uM)
6 0.100
16 1.740
26 0.800
36 4.260
176 0.021




1-carboxylic acid cyanonet hyl - met hyl - am de;

[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
W@ keoploazoyt ) - 4, 5- di hydr oi mi dazol - 1-yl]-( PCT/EP2004/006176

1, 4- di oxa- 8-aza-spiro[4.5] dec-8-yl)-nethanone;

| -[ 4, 5- Bi s-(4-chl oro-phenyl)-2={3 et hoxy-4-trifluorone

t hyl - phenyl ) - 4, 5- di hydr oi m dazol e-

| - car bonyl ] - pi peri di ne- 3- car belgims:c acid ethyl ester;

4,5-Bi s- (4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoromnethy

| - phenyl ) -4, 5-di hydr oi m dazol e- 1-carboxylic acid

[1, 3] di oxol an- 2-yl net hyl - net hyl - am de;

4, 5-Bi s- (4-c¢h] oro- phenyl ) -2-(2-et hoxy-4-trifluoronethy
I-phenaf)-4géha$ﬁVﬁF6mﬁPﬂ%§ﬁ&§Ed I piseRporad gefogmula I
(3- hydr oxy- propyl ) -am de; and

4,5-Bi s-(4-chl oro-phenyl ) -2-(2-ethoxy-4-trifl uoronethy
| - phenyl) -4, 5-di hydroi m dazol e- 1-carboxylic acid
[2-(I-methyl -pyrrolidin-2-yl)-ethyl] -amde. 25. The
conpound of cl ai m 1whisk=ks sel ected from 4

5- Bi s- (4-chl or o- phenyl) B-et hgxy-4-trifl uoronet hyl -
phenyl ) -4, 5-di hydroim d e~N1-C xylic acid
(2-pyridin-2-yl-ethyl)-amd¢; >

4,5-Bi s- (4-chl or o- phen 7] (M- et roXy-&st ri f 1 uor onet hy
| - phenyl) -4, 5-di hydr oi a7l R 1-carboxylic acid
(furan-2-yl net hyl) - axg’de;
4,5-Bis-(4-ch|oro-phenyl)-2-(2-ethoxy-4-tr¥f|uoronethy
| - phenyl ) -4, 5-di hydr oi m dazol e- 1-carboxylic acid

( peteih n- 3- yl met hyl ) - ani de

| -{Il-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trinuoro
met hyl - phenyl ) - 4, 5-

di hydr o-i m dazol e-| - carbonyl ] - pi peridin-4-yl}-1,3-dihy

dyosReR7 e Hutlgzgl - 2- one;

X3 is lower alkoxy;

R is selected from the group consisting of

wherein
R is selected from the group consisting of
N-lower alkyl,
unsubstituted heterocycle and
héterocycle substituted by one or more substituents selected from the group
.consisting of NH;, NH-C(O)-lower alkyl, C(O)-lower alkyl, C(O)-lower

alkoxy, oxo, heterocycle, and lower alkyl substituted by hydroxy;



4, 5-Bi s- (4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronethy
| - phenyl ) -4, 5-di hydroi m dazol e- |-carboxylic acid

woreaoiph3oft - net hyl - pyrrol i di n-3-yl)-am de; PCT/EP2004/006176

| -[ 4, 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluorone

t hyl - phenyl ) - 4, 5- di hydr oi m dazdl3@~

| - car bonyl ] - plperldlne 2-carboxylic acid ethyl ester;

[ Rg 5-sHiested froohihyoirogephenthiy) amd logveralkosy - 4-tri f | uor oret h
- phenyl ) - 4, 5- di hydr oi m dazol -

| zin- 1-yl)-nethanone;
4Rgsgd£éf§¥£hﬁ%g§ﬂnﬁ Bﬁgh%?ﬁg et hoxy-4-trifl uoronethy
I-pheng 5-di hydr oi m dazol e- 1-carboxylic acid
3-net h %yﬂb@ﬂzylanlde
4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronethy
I-phen di hydroi m dazol e- 1-carboxylic acid
(2- hyd¥5%§4Zt%y - am de;
and4, 5- Bi s- (4- chloro phenyl ) -2-(2-ethox7-4-trifluorone
th7l - phéﬁvpﬁq’ ﬁidazole- 1- carboxylic acid
(2- hydr oxy- ethyl) nethyl am de. 26. The conpound of
claim }yphich is selected from
4,5-Bi s- (4 chl or o- phenyl ) - 2- (2- et hoxy-4-trifl uoromnethy
I-phen 1)-4 5 di hydr oi m dazol e- 1-carboxylic acid
(2- et ioﬁﬁﬁﬁg -et hyl) -ami de;
4, 5-Bi s- (4-chl oro- phenyl ) -2-(2-et hoxy-4-trifluoronethy
| - phenydwer4li§tdi hydroi m dazol e- 1-carboxylic acid
(1 -ethyl - pyrrolldln 2-yl met hyl ) - am de;

5- Bi chl et hoxy-4-trifl uoronethy
|Ppﬁgﬁépéﬁﬁﬁgl eﬁ? ]%?ﬁ1%3§%§§ 1- carboxyl i ¢ acid
(2-cyano-et hyl)-nethyl -am de; 4,5-Bis-(4
chl or o-qg¢AyWer-alledx®; et hoxy-4-trifl uoronet hyl - phenyl ) -4
, 5-di hydr oi m dazol e- 1-carboxylic acid
net hyl -l(g)%grlaﬂéo%,z- yl - am de;

CH,-N-lower alkyl,
CH,-heterocycle,
CH,-heterocycle substituted by oxo,
aryl,
NH-C(S)-N-lower alkyl,
NH-C(S)-N-aryl,
NH-C(O)-Rg,
N-alkyl substituted by C(O)Ry¢, and
triffuoromethyl;

Rs is selected from the group consisting of
0XO0,

heteroaryl,



4, 5-Bi s- (4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronethy
| - phenyl ) -4, 5-di hydroi m dazol e- 1-carboxylic acid
woreaolspn3o91 | - met hyl - pi peridi n-4-yl) -am de; PCT/EP2004/006176

4,5-Bi s- (4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronethy

| - phenyl ) -4, 5-di hydr oi m dazol e~ 133 ear boxyl i c acid
furan-2- ylnethyl-nethyl-an1de

4, 5- Bi sarglsubstitoted byhenbititudh ¢deatdbouy-ldwerdldxyand fiabivy

| - phenyl ) -4, 5-di hydr oi m dazol e- 1-carboxylic acid

(2- hydr@ E(?w ah%’ t hyl - am de;
4, 5- Bis oro enyl)-2-(2-ethoxy-4-trifluoronethy

| - phenyl 4 5- di hydr oi m dazol e- 1-carboxylic acid

4-sul f N-sghzyi am de:

4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronethy

I-phenyﬁa)4cﬁk_lpydr0|n1dazole- 1-carboxylic acid

nmet hoxy- net hyl -ani de; and

4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoromnethy

| - pheny$§V2RB- di hydr oi ni dazol e- 1-carboxylic acid

(3-imdazol -I -yl -propyl)-amde. 27. The conpound of

clai m oMwrGhndis sel ected from

| -[4,5-Bis- %4 chl or o- phenyl ) - 2- (2- et hoxy-4-trifl uorone

i Bt

di hydr ¢ } tbstifutedb i pstituspt selsriedifioe Buscaddd ) Rue

acid nethyl ester;

[ Re3s Blested 4razhtiareo ‘%hecmg{s)mgofz et hoxy-4-trifluoroneth
y

yl - phenyl) -4, 5-di hydr oi m dazol _ _

1] Comayeoli ) Wi pRgRy]) - perazi o

[4, 5-Bi s-(4-chloro- phenyl )-2-(2-ethoxy-4-trifluorometh
y| - phebywgratkybsubistipptedbyrhedasofde,

1-yl]-[4- (f ur an- 2- car bonyl ) - pi per azi n-

1-yl i . .
1475, orev e AU bsitotodnereracycl subitisuird by cne of ep sibatispents
yl - phenyl ) -4, 5-di hydr oi m dazol -

1-yl ] - ( 4-gelectedifrond lopter pikpleloawir nlkyllsufpbtjtuteeitbydiydreecyl lower alkyl

substituted by lower alkoxy, and oxo;
Ry is selected from the group consisting of
cyano,
hydroxy,
lower alkoxy,
heteroaryl,
heterocycle,
heterecycle substituted by oxo,
N-lower alkyl; and
aryl substituted by a substituent selected from the group consisting of SO,NHa,

lower alkoxy and hydroxy;



[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yl - phenyl) -4, 5-di hydr oi m dazol - 1-yl]-[4-
W@ 2003/ai0by dr o- benzo[ 1, 4] di oxi ne- 2- car bonyl ) - pPEEER204#006176
1-yl]- nethanone;
2-{4-[4,5-Bi s-(4-chl oro-phenyl y12:( 2- et hoxy-4-trifl uor
onet hyl - phenyl ) -4, 5-
diBwyeitebectad fetam Sheegrbup aotsistipg bt pi per azi n-1 -yl }-1 - pi peri
di n-| -yl - et hanone;
[ 4, 5-Bi %g%,pr 0- phenyl ) -2-(2-et hoxy-4-trifluoromneth
yI pher%fjlj(;‘ée di hydr oi ni dazol -
5@ (2- m)rphol i n-4-yl -ethyl)-pi perazi n-
1 yI] teHegyelee ;
[4, 5- Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronmeth
yl - phe [4- I
3- pi pe rm)?égei}on-&d% S@Bs@%l%gg )I?f'na glgtfsgléuregizl?e%%clef ﬁ4cirf1 the he group cons1st1ng of oxo,
4, 5-Bi s- (4-chl ro phené{é &1(2 et hox 4tr|fluoromsthy
| - phenyl ) - 4 &0 TW@I?I&I abi-towet allgh boxyl i ¢ aci d
[ 2- (2-o0oxo-imdazolidin-1-yl)-ethyl] -am de; and
[ 4, 5- Bi(’;;{zmgﬁa or o- phenyl ) - 2- (2-et hoxy-4-trifluorometh
yl - phenyl) - 4, 5- di hydr oi m dazol -
[-yl]- %ﬁe& d| propyl ani no- propyl ) - pi perazin-1-yl]
- et ha 1028, The conpound of claim1 which is
sel ected from
6RY #-sklctbd Bogr (hé-gedidesiivgny ) - 2- (2- et hoxy-4-trifl uor
onet hyl - phenyl ) - 4, 5-
di hydrgrﬂm dazol e-| -carbonyl ] - pi perazin-1-yl}-nicotino
nitrile;™?
[4,5-Bi s-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoroneth
- phehylowed allyldi hydr oi mi dazol -
[']-[4-(3-di net hyl am no- propyl) -piperazin-

L PR R swbstimiar e subsisusot plscyedrom e gnddemer

I

5-

phenyl ) -4, 5-di hydr oi m dazol -
I

I

- (4-afyoxiydi n- 4- yl met hyl - pi per azi n-
) - met hanone;

C(O)-NH-lower alkoxy,

1-y
1-y
[4,
y -
1-y
1-y
C(O)-NH-benzyloxy,
C(O)-heterocycle substituted by a substituent selected from trifluoromethyl or
hydroxyl, and
C(O)-NH-Ry;;
Ryg is selected from a
heterocycle, and
‘ heterocycle substituted by one or more groups selected from the group consisting
of C(O)-lower alkyl, C(O)-NH,, C(O)-N-lower alkyl, lower alkyl
substituted by hydroxy, hydroxy, lower alkoxy and oxo;

Ry is selected from



{4-[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trinuorone
t hyl - phenyl ) - 4, 5-
wal2dvg@omoT m dazol e-| - carbonyl ] - pi perazi n-1 -yl } PET/EP2004/006176
acid ethyl ester;
[ 4, 5-Bi s- (4- chl or o- phenyl ) - 2- ¢ 3%t hoxy- 4- tri f| uor omet h
yl - phenyl) 4, hydr oi m dazol -
l-yl]- We{ %Bﬁy et hyl ) - pi perazin-1-yl] -nethanone;
[4 5-Bi s- (4-chl oro- phenyl ) -2-(2-ethoxy-4-trifluoroneth

- pPhelawle) allyl 3ubbititiydd B}f As@RZi@lent selected from the group consisting
1 yI] [4 (2- dllsopropy am no- et hyl) -pi perazi n-

1l-y .

[4 5 Bi o ?gﬂeﬁi BrisigsRa susyitused b lowes alrlacyapes 1adorifngtgmethyl
yl - phenyl ) -4, 5-di hydr oi m dazol -
|Rmﬁdﬁkﬁmﬂlnﬂﬁﬂﬁk@y@ﬁmﬁﬁﬁﬁﬁgh@l)-piperazin-l-yl]

- met hanone;

[4 5- chl or o- phenyl ) -2-(2- et hoxy-4-trifluoroneth
yl 5ﬁ¥?§ﬁ5:@’dlhydr0|n1dazo

1- yI] [4- (tetrahydro-furan-2-carbonyl) -piperazin-

1-yl ] -Nekbhanone;

[4,5-Bis- (4 chl or o- phenyl ) - 2- (2- et hoxy-4-trifl uoroneth
yl-p ﬁj% dihydroinidazo

1- yI]QF %lpTopyIan1no et hyl) - pi perazin-

1-yl]-met hanone;

and[ 4, B-1Bivex 4l stbstitwsed b substituenpsebackdyfiram hy dioxy and kywyer
et hyl - phenyl ) - 4, 5- di hydr oi m dazol -

[ -yl]- [4 @%Egiethylanino-propyl)-piperazin-l-yl]-netha
none. ¥ conpound of claim1 which is selected
from

[ 4, 5- Bregerpatyblandr o- phenyl ) - 2- (2- et hoxy-4-tri fl uoroneth
yl - phenyl ) -4, 5-di hydr oi m dazol -

'h' yl] '1Le"cé1(>8y-d?ey§ub%th€8drb-ylklw -ethyl ) - pi perazin-1-yl]- et

2- {4 [4 5-Bi s- (4 chl or o- phenyl ) - 2-(2-et hoxy-4-trifluor

oﬂnﬁWlmﬁ?ﬁWS Croup ‘ERHWHP%)Qf m dazol e- 1- car bonyl ]

- pi perazin-1-yl}-N Ndi net hyl -acet am de;

[4 5- Bi&a ,Qﬁighloro phenyl ) -2-(2-ethoxy-4-trifluoroneth
- phenyl) 5 dlhydr0|n1dazol 1-yl]-

[ 4 (2- Ir1reet<tarr(])21)'(y su%su%/ ted by eeroarzt{/vg sgl'bs){ltélents se[]ecpeaq“'rom the group

consisting of lower alkyl, aryl and halogen,

heterocycle,

heterocycle substituted by one or more substituents selected from the group

consisting of lower alkyl, aryl and halogen,

C(O)-lower alkyl,

C(O)-NHy,

C(O)-N—lower alkyl,

0x0, and

lower alkyl substituted with ~OC(O)CHs;



[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yl - phenyl ) -4, 5-di hydr oi m dazol -
wa2005jedod? ( 2- di et hyl am no- et hyl ) - pi per azi n-1 - yPT/EP2004/006176
- met hanone;
[4 5 BIS (4-chl or o- phenyl) - 2- (ﬂ3érhoxy 4-trifluoroneth

-4, 5- d|h droi m dazol.- 1-yl]-[4-(
t4r1§ #9 %Ef?dth%F VP F%I‘Psl‘ftl?g)?f) p| per azi n-

1 yl]- nethanone

[ 4, 5- Busi{oAombihgt, 0- phenyl ) - 2- (2- et hoxy-4-trifl uoroneth
yl - phenyl ) -4, 5-di hydr oi m dazol -

1-yl] thoxy propyl ) - pi perazin-1-yl]
-wmkmh%%%%?

5-Bi s-(4- chloro phenyl)-2-(2-ethoxy-4-trif|uoronethyl-
phenyl }rylisubstiditdd/ter lowenalklidz ol e- 1- car bonyl ] - pi per azi n-
1-yl}-1-pyrrolidin-1-yl-ethanone;

[ 4, 5- : (4-chl oro- phenyl ) -2-(2-ethoxy-4-trifluoroneth

yl - phenyt - 4, 5- di hydr oi mi dazol -

1-yl]-[4- (I-nethyl pi peri di n-3-yl net hyl ) - pi perazin-
1-yl ] - Nelohwanakg,

[4, Bi s- (4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoronmeth

1 y hydro - pl perazin-
1-yl]-met hanone; and
2-{4-[ 4, BnBhe,qnd-teflleromeddny | ) - 2- ( 2- et hoxy-4-tri fl uor
onet hyl - phenyl ) -4, 5- di hydro-i m dazol e-1- carbonyl ]
-piperﬁéaﬁhr -yl'}-nicotinonitrile. 30. The conpound of
claim Ich is selected from

[ 4, 5-Bi s-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoroneth
y| - phehstemoary] substiffed by ﬁflﬂ:ﬁﬁ'@]ent selected from the group consisting of
| -yl]-(4-phenyl -pi peridin-I-yl)-methanone;

[4,5-Bis ahﬁns THaficen PRRIRYY) oxo, @wﬂ&o&%&rlmyﬂkwﬁa Mower alkyl
yl - phenyl) - 4, 5-di ydr0|n1dazo -

| -yl 4- | -yl -ethyl [ -yl

mgt ]haE]orﬂ% stpchtggli)yilyn ly ethyl)-piperazin-1-yl]
4, 5-Bi s- (4-chl oro- phenyl ) - 2- (2- et hoxy-4-trifl uoronethy

| - phenpétprodyde shidydr oi mi dazol e-

I

|

5-

P?eF]ylo%vt e%lﬁglq{l&}fﬂﬁ 'B‘qu%lgl%t tuentﬁ T:c)ted from lower, alkoxy, cyano,
|

heterocycle substituted by a substituent selected from the group consisting of
halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
substituted by hydroxyl;

Rys is selected from the group consisting of

lower alkoxy,

cyano,

trifluoromethyl,

N-lower alkyl,

SO,-lower alkyl,

C(O)-lower alkyl,



1-carboxylic acid nethyl am de; 4,5-Bis-

(4-chl oro- phenyl) -2-
W@ 200800303y - 4-t ri f |1 uor onet hyl - phenyl) PCT/EP2004/006176

-4, 5-di hydr oi m dazol e-1- carboxyllc acid

(2- met hoxy- et hyl ) - ani de; -137 -

[4,5-Bi.s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth

yl - pherWe N 5- di hydr oi ni dazol - |-yl ]-(2,3
"5,6-tetrahydro-[1,2"]bi pyrazinyl -4-yl)-nmet hanone;

4, 5- B|g@§4¢pﬁh@5myphenyl) 2-(2-ethoxy-4-trifluoronethy
I-phenyl) , 5-di hydr oi m dazol e- 1-carboxylic acid

met hox

4, 5- Bi EﬁmEﬁf%?5-phenyl)-2-(2-ethoxy-4-trif|uoronethy
| - phenyl ) -4, 5-di hydr oi m dazol e- 1-carboxylic acid

et hoxyhaaiodﬁ:le;

4 5- Bi s- (4-chl or o- phenyl ) - 2-(2-et hoxy-4-trifluoronethy

e droim d zoI 1-carboxylic acid

(Bt sl Db s PR of
2 {4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hylowghelkyky),- 4, 5-
di hydr o-i m dazol e-| - car bonyl ] - pi perazin-1-yl}-I-norpho
l'in-4- et hanone; and
[ 4, 5- Bi 5 4- chl or o- phenyl ) - 2- (2- et hoxy-4-tri f | uor onet h
yl - phenyl) - 4, 5- di hydr oi m dazol -
| -yl ] -N4lowsr &kyli met hoxy- phenyl ) - pi perazi n-1-yl]-net han
one. 31. The conpound of claimlwhich is selected from

[ -{4-] 4. chloro phenyl ) -2-(2-ethoxy-4-trifluor
onet hy ]%ﬁ£¥§*§

di hydr o- |n1dazole I-carbonyl] pi perazin-I|-yl}-2-nmethox
y- et haNdawehslkerodhl or i de;

[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
yl - phegy) &ﬂdq 7 di hydroi m dazol -

| -yl ]1-T4-(45f1Uor o- phenyl ) - pi perazi n-1-yl ] - net hanone
hydrochlorlde

4, 5- Bi N-lower ke subssisaied by Re ( 2- et hoxy- 4-tri f | uor onet hy
| - phenyl) -4, 5-di hydr oi m dazol e-

heterocycle and

heterocycle substituted by one or two substituents selected from the group
consisting of hydroxy, alkoxy, trifluoromethyl, C(O)-lower alkyl,
C(0O)-NH,, C(O)-N-lower alkyl, lower alkyl substituted by hydroxy and
0X0;

R;7 is selected from the group consisting of

C(O)-lower alkyl,

C(O)-NHa,

C(O)-N-lower alkyl,

hydroxy,

oxo and



1-carboxylic acid bis-(2-nmethoxy-ethyl)-am de;
[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth

w@Q beosloedeyt ) - 4, 5- di hydr oi mi dazol - PCT/EP2004/006176
I-yI]-[4-(4-propyI-benzenesulfon%l)-piperazin-I-yI]-ne
t hanone;

[4 ShSkVY &%Et@%%y@%ﬁwﬁwﬁgéafﬁlethoxy 4-trifluoroneth

I-yI] [ 4- (t hi ophene- 2- car bonyl ) - pi perazi n-1-yl]-nethan
ORGyis selected from the group consisting of
[4 5-Bi s- (4-chl oro- phenyl ) -2-(2-ethoxy-4-trifluoroneth

- phe 5-di hydroi m dazol - 1-yl]-[4-(

1,5 dlﬂ%F% Zi<"F%|—pyrazole 3- car bonyl) - pi per azi n-

yl ] - met hanone;

5- Beganpd- chl or o- phenyl ) - 2- (2- et hoxy-4-trifl uoroneth
phenyl) -4, 5- dlhydr0|n1dazo

5-ch , 3-di met hyl -1 H pyrazol e- 4- sul f onyl
|pe%g%%ﬁorlh1{ met hanone; Acetic acid

4-[ 4, 5-bi s-(4-chl oro- phenyl ) -2-(2-ethoxy-4-trifluor

met hy hptesrey¢ly andi, 5- di hydr o-i m dazol e- 1- car bonyl ]

- pi perazin- 1-yl}-1,1-dinmethyl-2-oxo-ethyl ester;

[4 5- B %Ychloro-phenyl)-2-(2-ethoxy-4-trif|uoroneth
pheni?) J’S di hydroi m dazo
yl']-[4-(raran-3-carbonyl) - pi perazi n- I-yI] net hanone;

anld{ ph&adiaseutitallydcosptabitieatydr)ester heresf.hox7- 4-tri f | uor om

et hyl - phenyl ) - 4, 5- di hydr oi m dazol -

V1] - bAThe¥sh bﬁ}?déf RR0RskdenP! per azi n-

1-yl]-nmethanon conpound of claiml1l which is
sel ect ed fron1[4

5Xpind Xxare plogeniphenyl ) - 2- (2- et hoxy-4-tri f | uor onet hyl -

phenyl ) -4, 5- di hydr oi m dazol -

1kah0&é“§@g&ophene 3-car bonyl) - pi perazin-1-yl]

- met hanone;

[4,5-Bis- (4 chl or o- phenyl ) -2-(2-ethoxy-4-trifluoromneth

yRipsekastad)from shegrayp) F‘Hisiﬁtla&?f)l -

kg gk L, ot
o 2N"Yo N"So - ONTTo i
I R
R, R, HN/O and  °
R ]

wherein

4
I

1-
[

y_
|-y
)-p
2-{

0]

R, is selected from the group consisting of
N-lower alkyl,
unsubstituted heterocycle and
heterocycle substituted by one or more substituents selected from the group
consisting of NH,, NH-C(O)-lower alkyl, C(O)-lower alkyl, C(O)-lower
alkoxy, oxo, heterocycle, and lower alkyl substituted by hydroxy;

R; is selected from hydrogen and methyl;



1-yl]-[4-(thiophene-2-sul fonyl) -piperazin-
1-yl] - et hanone;

WO 400508087 ( 4- chl or o- phenyl ) - 2- (2- et hoxy- 4- t ri f PODEPIOB4/606176
yl - phenyl) - 4, 5-di hydr oi mi dazol - 1-yl]-
[4 (4-nmethyl -[1, 2,3]thiadi azol825- carbonyl )

per azi nethanone

[ 15s@vrcéed(ﬁm@ﬁﬁ@gr@usﬁew@twg@ f(2- et hoxy-4-trifluoroneth
yl - phenyl ) - 4, 5- di hydr oi m dazol -
[ -yl] m&aggmﬁ di met hyl -t hi azol e- 5- sul f onyl ) - pi per azi n-
[ -yl] nethanone
[4,5 BIS- - or o- phenyl ) - 2- (2-et hoxy-4-trifluorometh
yl - @PQE %éhydroinidazol-
I-yI] [ 4- (3, 5-di et hyl -i soxazol e- 4-car bonyl ) - pi perazin
- | -yl ]crg®thanone;
[ 4, 5-Bi s-(4-chl oro- phenyl) - 2- (2 et hoxy-4-trifluoroneth

yl-p 4,5-di h dr0|n1daz

1ﬁy¥P§F%<%%W?6bﬁ€ﬁ PEOBYUIYIE I) pi per azi n-

1-yl] - et hanone;

[4,5 BL&O (-tbwehbliory,phenyl ) - 2- (2- et hoxy-4-tri fl uoronet h
- phenyl ) - 4, 5- di hydr oi m dazol -

1-yl] 5- di chl or o-t hi ophene- 3- car bonyl)

-plpeH%Yigﬁkﬁ %11 - met hanone;

[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluorometh

yl - phe@iihb IN-dovEerdliylsdr oi m dazol -

| -yl']-[4-(2,5-di net hyl -furan-3-carbonyl)-pi perazin-|-y

] -nme

[ 4, 5- é?ﬂagfﬁgﬁydeo phenyl ) -2-(2-ethoxy-4-trifluoroneth

yl - phenyl ) -4, 5-di hydr oi m dazol - 1-yl]-[4-(

1, 2- di GHbthpteroasicieniibizeted byosul fonyl ) - pi per azi n-

1-yl]-nmet hanone; and

| -{4- [47 Bi s- (4-chl oro- phenyl ) -2-(2-ethoxy-4-trifluor

onethy? phenyl ) - 4, 5-

di hydr o-i m dazol e-| - car bonyl ] - pi perazi n-1 -yl }-2-nmet hox

y- et haNBhe(S)38:lowaralkdnpound of claim 1 which is

sel ected from

[4 Shsﬁﬁ{tﬁ?qhhgwﬁvgpgrﬁ:éégéf?-ethoxy-4-trifIuoroneth

NH-C(0)-Rs; |
Rs is selected from the group consisting of

0XO,
heteroaryl,
aryl substituted by a substituent selected from lower alkoxy and fluoro,
C(S)-N-lower alkyl,
C(S)-N-aryl,
C(0)-CH,-Ry»,
C(O)-Rus,

SOz—R14 and



| -yl]-[4-(2,5-dichloro-thi ophene-3-sul fonyl)-pi perazin
-l-yl] -nmethanone; |-{4-[4

W®o285803047 chl or o- phenyl ) - 2- ( 2- et hoxy-4-tri f | uOPCTEPIVYI/06176
phenyl) -4, 5-
di hydr o-i i dazol e-1 - car bonyl ] ~-giBer azi n-1 -yl } - 2-t hi oph
en- 2-yl - et hanone;
| - (4- { lowen alkylsubstitytedihy groubssiaenyisslegied omioayd #(Q)-Reg
uor onet hyl - phenyl ) - 4

SR; disbetedfrbi HagR)urcbnéisd | ]- pi perazi ne-
1-carbonyl }-pi peridin- 1- et hanone;

?hgﬁ 5- B|SP§§MQ_tg;ﬁygwgﬁéiégﬁg§é_ethoxy 4-trifluorone

I-carbonyl] pi perazi ne-1-sul fonic acid dinethylam de;

[ 4, 5- Biget 4tkghiubstufpd@yHejerdeyclé; #idhoxy- 4-tri f | uor omet h
yl - phenyl ) -4, 5-di hydroi m dazol - 1-yl]-[4- (butane-

1-sul f | ) razj .
- a (e Wit B sk OORBER o ge o v pifipents
onet hyl - phenyl ) -4 J5- di hydro-i m dazol e- 1-carbonyl ]

- pi per azistleeted frot oory hikyls lowephikylauBstitated by hydwxgdower alkyl
nmet hyl ester;

[4,5-Bis 07 pb. enyl et hoxy-4-trifl uoromet
hyl - phenfﬁ? ﬁ 8%?%5 ng%% 5@8&X@

| -yl]-[4-(5-chl oro-thiophene-2-sul fonyl)-pi perazin-|-y
| R; mstlactedfrem the group consisting of

[4 5-Bi s- (4-chl oro-phenyl)-2-(2-ethoxy-4-trifluoroneth
- phe -4, 5-di hydr oi m dazol -

1 yI] %%’ tifl uoronet hanesul f onyl - pi perazi n-

1-yl) - et hanone;

[ 4, 5- Bhﬂhpn%chloro phenyl ) - 2- (2- et hoxy-4-trifl uorometh
yl - phenyl ) -4, 5-di hydr oi m dazol -

[-yl]- i met hyl -i soxazol e-4-sul fonyl) - pi perazin
-1 -yl ] d%eglﬁgﬁgne and

4- [4,5 Bi s- (4-chl oro- phenyl )-2-(2-ethoxy-4-trifluorone
t hyl - phetespayda, 5- di hydr oi ni dazol e-

| - carbonyl ]-1-(2-methoxy-ethyl)-piperazi n-2-one. 34.
The coppewyefiof claim 1 which is selected from

heterecycle substituted by oxo,

N-lower alkyl; and

aryl substituted by a substituent selected from the group consisting of SO,NHz,
lower alkoxy and hydroxy;

Rs is selected from the group consisting of

N-lower alkyl,

heterocycle,

heterocycle substituted by a substituent selected from the group consisting of oxo,
C(0)-NH; and C(O)-NH-lower alkyl,

CH,-Rg and



4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluorone
t hyl - phenyl ) - 4, 5-
walRtwg@o39T m dazol e-| - carbonyl ] -1 - (2- mor phol i n- BEEP®0H§06176
| ) - pi perazi n-2-one hydrochl ori de;
4-[4,5-Bis-(4-ch|oro-phenyl)-Zl?brethoxy-4-trifluoronE
t hyl - phenyl ) - 4, 5- di hydroi m dazole- 1
-carboﬁvﬁ' Pi perazi ne-1-sul fonic acid am de
4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluorone
t Ry s@bedyom4hSgidupydhgitiHgdizol e- 1-carbonyl ]
- pi perazine- 1l-sulfonic acid nethylam de;
[4,5-5& - (4-chl oro- phenyl ) - 2- (2- et hoxy-4-trifl uoroneth
yl - ph §k§-4,5-dihydroinidazol- 1-yl]-[4-
(pyrrolidine- 1-sulfonyl) -piperazin- 1-yl]-nethanone;
[ 4, 5- BNSowér4ibflor o- phenyl ) - 2- (2- et hoxy-4-trifluoroneth
yl - phenyl) - 4, 5- di hydr oi m dazol -
1

;%lt Lélhgh&?rl ﬁl%;l is%s?i%ﬁtlec_l l%}lf'l .!:1 ‘;&’gﬁ{&e}l? IRt Ihifé{rlo]xy and lower
4-[4,5-Bi s-(4-chl oro-phenyl ) -2-(2-ethoxy-4-trifl uorone

t hyl - phenalkoxy,4, 5- di hydr oi m dazol e- 1-carbonyl ]
- pi perazine- 1-sulfonic acid isobutyl-am de;

4-[ 4, 5~Bi S5 hl -phenyl ) -2-(2-ethoxy-4-trifl uorone
thyI-§Q§E§F§ﬁkgg¥gﬁﬁ§groinidazole-

| - car bonyl ] - pi perazi ne-1-sul fonic acid
( 2- met GEX)y Nét-hynzyloami de;
4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluorone

thyl-p ¢ ' ' ';gfﬁl%kt@f e LRERATON trif] thyl
- pi pergwg%te%iﬁgéﬁﬁ@(e%@ I S- %15 nmet hoxy- et r%/lu)omme ot
-am de;

4-[ 4, 5- Bhgdyogy ehdl or o- phenyl ) - 2- (2- et hox7- 4-tri fl uor ome

t hyl - phenyl ) - 4, 5- di hydr oi m dazol e-

| - carb, Nipiper azi ne-1 -sul fonic acid
(tetra g%i%??u?%n-z-ylnethyl)-anide; and

[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluorometh
yRio prlegiesl fpmma gi hydr oi mi dazol -

heterocycle, and
heterocycle substituted by one or more groups selected from the group consisting
of C(O)-lower alkyl, C(O)-NH,, C(O)-N-lower alkyl, lower alkyl
substituted by hydroxy, hydroxy, lower alkoxy and oxo;
Ry is selected from
lower alkyl, and
Jower alkyl substituted by a substituent selected from the group consisting
of alkoxy, heteroaryl substituted by lower alkyl, cyano,‘ and
trifluoromethyl;
Ry is selected from the group consisting of

lower alkoxy,



| -yl']-[4-(3-hydroxy-piperidine-I|-sul fonyl)-pi perazin-
-yl ]-nmethanone. 35. The conpound of claimlwhich is
W@ 2008003807 f r om PCT/EP2004/006176
[ 4, 5-Bi s-(4-chl oro-phenyl)-2- (2 ethoxy 4-trifluoroneth
yl - phenyl ) - 4, 5- di hydr oi m dazol-14
[-yl]-{4-[4- (2 hydr oxy- et hyl ) - pi perazi ne-1-sul fonyl]-p
i perazNH2{ -yl }- net hanone;
| -(4-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifl
uor omejitpylvePlRAlY! ) - 4, 5- di hydro-i m dazol e-
1- carbonyl ] - pi ' perazi ne- 1-sul fonyl}-piperazin-
1-yl)-ethano
4-{4- [ H-lgwey quléuw%tfeé b pawspifuent selectad b ydiey ppd lpver
onet hyl - phenyl ) - 4, 5-
di hydr o- ialdogiazol e- | - car bonyl ] - pi perazi ne- I -sul fonyl }-p
i perazi n-2-one;
4-14,5:-Bi s chl or o- phenyl ) - 2- (2- et hoxy-4-trifl uorone
t hyl - ph& ﬂ??émin - di hydroi m dazol e- 1
- car bonyl ] - pi perazi ne-1-sul fonic acid
( 2- di nidtenplydie substitubed hy-Rp de;
[4 5- Bi s- (4-chl oro- phenyl) - 2 (2-ethoxy-4-trifluoroneth

h d
Vﬁﬁ S%F% e)flzfmﬁ?/};l}e&r%;%ﬁg gclmrglis g EI peri di ne-
1 sul fonyl ) - pi perazi n- 1-yl]-nethanone;

4-[4,5h£k5mﬁ&-chloro-phenyl)-2-(2-ethoxy-4-trif|uorone
thyl - phenyl) - 4, 5- di hydr oi m dazol e- 1-carbonyl]

i gl gerzﬁ?zter% yllJ %u;b%ﬂ eL{t%ﬂ))? I?e% Wo substituents selected from the group
4-[4,5-Bi s-(4-chl oro- phenyl) 2 et hoxy-4-trifl uorone
t hyl - phe Wyhglstmgti}fdpmlbylmr logen,

| - carbonyl ] - pi per azi ne- I-sulfonlc acid (2-cyano-ethyl)

- et hyi - ;

[ 4, 5- et:el?)g}&lﬁloro phenyl ) -2-(2-ethoxy-4-trifluoroneth
yl - phenyl) - 4, 5-di hydr oi m dazol -

|-yl ] he{tqmey;leasubsmuterdl hyoms-95 s Bybshysatssgiested fam the group
- met hanone hydrochl ori de;

é fh[ 4, 5- Fébﬁs&tfhffd?'l&xr& -B§E AV hind@ hildg&t, hoxy- 4-tri fl uorom
yl - phenyl)
C(O)-lower alkyl,
C(O)-NHa,
C(O)-N-lower alkyl, and
0X0;3
Ry4 is selected from the group consisting of
trifluoromethyl,
lower alkyl,
aryl substituted by lower alkyl,

NHZ)

N-lower alkyl,



di hydr o-i m dazol e- 1- car bonyl ] - pi perazi n-
| -yl }-acetonitrile hydrochl oride; and

WO 400508087 ( 4- chl or o- phenyl ) - 2- (2- et hoxy- 4- t ri f PODEPIOB4/606176
yl - phenyl ) - 4, 5- di hydr oi m dazol -
1-yl]-[4-(2- nethoxy ethyl) -pi-gédazin- 1-yl]-nmethanone
hydrochl ori de. 36. The conpound of claim 1which is
sel ect Ndowepahkyl substituted by a substituent selected from lower alkoxy and cyano,
2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hYHet%ggﬂl ) -4, 5-
di hydro-im dazol e- I-carbonyl] plpera2|n [ -yl }-N(2- et
hoxy-I-nEth | -eth acet
2-{4-] etsmsrxl, S\QIEH{LHF%%% fﬂ‘PéHSPIe?t sslected drorp {Be-e40wR Fnsistips of
onet hyl - phenyl ) - 4, 5- di hydr o-i nm dazol e-

1- car bonyhlbged, Bed I'bxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
1-yl}-N-(2- rret hgxﬁt hyl ) - acet am deXY 1ky

N- Benzyl o 4-chl henyl ) - 2- (2-eth
V-4 1 UGBy RReRyh ) o ey ) erhox

4, 5-di hydro-i m dazol e-I| -carbonyl ] - pi perazin-1-yl }-acet

ani de; heterocycle and
2-{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2- ethoxy 4-trifluor

?gﬂ)gﬂa‘?? }rf% %H ti%_tﬁ‘gg}yr%&l&smgg%t[sglﬁ?tag from 2 rg?é)upy colnsmtmg of

2-{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - hhlegst, hydroxy, aioh@ (D olower dkony, dovierattybard/lojver alkyl
- pi perazin- |-yl}-Nethoxy-acetam de;

2-{4-14, phenyl) 2-(2-ethoxy-4-trifluor
onet hyl - pﬁgﬁﬁPéék§g&%% ]ydro i m dazol e-1-car bonyl ]

-pi perazin- |-yl}-N(5-nethyl-furan-2-ylnethyl)-
aRptiaseedted from the group consisting of

2-{4-[4,5-Bis-(4-cbl oro-phenyl)-2-(2-ethoxy-4-trifluor

onet hyf W%L ]% d) 4, 5-

dlhydro im | e-1-carbonyl]-piperazin-l-yl}-1-(4-tri
fl uoromet hyl - pi peridin-1-yl)- ethanone;

cyano,

trifluoromethyl,

N-lower alkyl,

SO,-lower alkyl,
C(O)-lower alkyl,
SO,-NHo,
SO,-N-lower alkyl,
heteroaryl and
] heterocycle;
Ry is selected from the group consisting of
lower alkoxy,

NHZ;



2-{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - phenyl ) -4, 5-

waledvgeow9T m dazol e- | - car bonyl ] - pi perazi n-1 -yl } PCE/BPIPYDH06176
-acet am de;
2-{4-[ 4, 5- Bi s- (4-chl or o- phenyl)4%= (2- et hoxy-4-trifl uor

onet hyl - phenyl ) -4, 5-

di hydrH=1PWFbB§1£56)I e~l -carbonyl ] - pi perazin-1-yl}-Nisopro
pyl - N- et hyl - acet am de; and

2-{4- [ 4. 18wB ﬁk&&; chl or o- phenyl ) -2-(2-et hoxy-4-trifluor
onet hyl - phenyl ) -4, 5-

di hydro-i m dazol e-| - car bonyl J- pi perazi n-| -yl | - N-met hox
y- N- metNrBAnZBe8h ani de. 37. The conpound of cl ai m 1whi ch
IS selected from

2- { 4- [K.15wBi gk{l 4utsshib@edbpRany! ) - 2- (2- et hoxy-4-trifl uor
onet hyl - phenyl ) - 4, 5- di hydro-i m dazol e- 1-carbonyl ]

- pi perazi n-

1-yl }-%tfr?976‘§76a3r{’61- et hyl ) - N- net hyl - acet ani de;
2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyhetgloeydd subdtithted by one or two substituents selected from the group
di hydr o-i m dazol e-I - carbonyl J- pi perazi n-1-yl J- N-cyanom

et hyl - N-net hyl -.acet.am de; . ;

2-{4-[ 4, 5- BEpYE 8@1’5’?%%% Ak frifhrorgmethyls C(O)-lowerqligh,
onet hyl - phenyl ) -4, 5- di hydro-i m dazol e- 1-car bon)l/)I ]h

- pi per azi n- ClQyNH,1C(3)-hiykbwex gikpli losrer diyl-substituted by hydroxy and
1-yl)-et hanone;

2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - phenyq’) -4, 5-

di hydro-i m dazol e-I -carbonyl ] - pi perazin-I-yl}-N(2-hyd
r By eleated frovh thetgngimeatsisting ef

2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hy 1 , 5- di hydro-i m dazol e- 1- car bonyl ]

- pi perg (?EW&LWI-’I\H sobut yl - acet ani de;

2-{4-[4,5-Bi s-(4-chloro-phenyl)-2-(2-ethoxy-4-trinuoro
met hy| CEPERY) - 4, 5-

di hydro-i m dazol e-| -carbonyl ] - pi perazin-I-yl}-N, N-bi s-
(2- met peosy-Nefowet dikpcet am de; 06176 - 157 -

hydroxy,

oxo and

lower alkyl substituted by hydroxy; and
Rig is selected from the group consisting of

lower alkoxy,

cyano,

triﬂuoromethyl,

heterocycle and

hydroxyl;

or a pharamaceutically acceptable salt or ester thereof.



2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethox7-4-trifluor
onet hyl - phenyl ) -4, 5-
wo 2dopao397 mi dazol e- 1- car bonyl | - pi per azi n- PCT/EP2004/006176
1-yl }-1-thi onor phol i n-4-yl - et hanone;
2-{4-[4, 5-Bi s-(4-chl oro-phenyl-)l43-( 2- et hoxy-4-trifl uor
onet hyl - phenyl ) -4, 5- di hydro-i m dazol e- 1-carbonyl ] L
- pi per azilie compound of claim 1 wherein the two hydrogen of the imadazoline ring

1: v} - Nfuran- t hyl acet ani de:
25“{3“&%l f%é@@rﬁ%ﬁ%!’%&%ga ) }/2?((22- Z{"hoiy- 4-trifluor

onet hyl - phenyl ) -4, 5-

di hydr o-i m dazol e- 1- car bonyl | - pi perazin-l-yl}-N[1, 3]d
i oxol an- 2-yl et hyl - N- et hyl acet am de; and

1- (4- Agetryl - RhP&ERFfHaim 1 wherein the compound is in a racemic form.
1-yl)-2-{4-[4,5-bis-(4-chl oro-phenyl)-2-(2-ethoxy~4-
trifluoronethyl-phenyl)-4,5-di hydro-i nm dazol e-1 - car bon
yl]-pi perazin-|-yl}-ethanone. 38. The conpound of
claiml which is selected from

I - ({4-54, 5‘h5&&n§>6‘ud&6ﬂﬁdﬁnﬂh@lﬁ&ki}1~tﬁe {dnpaihey oftitaily httie.
ronet hyl - phenyl) - 4, 5-

di hydro-i m dazol e-| -carbonyl ] - pi perazin-I-yl}-acetyl)-
pi peri di ne- 3-carboxylic acid diethylam de;
2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
omet hyk- pheThd Jondhdundaif iy @ whiet dia el conipomad ioanyismer.

- pi perazin-1-ylJ-N-cycl opropyl -acet am de; 4-(
{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluorom
et hyl - phenyl ) -4, 5-

di hydr o-i m dazol e-| - carbonyl ] - pi perazin-1-yl}-acetyl)-
pi per azi rMeh2-congound of claim 1 wherein X; and X are both chloro.
2-{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - phenyl ) -4 >b-

di hydro-i m dazol e-| -carbonyl ] -pi perazin-1-yl}-N (2,2, 2
-trifluoro-ethyl)-acetam de; i
2- { 4- [ 8, 5TB enjpounidl afichip Rerhergin Xs (sxelected fipra ethpky angbisopropoxy.
onet hyl - phenyl ) -4, 5-

9. The compound of claim 1 wherein the trifluoromethyl substituent is para to

the imidazoline ring.

10. The compound of claim 1 wherein the trifluoromethyl substituent is meta to

the imidazoline ring.

11. The compound of claim 1 wherein R is C(O)-phenyl-CH>-R;.
12. The compound of claim 1 wherein R is C(O)-NR;Rs.

13.The compound of claim 1 wherein R is C(O)-piperidine substituted by Rs.



di hydr o-i m dazol e- 1- car bonyl ]
- pi perazin-1-yl}-acetam de;

wWQ2¢04/0p3095- Bi s- (4-chl or o- phenyl ) - 2- ( 2- et hoxy- 4PCT/EP1000006176
onet hyl - phenyl ) -4, 5- di hydro-i m dazol e-1- carbonyl ]
-piperazin- I-yl}-N Ndiethyl--ddétam de;
2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hy 14-bhe pmpoundsof daimyldykerei Pdlasfcs Pe:Pipergznrggibyiifited by Rs.
-pi perazin- |-yl}-N(2-nmethyl-allyl)-acetam de;
2-{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - phenyl ) -4, 5-

di hydro-i m dazol e-1:carhonyl]-piperazin-1-yl}-N(I-hyd
oy ety 108 Cappayad e wheBi s e
2-{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor

onet hyl - phenyl ) -4, 5-
di hydro-i m dazol e-| -carbonyl ] -pi perazin-I-yl}-1-[4-(2-

o6 £ BB e Wby B35 e lprowoy slected

Uﬂbﬂiﬂghdﬂw andheopydpox4, the tﬂﬂﬁt}tdﬁ?fﬁyﬂkﬂ)&@d& Para to the imidazoline ring,
1-c 0 - pi per azi.n-.1- -1- (4- hydr oxyt net hyl - pi peri
din: iﬁ@%§ﬂpﬁ?ﬁ§ﬂ8ﬁgﬁué5¥}%h ‘conpound of cl ai m 1whi ch

IS selected from
2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - phenyl ) - 4, 5-

di hydr os i dazol e- .- car bonyl.] - pi pe in-loyl}-1-(l  4-.d
o B) b SRS GrR R 6f Han & ey BEREF il XYar chiote, X5 i selected
R TPy oba e, e SISO ethy Tiarbp & paca to the imidhaolfhe ring,
di hydr o-i mi dazol e-| - car bony pi perazin-1-yl}-acetyl)-

17 -
p m@f%):mp%ra@%ﬁghsri@t%%ﬁam de;

18. The compound of claim 1 wherein both X, and X; are chloro, X; is selected
from ethoxy and isopropoxy, the trifluoromethyl group is meta to the imidazoline ring,

and R is C(O)-piperidine substituted by Ry.
19. The compound of claim 1 wherein X;, X; are chloro, X3 is ethoxy or

isopropoxy, the trifluoromethyl group is meta to the imidazoline ring, and R is C(O)-
piperazine substituted by Rs.

20. The compound of claim 1 wherein Rs is lower alkyl substituted by Rs.

21. The compound of claim 1 wherein piperazine is substituted by oxo and
lower alkyl substituted by R;s.

22. The compound of claim 1 wherein R;5 is selected from -SO,-methyl, hydroxy
and lower alkoxy.



2-{4-[4,5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - phenyl )-4 5-

wal2dopao9T mi dazol e- | - car bonyl | - pi perazi n-1 -yl } PCF/EPID4/606176
hydr o-furan-2-yl net hyl )- acetani de;
2-{4-[4, 5-Bi s- (4-chl or o- phenyl)14Z-(2- et hoxy-4-trifl uor
onet hyl - phenyl ) -4, 5- di hydro-i m dazol e-I| -car bony
- pi perazin-|-y”- N CS- hydr oxy- propy”-acetam de; 2-{1-[4
5- Bi s- (4-chl or o- phenyl ) -2-(2-ethoxy-4-trifluoronethyl -

phenyl »34, Ppre compound of clalm 1 which is selected from
di hydro-i m dazole-1-carbon %/I] pi peri di n-4-y] am_no} -

et hyl - &b&Bigr 4gehloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)- 4 5- dlhydro—
24 d'aL(ﬁ 15Kl?' [8( &ﬂfﬁﬂé Q[sﬁIfQﬁ'ﬁﬁ}ﬂﬁera%n{ ?-yﬂtHl@ffﬁénéné rifluor

onet hyl - phe ydro-im dazol'e- 1-carbonyl ]

;E Ie? Zﬁnll%z!gzyl 4- Ell a—lranls 4}c-hll\cl)-rg)2p-henylg]ox(y2 - oxrggétl r’grlhuoromethyl -phenyl)-4,5-

2d{thd£c§Lu§1d§io°le ﬁﬂcapdune}n BiPASINID) orfe Kydir 636 e 4- t i f I uor

di hy d¥‘b51 eéifdp@-Ph%})b?oE%rm]}wisy -pariflapreraetlyylnheny)-4pN-¢ihydro-
1rHR1tamXDL§1?t Jﬂ-)dn)or fn@f@ gﬁfonyl) t%31perazm 1- yl] methanone,

N- Benz oro 2- et hox
y-4-t ?1{141 @ér]bﬁ-é/&ﬁ qar@hg,xml) 2 (2- ethoxy—f tr1ﬂuoromethyl phen 1 4 5-

4d§1gq xg{dgzdlmldcaa%n%n L sip@s AR} -pRb 6l My drothRpidRo}

-ac

2-{1 - [344’5[4Br%15'((ﬂ£bh>|r@ﬂ3be®ﬂbﬁ3£?)d@3‘?}’21 wiflwoxgmathyl-phenybr4,s-
Oﬁﬁfyg}’d 1rHin§ $: c%rtﬁ) plgerazm 1 1}-N- methyl acetamlde,

ro-1mdazol e perl di n- -ylamno
et hoxi’ {édéﬁaﬁrﬁdéachhm@phenylyz (2- ethoxy—4 -trifluoromethyl-p enyl) 4 5-

d{l-{yﬁlci i p]ﬁi@io?? ﬁ“tﬁ@n‘}f 1BipAaAs! P dnkti i ind-dihdddneOr
d| hydﬂd415ﬂBlel-éé1§h]@I<b -pbembbyRiethixyet-triflueramgthshphesyyng. §-dihydro-
R S csagtan o
f r onQ4{ -[p4; Bis-f8it-shlogo-phemyl b2 f Retlydxy -2 triffucsemethyl-phenyi)f 4,5-
| Hﬁfyﬁfga— fii¥bzold Iie(ﬂ}’ﬂ()nyﬂ pﬁperazme 1-carbonyl}-piperazin-2-one;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2-methanesulfonyl-ethyl)-piperazin-1-yl]-methanone hydrochloride;
and
4-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylmethyl}-piperazin-2-one hydrochloride.

24. The compound of claim 1 which is seleted from

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(3,3,3-trifluoro-2-hydroxy-propyl)-piperazin-1-yl]-methanone
hydrochloride;

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-{4-[4-(2-hydroxy-ethyl)-piperazin-1-ylmethyl]-phenyl}-methanone
hydrochloride;

4-{2-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-sulfonyl]-ethyl}-morpholine hydrochloride;



di hydr o-i m dazol e-I| -car bonyl | - pi peri di n-4-yl am no}-1I - (
4-trifluoronethyl-pipericiin-lyl)- ethanone;

WQ2qos/0p3095- Bi s- (4- chl or o- phenyl ) - 2- ( 2- et hoxy- 4PCT/EP1000006176
onet hyl - phenyl ) - 4, 5-
di hydr o- |n1dazole | - car bonyl ] ~g#Peri di n- 4-yl ami no}-N-p
ro ryl -acetam

2-{1- M4 504 ew@&fpbwl)p%é%ﬂlyoxz Aeviflorersthal-phenyd) tfor-dibydro-

Oﬁ'ﬁﬂg%le RheRYInyt] 4p1?er1d1ne -4- carboxyhc acid methyl ester;
hydr o-im dazol'e car bonyl ] - pi peridin-4-ylam n

et hox@,Sf@lﬁé{—ﬁwor%@bgy}ﬁ é2-ethoxy-4- tr1ﬂuoromethy1 phenylg 4,5~ dmydro—
1n{11|da£o‘f’e 9- c@%b% He ﬂﬂ@aﬁoﬁ@ﬁ@yﬁet 'I—ng‘u@é hoxy- 4-txi f| uor

omet hyl - phenyl azoal e-
1- car é«»ﬁ%asy (pthy @r;ormqaylzlzyy (2aetheren-4 i flooropmstey] Pheyyl)-41Q- dihydro-

eﬁﬁﬂhﬁﬁ qt ﬁg‘ g@*dmxa 8 -aza-spiro[4. 51dec 8-yl)-methanone;
hl or o- phenyl) 2-(2-ethoxy 4-trif] uor

omst h 4 §H@m&4 )ch],gprq;phenyl) -2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
dinlimgio@e ureaft% ﬁg/#erﬁﬁﬁ@@fb‘ﬂﬂoxﬂhooﬂd Shjt-efrey! am no} - N-c

yanonetlg acet ani de;

2- {1 -4:3; -B%f,hlpm-@hqrrtyﬂ)o%?r@ﬂwy -dotrifmogamehyl-pheny}) 14, 2rdihydro-
0

H’ﬁhg%éenl m EPQ)%]I‘IC ac?d cla?’r dg)r?]( oapk errgae}}ll llnﬁe%-lyalr%lr%e’n o}-1- (h

3 hy d4:0:8js M—pblpmﬂphenyl)ﬂ )(2 eﬂ"topfgﬁoﬁgluoromethyl phenyl)-4,5-dihydro-
da%o ¢ 3: %&b%x&? Hkg&r Ry RBEAYL oy B dfidtdndoxy- 4- trifluo

I‘OﬂE

di hyd# 6 -Bisri(4ta rcephercfékMﬁyﬂ]oxma@rﬂu@mmqrhylmhﬁnm}4»5Nd(hydro-

S G M VL 2 it

-2-(2-eth. oxy-4- trlfluoronethyl pb. enyl) -4, 5-
dihydro-inidazole-l-carbonyl]-piperidin-4-y|an1no}-N4
sobut yl - acet am de;

2-{1- [é's5ﬁ&o%oﬁhh%faamfwh&ll?rseqe%te%mﬁy 4-trifluor
onet hyl - phenyl)

di hydr o- |n1dazole I-carbon eridin-4-
t amyde 4,5 Bt (4-chloro-phenyl)-2- (¥ lho%lypél tri uloromet yl- r[l]’lenyb 4,5 %1hydro-

2-{1-[4, 5-Bi s-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
ofRiddle-phamdxidackt (2-pyridin-2-yl-ethyl)-amide;

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid (furan-2-ylmethyl)-amide;
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid (pyridin-3-ylmethyl)-amide;
1-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-1,3-dihydro-benzoimidazol-2-one;
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid methyl-(1-methyl-pyrrolidin-3-yl)-amide;
1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperidine-2-carboxylic acid ethyl ester;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-(4-pyrimidin-2-yl-piperazin-1-yl)-methanone;
4,5-Bis—(4-chloro—phenyl)-2-(2-ethoxy-4-triﬂuoromethy1—phen71)—4,5—dihydro-
imidazole-1-carboxylic acid 3-methoxy-benzylamide;
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid (2-hydroxy-ethyl)-amide; and



di hydro-i m dazol e-1| - car bonyl | - pi peri di n-4-yl am no}- N-(
2,2,2-trifluoro-ethyl)- acetam de. 41. The conpound of
w@b@snoibwhi ch is selected from PCT/EP2004/006176
2-{1-[4,5-Bis-(4-chloro- phenyl) 2-(2-ethoxy-4-trifluor
onet hyl - phenyl ) - 4, 5- 149 -
di hydro-i m dazol e- I-carbonyl] plper|d|n yl am no} -
2 rret ﬁ?fBlgH-y]pl})rcg@]éqrgr@, é2-ethoxy-4- trlﬂuoromethyl phenyl? 4,5- dlhydro-
4-trifluor
i Me ghcgﬁ”‘fl 45 e R%&gﬁgyt:h)r/%ﬁg%ﬂeiﬂ%y
1- carbonyl] plper|d|n 4- ylan1no
}-N—(I-hydroxynEthyI-S-nEthyIbutyl) - acet am de;
2-{4-[4,5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hybe, phﬁfé)éb)ﬁp@uﬁd of claim 1 which is selected from
F;hydro |nhdgzole cargonyg] kaera2|n | -yl }-ethanesu
oni ¢ aci [ am de r.ochl or |
2-{ 4- [ HoPig(4chlpres HL%%) Rérﬁh%’*ﬁ ‘(féldu@f%%l?lelPlEW]f I4rslihydro-
offeidBydle-phemohoticdackt (Zdhiéﬁﬁk?-ll-ﬁb@@flléﬂhﬁl-)ianﬁaé bonyl ]

- 1-
hlr; hfg@%ﬁ%p i(égéﬁloro -p enylises%z -e ryxyg-4at%ﬂuoraometﬁyl -phenyl)-4,5-dihydro-
nﬁﬂai&@tl%arﬂ&c?ﬁ‘dﬁid (-bth LI) Po1ddr- b%ﬁaﬁa B- a(tﬁ'1d6h| or o- ph

enyl)-2-(2-et romet hy phe

5- di hépéirks KH@Q%P@QI}YE)C%T(%G 4p'ir Rirfzpylac‘*e% -gifjydro-
i Hﬁl’dazole 1 carbo lic ac1d 2-cyano-ethyl)- meth 1~am1de,

N{l-[4 XZ oro phenyl ) - é? et ho i %

onet h¥pb- %;ﬁ hlprqrpgenyl) -2-(2- ethoxy—4 “triffuoromethyl-p eny) -4, é’ thydro-

diidze- 'lfeaﬂﬁﬂ(?lhcedcﬁd RRIFLPWidinkI-Pesrhidien- 4- Y } - 2- (3- ox0

= (rs ?iélg(%ﬁgb{%phm&%%wWﬁ -yiffuorepeihrlyphenyPi4-giydro-
rﬁﬁﬁtaﬂﬂé -1R4 e afb@meq{ %‘Ek‘tlh}mpi‘]fbﬂﬂu?—zl -yl)- amlde,

1- carbonyl ] - eridi n-4-yl carba
- pi petDdhisrés- Mo&pb@;@) 2-&2-3:@}}@97 oromethyl phenyl) -4,5-dihydro-

imidazole-1-carboxylic acid furan-2-ylmethyl-methyl-amide;
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid (2-hydroxy-benzyl)-methyl-amide;
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid 4-sulfamoyl-benzylamide;
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid methoxy-methyl-amide; and
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid (3-imidazol-1-yl-propyl)-amide.

27. The compound of claim 1 which is selected from

1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-pyrrolidine-2-carboxylic acid methyl ester;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(3-pyrrolidin-1-yl-propyl)-piperazin-1-yl]-methanone;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(furan-2-carbonyl)-piperazin-1-yl]-methanone; _
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-



I -({l-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluo
romet hyl - phenyl ) - 4, 5-

walrivgdow9T m dazol e-| - carbonyl ] - pi peri di n-4-yl cB€EPIYIH06176
- et hyl ) - p| peri di ne-3- carboxylic acid am de;
I-({I- [4 BIS(4 chloro phenyl1p02- (2- et hoxy-4-trifluo
ronet h phenyl )
ditpigas hYH &ﬁ?&lémr‘l'&]al?’llﬁéli%n}1‘&)’96@?%’?9{164 yl car banoyl }
;ﬁt hyd 5-BR Eestisioshedyl) Qarbakiky-¢- tAdhshodi i ynphanile;s-dihydro-
Npidagel; syl 4-(2.4-dinndsp-bepind ket Jioing 3-athrswl-pipereripy Ligh-
ogﬁﬁgﬁ%nﬁhenyl ) - ?35h gl hydro-im dgzol Ie | - car bonyl ] - pi
reridin-4- r I t d
42, Thr bbbtk BT PR e o S elBe o Ehemy )45
'\ﬁ{hllyﬂio‘l d?io?e Haﬂ:l&wn %1,5&%111)571}2-1(1% &tdiﬁnyylﬂetﬁgﬂoﬁléuor

eny dro-i m daz

- pi pe 4@%@ - gkﬂgomzﬂ(emyll%;?d%s@ﬁ@f ﬁ;ﬁrlﬂmr@@fﬁﬂ@ﬂwhelﬂlyﬂﬁ dihydro-

N&?I lqeylé Joorp holin-4-yl- ethyl) p1 erazm- |-methanone;

|s}3 orog 5 ox- 4-trifl uor
onet h 5-Birelfy¢hlore- @enmh)fiy@r pm—dézlﬂu@tonri@érpél@mﬂ +,5-dihydro-
- Hhﬂaﬁidlgt-ﬁ] 42X bigerididRh $1-GRo PPzt Ny ) maRhARe; -
N- { 1- {4 Bjs-Bt-shloro- @hwﬂ)o%h@ﬁwy -dotrifiopamerhyl- Bheny}) 14, rdhydro-
o[}ﬁtdgé/che 1r£§g)\zﬁjg1?c £ cisg -( ~oxo-| idazolidin-1-v1)- ethyl] arréld%,lang

ro-im ony - pi peri di'n-4 ﬁ/ d
i oxa BL%n_Bas- @mlﬂ@[o:ﬂplsa}mléé’— - pxy-éﬂ@ﬂa@ﬁoafeet yl-phenyl)-4,5-dihydro-

S Sy e et g o

-plpel‘ldln 4y|} 2-[ bis- (2 met hoxy- ethyl) am no] -

28. The compound of claim 1 which is selected from

6-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-nicotinonitrile;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-y1]-[4-(3-dimethylamino-propyl)-piperazin-1-yl]-methanone;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-(4-pyridin-4-ylmethyl-piperazin-1-yl)-methanone;
" {4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-acetic acid ethyl ester;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4~(2-ethoxy-ethyl)-piperazin-1-yl]-methanone; :
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2-diisopropylamino-ethyl)-piperazin-1-yl]-methanone;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2-dimethylamino-ethyl)-piperazin-1-yl]-methanone;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5- d1hydro~
imidazol-1-yl]-[4-(tetrahydro-furan-2-carbonyl)-piperazin-1-yl]-methanone;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-y1]-[4-(2-dipropylamino-ethyl)-piperazin-1-yl]-methanone; and



acet am de;
N-{I-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluor
weestsihyioophenyl ) - 4, 5- di hydro-i mi dazol e-1 - car BONEP3004/006176
-piperidin-4-yl}-2-(
[ 1, 3] di oxol an- 2-yl met hyl - net hylléﬂn'-no ) - acet ani de;
N-{I-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethox7-4-trifluor
onmet h S—IBkﬁequ: omp-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
g%‘lﬁiﬁg&g Clle i?gg l_d?ethylglﬁfr{?)oﬂ%lplfl‘) Q:Jl[pé?ﬁinq '1n71]4 eaeneet hyl
N-{l-[4, 5-Bis-(4-chl oro-phenyl)-2-(2-ethoxy-4-trifluor
onet hyl - phenyl ) - 4, 5-
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yl am ngy acEi AR und of claim 1 which is selected from
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fl hyl - ph
2”5 d.uor A (s g%(fp%m‘/l Satbehgr-4prifaeiogmethyl-Rheprlidex dibydro-
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enyl ) 2444 Qﬁﬁﬁ-&%ﬁﬁp&g—-})hén}d? 2-(2- ethoxy—4 -trifluoromethyl-pheny. 4 5~
t Hi Hfbofrﬁi@[ﬁiﬂé’ h-dahsmyl)) 1ﬁer§21ﬁ“1 1y, Q- diffle t&amide;

rbon - pi_per azi n- - et hangne; an
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uﬁﬁﬁﬁﬁﬂ rlym -gji‘—?@-%éthéxﬁethyl) piperazin-1-yl] methanone,
hydr o- 1 azol e-| -carbonﬁgplperazm I
hyI ) - P pSisald-ehloroopleenyh - ( 2¥= Oésbﬁﬁaﬂh@romet%ﬂmhw 25 lhydro-

M B AT e,
uor 0 e g0y plaengl)-2-(2-ethoxy-4- tr1ﬂuoromethyl- enyl) -4, 5 dlhydro-
dh‘PiﬁQ&(Q 1i- z@%@ltﬁﬂﬁo&)ﬁ{ I)p?hdﬁl P—?D%ﬁ%&aimﬂl -y Zn QX &rRle;

i ne-4-car boxyl acid
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R e R T B ) S
hyl ) pilppdiocBisrdd- 3hlpa@-tpb§(1y){l))/g (2- ethoxy—4 ~trifluoromethyl- phenyl) -4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-1-pyrrolidin-1-yl-ethanone;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(1-methyl-piperidin-3-ylmethyl)-piperazin-1-yl]-methanone;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-triftuoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(tetrahydro-furan-2-ylmethyl)-piperazin-1-yl]-methanone; and
2-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-

dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-nicotinonitrile.

30. The compound of claim 1 which is selected from

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-(4-phenyl-piperidin-1-yl)-methanone;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2-piperidin-1-yl-ethyl)-piperazin-1-yl]-methanone;
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5- d1hydro-
imidazole-1-carboxylic acid methylamide;
4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-



acid am de;

| -(2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifl
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SoB) A O ) ey e R
pfl?ﬂrb)lmdﬁo&rhy@rbonYl}rPdﬁzmrel’rYl}chﬁWB phin-Aryrethapppsand

y _ -
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2- hydr oxy-et hyl ) -am no] - et hanone; and

| -{4-[4, 5-Bis-(4-chl oro- phenﬁ L fz et hoxy-4-trifluor
omet hydl pﬁ'élnypl)n,pqu@d of claim 1 which is selected from

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-methoxy-ethanone hydrochloride;

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(4-fluoro-phenyl)-piperazin-1-yl]-methanone hydrochloride;

4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carboxylic acid bis-(2-methoxy-ethyl)-amide;

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-{4-(4-propyl-benzenesulfonyl)-piperazin-1-yl]-methanone;

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(thiophene-2-carbonyl)-piperazin-1-yl]-methanone;

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(1,5-dimethyl-1H-pyrazole-3-carbonyl)-piperazin-1-yl] -methanone;

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(5-chloro-1,3-dimethyl-1H-pyrazole-4-sulfonyl)-piperazin-1-yl] -
methanone;

Acetic acid 2-{4-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-
phenyl)-4,5-dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-1,1-dimethyl-2-oxo-ethyl
ester;

[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(furan-3-carbonyl)-piperazin-1-yl]-methanone; and



di hydr o-i m dazol e-1| - car bonyl ] - pi perazin-1-yl}-2-(2-net
hoxy- et hyl am no) - et hanone. 44. The conpound of claim1
waiosioios7 sel ected from PCT/EP2004/006176
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onet h
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-t h?/(ﬁ@g@lasm (4- ?ﬁlgroep enyﬁr b?f h]oxjp B Iug{ror}néh lﬁhe%yl‘?qegwmhydro—

%Eﬂzahgzg}/ @A(4Crhétﬁﬂof1m|ﬁMhdlaﬁﬂc{ -B-cattvol) - pipéreziht lugh-omghanone;

I-ca bt —gkﬂsecraéwﬂ s Foifuoreme R Ak 3 dihydro-
ﬁ£>141 ﬁ'4 hé‘-‘dlﬁﬁ‘tl@ﬂ—@hlﬁﬁﬂé%ls)ﬁfan)(l)%pq:tei’mw--lllﬂ]t meﬂiauone,

1 Cadbé 1;14—5 - ahq:r}y -2 )(2 et oxy—4 tréluoromethyl phenyl)-4,5-dihydro-
%m@&glof 4903@!11'115&1@5@ 1Mﬂ@@%ﬂboﬁyﬁ€p1ﬁeraimdleyl] -methanone;

er aZI ne-1-carb
Tl ot 1Bt chlognpbra e bt i Biflopeme iyl phenyD)-4,5-dibydro-
imidazol-1-y1]-[4-(thiophene-3-sulfonyl)-piperazin- 1-yl]-methanone;
[4,5—Bis—(4—chloro-phenyl)-2-(2—ethoxy-4—triﬂuoromethy1—phenyl)-4,5—dihydro-
imidazol-1-yl]-[4-(2,5-dichloro-thiophene-3-carbonyl)-piperazin-1 -yl]-methanone;
[4,5—Bis—(4—chloro—phenyl)-2—(2-ethoxy-4-triﬂuoromethyl-phenyl)—4,5-dihydro-
imidazol-1-yl]-[4-(2,5-dimethyl-furan-3-carbonyl)-piperazin-1 -yl]-methanone;
[4,5—Bis—(4—chloro-phenyl)—2-(2—ethoxy—4-triﬂuoromethyl—phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(1,2-dimethyl- 1H-imidazole-4-sulfonyl)-piperazin-1-yl]-methanone;

and

1-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 -yl}-2-methoxy-ethanone.

33. The compound of claim 1 which is selected from

[4,5—Bis—(4—chloro—phenyl)—2—(2-ethoxy—4-triﬂuoromethyl-phenyl)-4,5-dihydro-
imidazol-1-y1]-[4-(2,5-dichloro-thiophene-3-sulfonyl) -piperazin-1-yl]-methanone;
1—{4—[4,5-Bis-(4—chloro—phenyl)-2-(2—ethoxy—4-triﬂuoromethyl—phenyl)-4,5-
dihydro-imidazole-1-carbonyl] -piperazin-1-yl}-2-thiophen-2-yl-ethanone;
1-(4-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-



trifluoronethyl-phenyl)-4,5-dihydro-im dazol e-|-carbon
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zol - XILTnethan

he compoun?l of claim 1 which is selected from
4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-1-(2-morpholin-4-yl-ethyl)-piperazin-2-one
hydrochloride;
4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid amide;
4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid methylamide;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(pyrrolidine-1-sulfonyl)-piperazin-1-yl]-methanone;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(piperidine-1-sulfonyl)-piperazin-1-yl]-methanone;
4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole- 1-carbonyl]-piperazine-1-sulfonic acid isobutyl-amide;
4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid (2-methoxy-ethyl)-amide;
4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid bis-(2-methoxy-ethyl)-amide;



hydr ochl ori de;
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hydr o4a3-Bisi-@echloro-phenyl)-2- 2/2 etﬂoxy-él trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(4-pyrrolidin-1-yl-piperidine-1-sulfonyl)-piperazin-1-yl]-methanone;
4-[4,5-Bis-(4-chloro-phenyl)-2- (2—ethoxy—4Qtriﬂuoromethyl—phenyl) -4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid (2,2,2-trifluoro-ethyl)-amide;
4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-sulfonic acid (2-cyano-ethyl)-methyl-amide;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(3,3,3-trifluoro-propyl)-piperazin-1-yl]-methanone hydrochloride;
{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-acetonitrile hydrochloride; and
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-[4-(2-methoxy-ethyl)-piperazin-1-yl]-methanone hydrochloride.

36. The compound of claim 1 which is selected from

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-(2-methoxy-1-methyl-ethyl)-
acetamide;
2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
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1d511y]irc( imiderqhtratdarbonyl] tripergin= IoHERAY(3-metea il bacetamide;

'-{4- éhg §¥(24f4°f§*' £5R:(RNEYL ot %28 AN Yy tiflddr bRt thyl-
dgh 04 5fﬁ11@mlz@+1@1qlazelarlb@efw¢l}ylbpmwm byHraseipgiide- 2- ca
r boxy | -
2 g e e R e ety PR
rrét glto-pméngqlty—lfpaﬂ:onyl -piperazin-1-yl}-N-methoxy-acetamide;
di hyds 9z 11isC §.<eh.%hior3 WhEQRY b2 Sty o RIRRA Sk iy RpRNS1)-4,5-
e

hydr oc
{am[ydrcsumdgzc(larledarhmyl pripergtin-12yl{-N-ethosyypcetamidef | uor om

i nya? Qe B abipraghenll 21 sthomy - fiflyaromettyl pheny) 45
hyldxydrxhinmdazjﬂ¢ lagatbonyl]-piperazin-1-yl}-N-(5-methyl- furan 2- ylmethyl)
Bty o8 el phem) -2 (5 cthowy- 411

di hydro-im dazol e-1-sul fonyl]-et I perazin-| -
t hanol 2H¢-d A SeBils-d i chiboroghenyl)- éﬁérﬁﬁ%@@'cﬁf tréftpore l;zhwwh) 4,5-

RS TR RS R g -
Xsthasohepwer al koxy; Ri s selected fromthe group
consi st ng ;98T (SRR -phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-propyl-acetamide;
2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-isopropyl-N-methyl-acetamide; and

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl] -piperazin-1-yl}-N-methoxy-N-methyl-acetamide.

37. The compound of claim 1 which is selected from

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-

dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-(2-cyano-ethyl)-N-methyl-acetamide;

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-triftuoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-cyanomethyl-N-methyl-acetamide;

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-1-(3-hydroxy-piperidin-1-yl)-ethanone;

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-(2-hydroxy-ethyl)-N-methyl-
acetamide;

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-isobutyl-acetamide; .

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N,N-bis-(2-methoxy-ethyl)-acetamide;



O and 6 ' K5 wherein R is selected fromthe group
consisting of N-lower alkyl, unsubstituted heterocycle
wapasieioer ocycl e substituted by one or nore  PCT/EP2004/006176
substituents selected fromthe 7qroup consi sting of NH2
NH- C(O) -1 ower al kyl, C(0)-I|owé?”al kyl, C(O)-Iovver ’
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Wi t 2-IRE[4 éfBﬂ (4- tldmpleﬁnwbx%r 2-gthexy-4 uamfftfl V'R em?n 4,5-
%ﬁ'&%ctl{%ﬂ AR tc%g%r}? 'ﬂ)ﬁbe?%?—jls}tl J-NOfu@4n-SyBheth@lik methyl-

O wer
acetarmde,

2-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 -yl}-N-(1,3] dioxolan-2-ylmethyl-N-methyl-
acetamide; and
1-(4-Acetyl-piperazin-1-y1)-2-{4-[4,5-bis- (4-chloro-phenyl)-2-(2-ethoxy-4-
trifluoromethyl-phenyl)-4,5-dihydro-imidazole- 1-carbonyl]-piperazin-1-yl}-ethanone.

38. The compound of claim 1 which is selected from

1-({4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy—4—triﬂu0romethyl-phenyl) -4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 ~yl}-acetyl)-piperidine-3-carboxylic acid
diethylamide;

2-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 -yl}-N-cyclopropyl-acetamide;
4-({4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 -yl}-acetyl)-piperazin-2-one;
2-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin- 1-y1}-N-(2,2,2-trifluoro-ethyl) -acetamide;
2-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-triftuoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 -yl}-acetamide;
2-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 -y1}-N,N-diethyl-acetamide;
2-{4-[4,5-Bis-(4-chloro-phenyl) —2-(2—ethoxy-4-triﬂuoromethyl—phenyl) -4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 ~y1}-N-(2-methyl-allyl)-acetamide;
2-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2—ethoxy—4—triﬂuoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-pip erazin-1-yl}-N-(1-hydroxymethyl-3-methyl-b utyl)-
acetamide;
2-{4-[4,5-Bis-(4-chloro-phenyl) _2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1 ~yl}-1-[4-(2-hydroxy-ethyl)-piperidin-1 -yl]-

ethanone; and



CH2- N-1 ower al kyl, CH2-heterocycl e, CH2-heterocycl e
substituted by oxo, aryl, NHC(S)-NI|ower alkyl,
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C(ORi6, and tr|fI uoronmethyl; R5 is selected fromthe
group consisting of oxo, heteréé&yl aryl substitut ed
by a substituent selected fromlower al koxy

f1 uor 2-{E{65-Bis-(baklprapkeayl) -( By thrgndyirs ue{co}ethﬂ phenyl)-4,5-
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39. The compound of claim 1 which is selected from

2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-1-(1,4-dioxa-8-aza-spiro[4.5] dec-8-yl)-
ethanone;
1-({4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-acetyl)-piperidine-3-carboxylic acid
amide; ‘
2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl] -piperazin-1-yl}-N-(tetrahydro-furan-2-ylmethyl)-
acetamide;
2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-N-(3-hydroxy-propyl)-acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-methyl-acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl) -2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(2-methoxy-1-methyl-ethyl)-
acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(2-methoxy-ethyl)-acetamide;
N-Benzyloxy-2-{1-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-
phenyl)-4,5-dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-methoxy-acetamide; and
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(5-methyl-furan-2-ylmethyl)-

acetamide.

40. The compound of claim 1 which is selected from



| ower al kyl substituted by heterocycle, |ower alkyl

substituted by heterocycle substituted by one or two
wa@ewsiioeent s sel ected from | ower al kyl, | owerP@i/kp1004/006176

substituted by hydroxyl Iomer_z#yyl substltuted by

| ower al koxy, and oxo;R 7 is sel'ected fromthe group

CoNS! 9% 1161 OiCHA G IWALON ) YL, 8l KA omaty L phenyl)-45-

het er 0a rocycl te ecyc
ahbydrfxl-ﬂmdmoleall k@rbon)dhdlparlglin éﬂwlncp}uiéél-mﬂu(aomethyl piperidin-1-
3% %éltuent sel ected fromthe group consisting

SN | ower al koxy and hydroxy; R is selected from

t he @r{upt,%Bissidsthlong- pﬁen\N—)JrZBWEethaX)kﬂl-ltriﬂh@DaIedW{plhenyl) -4,5-
O SRR BRSSP bl om
C( O) 2NH- [4opnBis-@- ddro-1itdRyIRD - Preth G2 4 R ifinoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-methoxy-N-methyl-acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(2-cyano-ethyl)-N-methyl-
acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-cyanomethyl-N-methyl-
acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-triftuoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-1-(3-hydroxy-piperidin-1-yl)- -
ethanone;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(2-hydroxy-ethyl)-N-methyl-
acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-isobutyl-acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-triftuoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-acetamide; and
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(2,2,2-trifluoro-ethyl)-

acetamide.

41. The compound of claim 1 which is selected from

2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4~trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(2-methyl-allyl)-acetamide;
2-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylamino}-N-(1-hydroxymethyl-3-methyl-
butyl)-acetamide;
2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-ethanesulfonic acid dimethylamide



RO is selected fromthe group consisting of NH2,

N-I ower al kyl, N-Iower alkyl substituted by a
wa@awsooioeent sel ected from hydroxy and | ower aP&DER2004/006176

C(O - NH | ower al koxy, C(O) - NH benzyl oxy,

fC(O) het;alrocycl e ﬁubstltut ed byo@- substituent selected

romtrifluoronethyl or hydroxyl, and O-NHRN ;

Riysirechdesidest ed from a heterocycl e, andcge%erocycl e

Substz fuf e gy @aﬁoﬁf iﬁ%}xfyﬁ ﬂ(pemxyaqltﬁghs@rﬁétmﬁmgﬂ) 4,5-

5) consi sti n I"ower Ci%@

@1@ m_lmd\@olea]r-@qbonyl erquw’ryl}sg.%glﬂqsp g acgé am1de
hly}qrrg oridlydroxy, |ower al koxy and oxo; Rn is seI ect ed
fr'omlower "al kyl, and | ower alkyl substitute

subst3- (%éﬁtwls@lpé@?l@dlﬂ)d‘rh{ﬂ Hé 5o chlgrspheny 2 % Sthoxy-4-
fgl‘ﬁ:ér In}g%’cﬁgl l&ﬁﬁf% éﬁ §H§§IHM Hﬁﬁi%&?é’ 11cﬁi‘[ﬁfnyﬁLﬂi%éndlﬁé@aﬂpﬂacetamlde,

is selected from't
cons| Nt |1f{é 5015151(6‘%}0@19}&1@;; -2-(2-ethoxy-4- trlﬂuoromethyl pﬁenyl) 4,5-

dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-(3-oxo-piperazin-1-yl)-acetamide;
1-({1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylcarbamoyl}-methyl)-piperidine-4-
carboxylic acid amide;
1-({1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylcarbamoyl}-methyl)-piperidine-3-
carboxylic acid amide;
1-({1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-ylcarbamoyl}-methyl)-piperidine-3-
carboxylic acid diethylamide; and
N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl] -piperidin-4-yl}-2-(3-hydroxy-piperidin-1-yl)-acetamide.

42. The compound of claim 1 which is selected from

N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-(4-hydroxymethyl-piperidin-1-y1)-
acetamide;

N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-[bis-(2-hydroxy-ethyl)-amino] -
acetamide;

N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-( 1,4-dioxa-8-aza-spiro[4.5]dec-8-yl)-
acetamide;

N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-[bis-(2-methoxy-ethyl)-amino]-
acetamide;

N-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-2-([1,3] dioxolan-2-ylmethyl-methyl-



NH2, N-1ower alkyl, N-lower alkyl substituted by a

substituent selected from hydroxy and | ower al koxy,
whedosina@pyl , and heterocycle substituted by R PCREB2004006176

sel ected fromthe group consisting of

het eroaryl , heteroaryl substitui@d by one or two

substituents selected fromthe group consisting of

lapwiep)-atdtarhidear yl  and hal ogen, het erocycl e,

L OS850 SUPRLL A - 8, 2 St >
atibydrarichidrzblsglrarbanid)-pirsuiein-4iykyd-medpyromp- gretamide;
R
tdihfdradmidazoley]-carbowd}-pistekiglin-4- ﬂ -2-dimethylamino-acetamide;

2-Amino-N-{1-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-
4,5-dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-acetamide;

2-(4-Acetyl-piperazin-1-yl)-1-{4-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
trifluoromethyl-phenyl)-4,5-dihydro-imidazole-1-carbonyl] -piperazin-1-yl}-ethanone;
and

4-(2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-oxo-ethyl)-piperazin-2-one.

43. The compound of claim 1 wherein the compound is selected from

1-(2-{4- [4,5—Bis-(4-chloro—phenyl)-2-(2—ethoxy-4—triﬂuoromethyl—phenyl)—4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-oxo-ethyl) -piperidine-4-carboxylic

acid amide;

1-(2-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-

dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-oxo-ethyl)-pip eridine-3-carboxylic
acid amide;

1-(2-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-oxo-ethyl)-pip eridine-3-carboxylic
acid diethylamide;

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-(2- dimethylamino-ethylamino)-
ethanone;

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-[methyl-(1 -methyl-pyrrolidin-3-yl)-
amino]-ethanone;

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-(3-hydroxy-pip eridin-1-yl)-ethanone;

1-{4-[4,5-Bis-(4-chloro-phenyl)-2- (2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-y1}-2-(2-hydroxy-ethylamino )-ethanone;

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-



aryl substituted by |ower alkyl, NH2, N-Iower alkyl,

N-I ower al kyl substituted by a substituent sel ected

wo ec@sber al koxy, cyano, am no and trifl uor oP€r/BR1004/006176
het eroaryl, heteroaryl substituted by a substituent

sel ected fromthe group consistirg of am no, hal ogen

hydroxy, oxo, C(O -l ower al koxy, | ral kyl  and. | oyer
adylbosdrosmmphedr@d Wlhykﬂ’ﬁﬁ%%%‘YH&&A'%W@FE%eth%‘PIPGH n-1-y1)-
Qﬂﬁ&ghﬁrocycle substituted by a substituent selected
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f hal
C( O - o™ Bl Lomcmsm I Hare- v rap v Phomy)-45-
SR O BN R oLy SR g eumin)-

( consisting o oXy, cyano,
tethanionerasdet hyl , N-1ower al kyl, Sq 2-1ower al kyl,
O '1'-&\L\@;S-@kskw—chl(ﬁ%ﬂﬂlﬁ%)-2—(2-ethoxy—4-triﬂuoromethyl-phenyl)—4,5-

dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2- (2-methoxy-ethylamino)-ethanone.

44, The compound of claim 1 which is selected from

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-triftuoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2- [bis-(2-methoxy-ethyl)-amino]-

ethanone;

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-([1,3] dioxolan-2-ylmethyl-methyl-
amino)-ethanone;
1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazin-1-yl}-2-methylamino-ethanone;
1-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-3-methyl-thiourea;
1-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-3-phenyl-thiourea;
4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-
imidazole-1-carbonyl]-piperazine-1-carbothioic acid phenylamide;
1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperazine-1-carbonyl}-pip eridine-4-carboxylic acid
amide;
3-Oxo-piperazine-1-carboxylic acid {1-[4,5-bis-(4-chloro-phenyl)-2-(2-ethoxy-4-
trifluoromethyl-phenyl)-4,5-dihydro-imidazole-1-carbonyl] -piperidin-4-yl}-amide;
Piperidine-1,4-dicarboxylic acid 4-amide 1- ({1-[4,5-bis-(4~chloro-phenyl)-2-(2-
ethoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-imidazole-1- carbonyl]-piperidin-4-yl}-
amide); and
3-{1-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-piperidin-4-yl}-1,1-dimethyl-urea.



SO2- N-1 ower al kyl, heteroaryl and heterocycle; R 6 is

sel ected fromthe group consisting of |ower alkoxy,
woRisodsbower al kyl, N-lower al koxy, N-|ower aP&EREP1004/006176

N- benzyl oxy, N-lower alkyl substituted by R 8,

het erocycl e andhet erocycl e subsltdt-ut ed by one or two

substituents selected fromthe group consisting of

hydr ox$5- alheseppoupiof daime favigh is seeayd freomer al kyl |
C(O-NH 2, C(O-NIower alkyl, Iower alkyl substltuted

by hyd pm@gwcmw?}%}lﬁ)tzs ﬁ@ﬂh%ﬁ{r qotnfﬂhemrﬁéﬂﬁylmﬁﬁ) 4,5-dihydro-
conS|s in ower }
crdarel %é{hppp@ﬁzm -Ayrdmesayl —p1per1d1n- -yD)- methanone hydrochloride;
[4,5 Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazol-1-yl]-{4-[4-(2-hydroxy-ethyl)-piperazin-1-ylmethyl]-phenyl}-

methanone hydrochloride;

(4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazol-1-yl]-[4-(4-pyrrolidin-1-yl-piperidin-1-ylmethyl)-phenyl] -methanone
hydrochloride;

[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazol-1-yl]-(4-diethylaminomethyl-phenyl)-methanone hydrochloride;

[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazol-1-yl]-(4-piperazin-1-ylmethyl-phenyl)-methanone hydrochloride;

[4-(4-Amino-piperidin-1-ylmethyl)-phenyl]-[4,5-bis-(4-chloro-phenyl)-2-(2-
isopropoxy-4-trifluoromethyl-phenyl)-4,5-dihydro-imidazol-1-yl]-methanone
hydrochloride;

1-(4-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-
4,5-dihydro-imidazole-1-carbonyl]-benzyl}-piperazin-1-yl)-ethanone hydrochloride;

N-(1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-
4,5-dihydro-imidazole-1-carbonyl]-benzyl}-piperidin-4-yl)-acetamide hydrochloride;

4-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-benzyl}-piperazin-2-one hydrochloride; and

[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazol-1-yl]-[4-(2-hydroxymethyl-piperidin-1-ylmethyl)-phenyl]-methanone
hydrochloride.

46. The compound of claim 1 which is selected from

1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-benzyl}-pyrrolidine-2-carboxylic acid methyl ester
hydrochloride;
[4,5-Bis-(4-chloro-phenyl)-2-(2-isopropoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazol-1-yl]-(4-morpholin-4-ylmethyl-phenyl)-methanone hydrochloride;
[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-dihydro-



oxo and | ower al kyl substituted by hydroxy; and RS is
sel ected fromthe group consisting of |ower alkoxy,
w@yaso0309Ti f | uor onet hyl, heterocycl e and hydr oRgT/EPI904/606176
pharamaceutically acceptable salt or ester thereof,
and a pharmaceutically acceptabléd-carrier. 48.
Conpounds according _to anyone of clains 1 to 47 as
méféid@a@lle]ntfl]i[é-.(4tﬂ§’éf0@filfhlﬁ%muﬁ@1'bﬂlm@hﬁﬁﬂpbem}’l]‘-@?eﬂtaﬁéne
PLOPRLRLHAE of a nedicament for the treatment of a
di Sease based on the interaction of VMDM2 protein with a

p53- | 4 Bieft-tllerapbens)re-14-cthody-Reiridperamattbigerhenydd-4 S dihydro-
| Ol LI dihla SRl RELESL SHAM Ay BRREIHEN
4-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-benzyl}-piperazin-2-one hydrochloride;
(4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-dihydro-
imidazol-1-yl]-(4-morpholin-4-ylmethyl-phenyl)-methanone;
1-{4-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-5-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-carbonyl]-benzyl}-pyrrolidine-2-carboxylic acid methyl ester
hydrochloride;
4-{2-[4,5-Bis-(4~chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-sulfonyl]-ethyl}-piperazin-2-one hydrochloride;
{2-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-sulfonyl]-ethyl}-diethyl-amine hydrochloride; and
2-(4-{2-[4,5-Bis-(4-chloro-phenyl)-2-(2-ethoxy-4-trifluoromethyl-phenyl)-4,5-
dihydro-imidazole-1-sulfonyl]-ethyl}-piperazin- 1-yl)-ethanol hydrochloride.

47. A pharmaceutical composition which comprises at least one compound

selected from a compound of formula I

CF

o-ZLZ

wherein

X;and X; are halogen;
X3 is lower alkoxy;

R is selected from the group consisting of



wherein R is selected fromthe group consisting of
N-I ower al kyl, unsubstituted heterocycle and
whedosnadytl e substituted by one or nore substiPCEEPH04/006176
selected fromthe group consisting of NH 2,
NH- C(O) -1 ower alkyl, C(O -Ioweko3al kyl, C(O) -I ower
al koxy, oxo, heterocycle, and | ower al kyl substituted
by hydroxy; R2~i s sel ec/‘éed from hydr ogen, nethyl andT

| ower al koxy; I gsel ected fromif he gr nsi sbk
of hetero “heber dciicl € 1 gwerN al Ry gsub i f@t edb Bégo
with RZ , |l ower &l koxy, I O\A/e,rHI&)(Bﬁ; Riand °
sel ected fromthe group consiisting of ®&/O -I|ower

al koxy, |ower al koxy, CH2-N-Iower alkyl,

CH2- heterocycl e, CH2-heterocycle substituted by oxo,
wherein

R is selected from the group consisting of
N-lower alkyl,
unsubstituted heterocycle and
heterocycle substituted by one or more substituents selected from the group
consisting of NH,, NH-C(O)-lower alkyl, C(O)-lower alkyl, C(O)-lower
alkoxy, oxo, heterocycle, and lower alkyl substituted by hydroxy;
R, is selected from hydrogen, methyl and lower alkoxy;
Rs is selected from the group consisting of
heteroaryl,
heterocycle,
lower alkyl substituted with Ry,
aryl,
lower alkoxy, and
lower alkyl;
Ry is selected from the group consisting of
C(O)-lower alkoxy,
lower alkoxy,
CH,-N-lower alkyl,

CH;-heterocycle,



aryl, NHC(S)-NIlower alkyl, NHC(S)-Naryl, NHC(O-R
8, N-al kyl substituted by CCOR i6, and

wa eookloeswppnet hyl ; RS is sel ected from the gr oupCT/EP2004/006176
consi sting of oxo, heteroaryl, aryl substituted by a
substituent selected from | owerlo@l-koxy and fl uoro,

C(S) - NI ower alkyl, S)-Naryl,C(O-CH 2-R12, C(O-R
13, soﬁmh%ﬁacxcém@bs?ﬁumbma@stitut ed by a
substituent selected fromRlL and C(O-R; Ris
selectggmfron1the group consi sting of |ower alkyl
substituted by -N-lower al kyl, Iower alkyl substituted

by het cycle,. lo al kyl substituted by heterocycle
substiﬁﬁ%@%gkyﬂ@ﬁ@r ywo substituents sel ected from

| ower al kyl, |ower alkyl substituted by hydroxy! | ower
al kyl . NH-C(S)-N-aryl,

NH-C(O)-Rs,
N-alkyl substituted by C(O)R;, and
trifluoromethyl;
Rs is selected from the group consisting of
0X0,
heteroaryl,
aryl substituted by a substituent selected from lower alkoxy and fluoro,
C(S)-N-lower alkyl,
C(S)-N-aryl,
C(O)-CHz-Ry,
C(O)-Ris,
SO;-Rys and
lower alkyl substituted by a substituent selected from R;5 and C(O)-Re;
Rg is selected from the group consisting of
lower alkyl substituted by -N-lower alkyl,
lower alkyl substituted by heterocycle,
lower alkyl substituted by heteroq‘rcle substituted by one or two substituents
selected from lower alkyl, lower alkyl substituted by hydroxyl lower alkyl

substituted by lower alkoxy, and oxo;



substituted by | ower al koxy, and oxo; R7 is selected

fromthe group consisting of cyano, hydroxy, | ower
w@bkdosxng3oohet eroaryl, heterocycl e, heterecycl e PCTI/EP2004/006176

substituted by oxo, NI ower al k)gl; and aryl

substituted by a substituent s ected fromthe group

onsi st i O SC2NH |, | owner koxy and hydroxy; R8 is
ééf%&@%tﬁ&]?ff)ﬁiﬁ%?ﬁé“&%ﬁls% i sting of N-lower alkyl,
het er ocycl e, heterocycl e substituted by a substituent
sel ecteghof rom t he group consisting of oxo, C(O-NH 2
and C(O -NHIower alkyl, CH2-R9 and CH -RQJ RO is
sel eche&i fromthe group consisting of NH2, N-Iower
al ky| [FYErOxYs

lower alkoxy,
heteroaryl,
heterocycle,
heterecycle substituted by oxo,
N-lower alkyl; and
aryl substituted by a substituent selected from the group consisting of SO;NH,,
lower alkoxy and hydroxy;
Rg is selected from the group consisting of
N-lower alkyl,
heterocycle,
heterocycle substituted by a substituent selected from the group consisting of oxo,
C(0)-NH; and C(O)-NH-lower alkyl,
CH;-Rg and
CHz-Rip;
Ry is selected from the group consisting of
NH,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,

C(O)-NH-lower alkoxy,



N-| ower al kyl substituted by a substituent sel ected

from hydroxy and | ower al koxy, C(O) -NH1|ower al koxy,
wW@e@pAON9benzyl oxy, C(O) -heterocycl e substi t ut BAI/BY2084/006176

substituent selected fromtrifluoronmethyl or hydroxyl,

and C(O-NHRi 1; Riois selectld-froma heterocycle

and heterocycle substituted by one or nore groups

sel ect £601 b?ﬁ@*@%bup consi sting of C(O -1 ower

alkyl, C(O-NH 2, C(O-NIower alkyl, |Iower alkyl

substi bubedeRYohNE Eishitutby By 93bstihRWedeltdFOm @l @Y Rethyl or
Rn is selected fromlower alkyl, and | ower alkyl

substituted by a substituent selected fromthe group
consistiﬂgdﬁﬁW%PR Xy, heteroaryl substituted by | ower
al kyl, cyano, andtrifluoronmethyl; R12 is selected from
the group)-sgn®,gting of [ower al koxy, NH2, N-Iower
al kyl ,
Ryo is selected from a
heterocycle, and
heterocycle substituted by one or more groups selected from the group consisting
of C(O)-lower alkyl, C(O)-NH,, C(O)-N-lower alkyl, lower alkyl
substituted by hydroxy, hydroxy, lower alkoxy and oxo;
R;; is selected from
lower alkyl, and
lower alkyl substituted by a substituent selected from the group consisting
of alkoxy, heteroaryl substituted by lower alkyl, cyano, and trifluoromethyl;
Ry2 is selected from the group consisting of
lower alkoxy,
NH,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,
heteroaryl, and
heterocycle substituted by Ry7;

Rys is selected from the group consisting of

heteroaryl,



N-| ower al kyl substituted by a substituent sel ected

from hydroxy and | ower al koxy, heteroaryl, and
wheasnadyrl e substituted by R; Ri 3 i s sel ect eRPICT/ERI004/006176

the group consisting of hetero}aqr het er oar yl

substituted by one or two subs tuents sel ect ed from

the gro stin | ower al k

ot es Ge T htiaapRioae of ia S itan sl Bprie Houp

substituents selected fromthe group consisting of

| ower al dopsistiag yf loaved alkgl, agbimd KaléJenl oner al kyl ,
C(O-NH 2, C(O-NIower alkyl, and oxo, |ower alkyl
substltyted with - OC(OCH 3; Rl4 is selected fromthe
group CohsT! §1te1 ng of trifluoronethyl,|ower alkyl, aryl
substituted by | ower alkyl, NH2,

heterocycle substituted by one or more substituents selected from the group

consisting of lower alkyl, aryl and halogen,

C(O)-lower alkyl,

C(O)-NH,,

C(O)-N-lower alkyl,

0XO0,

lower alkyl substituted with ~OC(O)CHs;

Ry4 is selected from the group consisting of

trifluoromethyl,

lower alkyl,

aryl substituted by lower alkyl,

NH,,

N-lower alkyl,

N-lower alkyl substituted by a substituent selected from lower alkoxy, cyano,
amino and trifluoromethyl;

heteroaryl,

heﬁeroaryl substituted by a substituent selected from the group consisting of
amino, halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
substituted by hydroxyl,

heterocycle and



N-|l ower al kyl, N-lower alkyl substituted by a

substituent selected from|ower al koxy, cyano, am no
w@e@sooiopt uor onet hyl ; heteroaryl, heteroaryl PCTI/EP2004/006176

substituted by a substituent selected fromthe group

consi sting of am no, hal ogen, "Hyfroxy, oxo, C(O) -I ower

al koxy, | ower al kyl d IO\Qe[ al ky] substituted by

hydr oxb?t?foﬁ%%l%?‘@ég%ﬁt%wm Héterioeletra togpieist ureepnsigting of

a substituent selected fromthe group consisting of

hal ogen, HajegteoxtydrdxyPoxdXOMD)-love alldkkdsier dlgehd Rivey hikyl

and | ower al kyl substituted by hydroxyl; lected from

the group consi st of |ower al koxy, cyano,
trifluor 8@3%9%655%%?%%?1’ al kyl, Sq 2-1ower alkyl,

C(O -l ower alkyl, SO2-NH 2, SO2- N~l ower
aRiyd seleeted foan Yie groth consisting of

lower alkoxy,
cyano,
trifluoromethyl,
N-lower alkyl,
SO,-lower alkyl,
C(O)-lower alkyl,
SO,-NH,,
SO,-N-lower alkyl,
heteroaryl and
heterocycle;
Ry6 is selected from the group consisting of
lower alkoxy,
NHo,
N-lower alkyl,
N-lower alkoxy,
N-lower alkenyl,
N-benzyloxy,
N-lower alkyl substituted by Ry,

heterocycle and



heterocycle; R is selected fromthe group consisting

of | ower al koxy, NH2, N-lower allcyl, NI|ower alkoxy,
wokdosmeooanl kenyl , N-benzyl oxy, N-|ower al kyl PCT/EP2004/006176

substituted by Ri 8, heterocycle and heterocycle

substituted by one or two substi?luents sel ected from

the gr up consi sti.ng of hydroxy, al koxy
triflu Ff@?ﬁsvﬁ9 pub sw%d DY QR typléybstlt@zr@) sefgefed from the group

C(O-NIower alkyl, Iower alkyl substituted by hydroxy
and OX@énsﬁhﬁfgloﬁh bﬁ;ﬂa&@ ﬁ:ﬁﬂméﬂaﬁqeﬂ[}@m@qe%ﬁéﬂcﬂg of

C(O-lower alkyl, C(O-NH 2, C(O-N1Iower alkyl,
hydr oxy, OX&(S?—?\IHZ, C(O)-N-lower alkyl, lower alkyl substituted by hydroxy and
0XO0;
Ry7 is selected from the group consisting of
C(O)-lower alkyl,
C(O)-NH,,
C(O)-N-lower alkyl,
hydroxy,
oxo and
lower alkyl substituted by hydroxy; and
Rys is selected from the group consisting of
lower alkoxy,
cyano,
trifluoromethyl,
heterocycle and
hydroxyl;
or a pharamaceutically acceptable salt or ester thereof,

and a pharmaceutically acceptable carrier.

48. Compounds according to anyone of claims 1 to 47 as medicament.



| ower al kyl substituted by hydroxy; and Ri is selected
fromthe group consisting ofl ower al koxy, cyano,

wa eiokloeswppnet hyl , heterocycl e and hydroxy!; orP@I/EP2004/006176
pharamaceutically acceptable s or ester thereof.
50. Use according to claim49” rein the disease are

cel | ol.iferative di ers Use accordi t
c ai A0 Usdirarhnpnand PLEEERI 113t wepfePi it &  pshcapat for the
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Dat a
X, and X, are halogen;

X is lower alkoxy;

R is selected from the group consisting of

wherein
Ry is selectéd from the group consisting of
N-lower alkyl,
unsubstituted heterocycle and
heterocycle substituted by one or more substituents selected from the group
consisting of NH,, NH-C(O)-lower alkyl, C(O)-lower alkyl, C(O)-lower
alkoxy, oxo, heterocycle, and lower alkyl substituted by hydroxy;
R, is selected from hydrogen, methyl and lower alkoxy;
Rs is selected from the group consisting of

heteroaryl,



C. DOCUMENTS CONSI DERED TO BE RELEVANT Cat egory

Ctation of docunent, with indication, where
wapmsomobat e, of the rel evant passages Rel evaneCT/@8P2004/006176
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(MARI ON MERRELL DOW I NC) 1-52 26 June 1991
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particul ar rel evance invention "E- earlier docunment

but pu hB de op or after the international X-
docunentOb Vﬁ%? P&l ar rel evance, the cl ai ned
i nvention

lower alkoxy,
CH,-N-lower alkyl,
CH,-heterocycle,
CH,-heterocycle substituted by oxo,
aryl,
NH-C(S)-N-lower alkyl,
NH-C(S)-N-aryl,
NH-C(O)-Rs,
N-alkyl substituted by C(O)Rys, and
trifluoromethyl;

Rs is selected from the group consisting of
0XO0,
heteroaryl,
aryl substituted by a substituent selected from lower alkoxy and fluoro,
C(S)-N-lower alkyl,

C(S)-N-aryl,



filing date cannot be consi dered novel or cannot be

considered to "L" docunent which may throw doubts on
w@p@siy30et a i n(s) or involve a n inventive st ePCTERIV04/006176
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establish the publication date B#-another "Y' docunent
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lower alkyl substituted by heterocycle substituted by one or two substituents
selected from lower alkyl, lower alkyl substituted by hydroxyl lower alkyl
substituted by lower alkoxy, and oxo;
Ry is selected from the group consisting of
cyano,
hydroxy,
lower alkoxy,
heteroaryl,
heterocycle,
heterecycle substituted by oxo,
N-lower alkyl; and
aryl substituted by a substituent selected from the group consisting of SO,NH,,
lower alkoxy and hydroxy;
Rg is selected from the group consisting of
N-lower alkyl,

heterocycle,



WO 2005/003097 PCT/EP2004/006176

- 175 -

heterocycle substituted by a substituent selected from the group consisting of oxo,
C(0O)-NH; and C(O)-NH-lower alkyl,
CH;-Rg and
CHa-Rio;
Ry is selected from the group consisting of
NH,,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,
C(O)-NH-lower alkoxy,
C(O)-NH-benzyloxy,
C(O)-heterocycle substituted by a substituent selected from trifluoromethyl or
hydroxyl, and
C(O)-NH-Ry;
Ryo is selected from a
heterocycle, and
heterocycle substituted by one or more groups selected from the group consisting
of C(O)-lower alkyl, C(O)-NH,, C(O)-N-lower alkyl, lower alkyl
substituted by hydroxy, hydroxy, lower alkoxy and oxc;;
Ry is selected from
lower alkyl, and
lower alkyl substituted by a substituent selected from the group consisting

of alkoxy, heteroaryl substituted by lower alkyl, cyano, and



WO 2005/003097 PCT/EP2004/006176
-176 -

trifluoromethyl;
Ry, is selected from the group consisting of
lower alkoxy,
NHo,
N-lower alkyl,
N-lower alkyl substituted by a substituent selected from hydroxy and lower
alkoxy,
heteroaryl, and
heterocycle substituted by R;7;
Ry3 is selected from the group consisting of
heteroaryl,
heteroaryl substituted by one or two substituents selected from the group
consisting of lower alkyl, aryl and halogen,
heterocycle,
heterocycle substituted by one or more substituents selected from the group
consisting of lower alkyl, aryl and halogen,
C(O)-lower alkyl,
C(0)-NH,
C(O)-N-lower alkyl, and
0X0,
lower alkyl substituted with —OC(O)CHs;
R14 is selected from the group consisting of

triffuoromethyl,



WO 2005/003097 PCT/EP2004/006176

-177 -
lower alkyl,

aryl substituted by lower alkyl,

NH,,

N-lower alkyl,

N-lower alkyl substituted by a substituent selected from lower alkoxy, cyano,
amino and trifluoromethyl;

heteroaryl,

heteroaryl substituted by a substituent selected from the group consisting of
amino, halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
substituted by hydroxyl,

heterocycle, and

heterocycle substituted by a substituent selected from the group consisting of
halogen, hydroxy, oxo, C(O)-lower alkoxy, lower alkyl and lower alkyl
substituted by hydroxyl;

Ris is selected from the group consisting of

lower alkoxy,

cyano,

trifluoromethyl,

N-lower alkyl,

SO,-lower alkyl,

C(O)-lower alkyl,

SO,-NH,,

SO2-N-lower alkyl,



WO 2005/003097 PCT/EP2004/006176

-178 -

heteroaryl and
heterocycle;
Ry6 is selected from the group consisting of

lower alkoxy,

NH,,

N-lower alkyl,

N-lower alkoxy,

N-lower alkenyl,

N-benzyloxy,

N-lower alkyl substituted by Rys,

heterocycle and

heterocycle substituted by one or two substituents selected from the group

consisting of hydroxy, alkoxy, trifluoromethyl, C(O)-lower alkyl,
C(0O)-NH,, C(O)-N-lower alkyl, lower alkyl substituted by hydroxy and
0X0;3

Ry7 is selected from the group consisting of

C(O)-lower alkyl,

C(O)-NH,,

C(O)-N-lower alkyl,

hydroxy,

oxo and

lower alkyl substituted by hydroxy; and

Ris is selected from the group consisting of



WO 2005/003097 PCT/EP2004/006176
-179 -

lower alkoxy,
cyano,
trifluoromethyl,
heterocycle and
hydroxyl;

or a pharamaceutically acceptable salt or ester thereof.

50. Use according to claim 49 wherein the disease are cell proliferative disorders.

51. Use according to claim 49 wherein the disease are solid tumors.

52. The invention as described above.
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