r--1 *159159* *coooo2* Modul ators of sodium channels derived from

2-pi peridylimdazol es The present invention relates to n ors of
sodi um channel s derived from 2- piperidylimdazol es. TWMMMMQ@M ’ whi ch
fodul at e sodi um channels are very useful for therapeutic as: 5
the treatnent or prevention of pain, and in particular: neuf8p&thic pains
such as trigem nal neural gia, post- herpet]b‘paln di abeti ¢ neuropat hies,
gl ossopharyngi al neural gi as, secondary radi cul opat hi es and neuropat hies
associated with netastatic infiltrations, adiposis dolor

associated wth burns, 10 mgraine, post-operative pai ﬂmm’mm(wm@uypal ns
as a result of vascular cerebral incidents, thalamc IeS|ons(9 t|pIe
sclerosis, and chronic inflammatory pains or pains linked to Acer ;

the treatnment of epilepsy; the treatnent of disorders of the car di ac
rhythm the treatnent of disorders |inked to neurodegeneration, and in

particular: VIO WIAdorS oF 864 flm ' chahRel deriy&f Hdth3-pl imidsodds
neurodegenerat| i sease
and anmyotrophic lateral sclerosis; the treatnent of depreSS|on and bi pol ar
di sorders; the treatnment of irritable bowel syndrone; the treatnent of

di abetic retinogathies“ i ) :
The present invention relates to new modulators of sodium channels derived from 2-

piperidylimidazoles.

The compounds which modulate sodium channels are very useful for therapeutic uses

. such as:

5 e the treatment or prevention of pain, and in particular:

% neuropathic pains such as trigeminal neuralgia, post-herpetic pain, diabetic
neuropathies, glossopharyngial neuralgias, secondary radiculopathies and
neuropathies associated with metastatic infiltrations, adiposis dolorosa and
pains associated with burns,

10 ** migraine,

/7

+* post-operative pains,
< central pains as a result of vascular cerebral incidents, thalamic lesions and
multiple sclerosis, and

¢ chronic inflammatory pains or pains linked to cancer;
15 e the treatment of epilepsy;
‘ e the treatment of disorders of the cardiac rhythm;

e the treatment of disorders linked to neurodegeneration, and in particular:

\/
°

vascular cerebral incidents,
¢ cerebral trauma, and
20 % neurodegenerative diseases such as Alzheimer's disease, Parkinson's disease

and amyotrophic lateral sclerosis;
e the treatment of depression and bipolar disorders;
e the treatment of irritable bowel syndrome;

o the treatment of diabetic retinopathies.
25



25 2 The Applicant had al ready described, in a prior Application

unpubl i shed at the date of the present Application, conpounds nodul ati ng
sodi um channel s corresponding to general formula (Al) i O in racemc form
€nantionmeric formor any conbination of these forns, in which Het is 5 a
het erocycle with 5 nmenbers conprising 2 heteroatons and such that general
formula (Al) corresponds exclusively to olte of the foll ow ng sub-fornul ae:
A B (A)l (Al)3inwhich RLR2B(A)2 (Al)4 RL R2 Arepresents in
particular an optionally substituted al kyl, cycl oal kyl or phenyl radical;

B represents i Thpapplicaut kad drelidyddcagrthed g Qrprive Appli@pibh angibliyhed Wb tHei datét ofd

al kyl, cycl oal kyl I I : mn{ ] a l H or
S, Y represen'tmsé %res’mt %ppE&%BM @%r g%lr rengé“r‘ll%tﬁfgr:lgpar iscg%r[}xgﬁ é&%?eﬁb I":L[ ly a
hydr ogen at om g%rf’éff‘?éwu %r cycloalkyl radical; 15 SZ represents one of the
NRA6RA7 or OR48 radicals in which R46 ad RA7 represent in particular a

hydr ogen atom an al kyl, cycloal kyl, cy¢l oal kyl al kyl or aral kyl radical or
al so a -COOR5' radical in which R51 renRs‘s iR¥ particular an al kyl, aryl

or aral kyl radical.

(A1)

in racemic form, enantiomeric form or any combination of these forms, in which Het is
5  a heterocycle with 5 members comprising 2 heteroatoms and such that general formula
‘ (A1) corresponds exclusively to one of the following sub-formulae:

B
/Z—RJ R! R2 IT R! R2
AN A N0Xs

(A1),

in which
‘ A represents in particular an optionally substituted alkyl, cycloalkyl or phenyl radical;

B represents in particular a hydrogen atom or an optionally substituted alkyl, cycloalkyl
10  or phenyl radical;

X represents in particular NH or S;
Y represents O or S;

R' and R? represent in particular independently a hydrogen atom, an alkyl or cycloalkyl
radical;

15 Q represents one of the NR**R*’ or OR* radicals in which R* and R represent in
particular a hydrogen atom, an alkyl, cycloalkyl, cycloalkylalkyl or aralkyl radical or
also a -COOR® radical in which R®' represents in particular an alkyl, aryl or aralkyl
radical.



3" A certain nunber of patents or patent applications describe noreover
derivatives of 2- piperidylimdazoles. The PCT Patent Application WO

96/ 16040 descri bes the conpounds of general formula (A2) H2)mNR5 R6 R4
(A2) 0 5 in which RL represents one of the aryl, heteroaryl, aralkyl or
cycloal kyl radicals optionally substituted by one to three substituents
chosen i ndependently froma hal ogen atom-%-he CF3, CN, OH, alkyl or

al koxy, SO02R9 radical with RO representing NH2 or NHCH3; 10 X represents
NR2, R2 repres@anderthia runtber & gaydnis orifdtedt dppRtRRANHS&AbOMoleRsr dérivARELSENT S
CR3 or N, prOV|deddq vever. that Y and Z are not both CR3 or N at the sane
tinme; R3 repreggn?éy¥$ P hal ogen, hydroxyal kyl or phenyl optionally
substituted by 1 to 3 substltuents chosen fromH, CF3, CN, SO2NH2, OH,

al kyl or al koxg/fhe RET Prieatyhpplisaiion WO 96/ 1§P4bdescrrbes thesompainds of geserahfokgble when
Z represents CB®2) then R3 and R4 can al so represent together -(CH2)"1- with
nl  an integer from2 to 4 or R2 and R4 can al so represent together
-(CH2),i2- with n2 an integer frodY?Zto 4, 20 R5 argk R6 represent

i ndependently H, alkyl, al koxy, ar ara(r ’ ’and R5 al so being able
to represent together -(CH2)n3-RWt e tln 2 or 3; NR5R6 al so
being able to represent together (in par ular) -Rfne optionally

substituted 2-(1, 2, 3, 4-t et rahydroqui nol yl radlcal,

(A2)

. 5  in which
R1 represents one of the aryl, heteroaryl, aralkyl or cycloalkyl radicals optionally

substituted by one to three substituents chosen independently from a halogen atom, the
CF;, CN, OH, alkyl or alkoxy, SO,R9 radical with R9 representing NH; or NHCHj,

X represents NR2, R2 representing H or alkyl;
10 Y represents N or CR3;
Z represents CR3 or N;
provided however that Y and Z are not both CR3 or N at the same time;

R3 represents H, alkyl, halogen, hydroxyalkyl or phenyl optionally substituted by 1 to 3
substituents chosen from H, CF3, CN, SO,NH;, OH, alkyl or alkoxy;

15 mrepresents 0, | or 2;
. R4 represents H or alkyl;

when Z represents CR3, then R3 and R4 can also represent together -(CH,)n;- with nl
an integer from 2 to 4 or R2 and R4 can also represent together -(CH,),;- with n2 an
integer from 2 to 4;

20 R5 and R6 represent independently H, alkyl, alkoxy, aryl or aralkyl;
R4 and RS also being able to represent together -(CHa)n3- with n3 representing 2 or 3;
NRS5R6 also being able to represent together (in particular):

- the optionally substituted 2-(1,2,3,4-tetrahydroquinolyl) radical,



i—-a 4 -NR7 radical in which R7 represents one of the phenyl, benzyl or
phenet hyl radicals in which the phenyl ring can be substituted; -a -N WR8
~ P 5 radical in which pis an integer from1l to 3, Wis N and R38
r'epresents H, CF3, one of the phenyl, pyridyl or pyrimdinyl radicals
optionally substituted once or twi ce by radicals chosen from hal ogen, OCH,

al kyl or alkoxy, or Wis CH and R8 represents phenyl optionally
substituted or aral kyl optionally 1 o substituted on the aryl group; these
conpounds bei ng partial agonists or antagonists of the sub-receptors of
cerebral dopanfne or of the prodrug forns of such partial agonists or

ant agoni sts. Useful properties would t be obtained in the diagnosis and
treatment of affective disorders suchpfs sohiggphrenia and depression as
wel | as certain novenment disorders such\as /15 Parkinson's di sease. The

American Patents 5,717,100 and 6, 083, 349 and the PCT Applications WO
97/ 12876, WD 9 7 ' i i - nds
of general for t%gftgﬁl? %@%y\%&geféﬁ% %fgﬁé 8 XIBM'Zﬁac;r%hérQﬂ{yl LR a1s GOTRRY

phenyl ring can be substituted,

-a

—N_ W-R8

%

’ 5  radical in which p is an integer from 1 to 3,

W is N and R8 represents H, CF3, one of the phenyl, pyridyl or pyrimidinyl radicals
optionally substituted once or twice by radicals chosen from halogen, OH, alkyl or

alkoxy, or

W is CH and R8 represents pheny! optionally substituted or aralkyl optionally
10  substituted on the aryl group;

these compounds being partial agonists or antagonists of the sub-receptors of cerebral
dopamine or of the prodrug forms of such partial agonists or antagonists. Useful
properties would thus be obtained in the diagnosis and treatment of affective disorders
such as schizophrenia and depression as well as certain movement disorders such as

15  Parkinson's disease.

The  American Patents 5,717,100 and 6,083,349 and the PCT
. Applications WO 97/12876, WO 97/36587 and WO 97/47618 mainly indicate that the
compounds of general formula (A3)

N=y (R

\ /'

N
(
(R)p4~Ar—X' /N»\X

20 (A3)

R0



in which: Ar represents an aryl radical optionally substituted by one to
three substituents chosen independently fromthe R substituents; X and X
represent in particular a (CHZ)W}Y-(CHZ)" - radical in which mand n are

5 integers fromO to 4 and Y represents in particular a bond, 0, S, SO

SO2, OCO  COONH or CONH;, Y represents CHor N, HetCy represents a non
aronatic heterocycle with 4 to 10 nenbers-Tonprising at | east one nitrogen
atom 10 the R and R' radicals, each tinme they are involved, are chosen

i ndependent |y fro the group conprising in particular a halogen atom an
OH, CF3, SH, NHP hKQ group and an optionally substituted al kyl,

het |yl or L " : Cis
vl ver. 2hos é\ﬁmﬁ}f‘%&%gn%eﬁfl% bprictl b ealgUnC Al e suB@ilbnld iEch

nprising in particular the
hydr oxy, ami nondgpRadetl fram tg I al kyl , het er ocycl yl 15 and

het eroaryl rad S ent.s art_fromthe
aforenentlonedkgggﬁﬁe%?nwgﬁ Hr%%¥%%ateh¢Hé® ﬁﬁgﬁlon V&f%dv fmddbggrlbes
in particul r itiegeesofiemithes 4oﬁfndg%rremasentsdnmﬁrt&u ang) bqnd4 P, B1 S i &R0 R,
represents (i nComNHerteNHd;a hydrogen atomor an al kyl radical, R2 and R3
represent independently a hydrogen atom or an al kyl, cycloalkyl, al kenyl ,
al kynyl , haloaﬂkymexamyﬂioawinoalkyI hydroxyalkyl al koxyal kyl , al kyl thi o,
al kyl sul phi nyl aIkyIs honyl , carboxyalk ano, am no, alkylanlno

ami nocar bonyl , H&IG¥ieBgss RBGHgRat IC#W%F%O‘G%%@M mergbess KYPREFHNESE pHony | |
25 aIkyIcarbonyhaﬂnagmaﬂmmlcarbonylan1no ar al kyl car bonyl am no,

al kyl carbonyl, 0 0 -6 heterocycl ocarbonyl, am nosul phonyl,

‘ky| ami nosQl pHsrfypnd Bhépdiratsesash yisteobey grbdmvplved, are chosen independently from the

group comprising in particular a halogen atom, an OH, CF3, SH, NH; or NO; group and
an optionally substituted alkyl, heterocyclyl or heteroaryl radical,

and the R’ radical is, each time it is involved, chosen independently from the group
comprising in particular the hydroxy, amino, optionally substituted alkyl, heterocyclyl
15 and heteroaryl radicals;

can be used as anti-cancerous agents.

Apart from the aforementioned documents, the PCT Patent Application WO 00/57877
describes in particular the compounds of general formula (A4)

R1 Rs Re Ri3 R12
2 N
Y/ X R

R, R, Ry R, R

11

10

(A4)
in which
20  R; represents (in particular) a hydrogen atom or an alkyl radical,
R, and Rj represent independently a hydrogen atom or an alkyl, cycloalkyl, alkenyl,
alkynyl, haloalkyl, aryl, aminoalkyl, hydroxyalkyl, alkoxyalkyl, alkylthio,
alkylsulphinyl,  alkylsulphonyl, carboxyalkyl, cyano, amino, alkylamino,

aminocarbonyl, alkylaminocarbonyl, arylaminocarbonyl, aralkylaminocarbonyl,

25 alkylcarbonylamino, arylcarbonylamino, aralkylcarbonylamino, alkylcarbonyl,



radical, X represents 0, S or an NR15 radical in which R15 represents a
hydrogen atom an al kyl or cycloalkyl radical, 5 and R5, R6, R7, R8, R9,
Ri o, Rl1l, R12 and R13 represent (in particular) independently a hydrogen
atom a hal ogen atom and an al kyl, hydroxy or al koxy radical, as inhibitors
of the sodium channels. The Applicant has just discovered a new cl ass of
conmpounds nodul ating the sodium channel s;6-nanely the 2-piperidylim dazole
derivatives described hereafter. 10 According to the invention, the
conpounds cor r gapebgbldigrbbyld enmboalipfoayimalikelaalinoshiphoryd ah@ GBeE#oey@sulphonyl
enantiomeric form or any conbi nation of these fornms, in which: Rl
represents a hV§V3 en atomor an -X-Y-R4 radical in which -X-Y- represents
a bond, a - QOx repfeldnfeo, S GRAMNR, s RldicalGa Wikikh Rﬁ%&@éent@'ﬁ%y%g&?ﬁ&ﬁ?ﬁ%@ylan

al kyl, hal oal kyl c&gLoajéyl, cycl oal kyl al kyl", "aryl or "aral kyl radi cal,
sai d aral kyl off Qelpelkybaficall s being 15 optional Iy substituted 1 to 4 tines

(preferably .1 t S @n re, pref ti ; Ny 0 he aryl
radi cal by (S)netmgdr ﬁf‘h)%égﬁ F’a%f g&’[@"’?ﬁ ’slglﬁ%P ?(&}M %Lllﬁgﬁn%éltg(r)?ag%‘d%]bﬁégpgﬁ&ng}' Ryl ,
hydroxy or al kBydrogeadiiala halogen gpmasd ag alkylnhydrexy or alkpry mdicrly| |

cycl oal kyl al kyl or. aryl .radical, said aryl being optionally substituted 1
to 4 tines (pr8§@LQ§P§°F&?8° UG ore preferentially 1 to 20 2
times) by one or nore radicals chosen froma hal ogen atom and an al kyl,

hal oal kyl ,  hydhexXpplienk basyiustdisepyared » new edas of perapeundsmehgatinghryodium

aryl am no or aehdnnéladiatiadly,th&2bideri@liniddFoRAUeAvatiFeydesfieicd Be@pfidronal | y
substituted 1 to 4 tines (preferably 1 to 3 times and nore preferentially

@ 0oon oo anaeainaR e AR O cORFRls RSB e BB DOC 5 o

R6 representing independently a hydrogen aton1oragn al kyl radical or R5 and
R6 formng together with the nitrrgen-atomalr y present a heterocycle
with 5to 7 -7 menbers the additionalN nmefpeys Bf which are chosen from
-CH2-, -0-, -S and -NRB-, R7 repregentijng\i endently each time it is
invol ved an al kyl radical, R8 representing ifdepdhdently each time it is

i nvol ved a hydrogen atom or an al kyl,

()
in racemic or enantiomeric form or any combination of these forms, in which:

R' represents a hydrogen atom or an -X-Y-R* radical in which -X-Y- represents a bond,

a -CO-, -CO-0O-, -CO-NH- or -CS-NH- radical and R* represents an alkyl, haloalkyl,

cycloalkyl, cycloalkylalkyl, aryl or aralkyl radical, said aralkyl or aryl radicals being

15 optionally substituted 1 to 4 times (preferably 1 to 3 times and more preferentially 1 to

. 2 times) on the aryl radical by one or more radicals chosen from a halogen atom and an
alkyl, hydroxy or alkoxy radical;

R’ represents an alkyl, cycloalkyl, cycloalkylalkyl or aryl radical, said aryl being
optionally substituted 1 to 4 times (preferably 1 to 3 times and more preferentially 1 to

20 2 times) by one or more radicals chosen from a halogen atom and an alkyl, haloalkyl,
hydroxy, alkoxy, alkylthio, cyano, nitro, NR°R®, SO,R’, arylamino or aryl radical, said
arylamino or aryl being optionally substituted 1 to 4 times (preferably 1 to 3 times and
more preferentially 1 to 2 times) on the aryl group by one or more radicals chosen from
a halogen atom and an alkyl, hydroxy, alkoxy or alkylthio radical,

25 R’ and R® representing independently a hydrogen atom or an alkyl radical or R® and R®
forming together with the nitrogen atom already present a heterocycle with 5 to 7



5 hal oal kyl, cycl oal kyl, cycl oal kyl al kyl, aryl or aral kyl radical, said
aral kyl or aryl radicals being optionally substituted 1 to 4 tines
(preferably 1 to 3 tinmes and nore preferentially 1 to 2 tinmes) on the aryl
radi cal by one or nore radicals chosen froma halogen atom and an al kyl,
hydroxy or al koxy radical, or R 2 represents the RlI4 RO | r, 12 S 0 CH3
radi cal in which R16 represents a hydrogen’-atomor an alkyl radical, and T
represents a -(CH2)mradical with m=1 or 2, or finally R2 represents the
R11 N 10 radi calembsrsWiht cdddfiRBnal RhOmbdrd bf WRligh ard citken IfR@ €SHHY .-O-, -S- and
independently,_ hiydrogen atom a hal ogen, the CH group or an al kyl or

al koxy radi cal, Eﬁ4 represents a hydrogen atom or an al radi cal, and W
does not exi st R’ epreserigdrdependgntiyoiseh tige itipinvolve afb%lk)dNF@l/@ in which R15

represents a hRélrrgg@senta{gomu@en@amlalem umadn Bdhvolvdd Dhydrdgea alianroelaﬁ aﬂ@nt S

the 0 i -8 radi nt gen. atom or_an, al k

- E- NRL8R19 dr hgl IEYJIRQ%PYI’:A&YCIO@%@E@ (lasoé n%dﬁ(ol raraf ¢ %’legld %rla&ﬁ gﬁc

al kyl ene radi c#diaaisnhesignepiignall gbgtituted blow htiows (prefazmlyahdo thgmrSeép!dersemtl ng,
i ndependent | y, pafiydiangeno @ttﬁﬁésagnm aykyblicilasi &Rl or reorlR2AiARHB%h from a

representing, de endent tom a carbocyclic or

het erocyclic ar@P‘% ‘J%ﬁ¥%%h FvggﬁﬂgPﬂPH@ 1 to 4 tinmes (preferably 1
to 3 tines andorﬁbksmg&%ﬁﬁgentlally 1to 2 times) by one or nore
substituents chosen i ndependently

R14
9
R rlj R
. 6 Y I
R 11 W R13
10  radical in which R9, RI9, R!1, RIZ and R13 represent, independently, a hydrogen atom, a
halogen, the OH group or an alkyl or alkoxy radical,
R!4 represents a hydrogen atom or an alkyl radical,

and W does not exist, or represents a bond, or -O-, -S- or -NR!5-, in which R15
represents a hydrogen atom or an alkyl radical,

15 oralso R? represents the

CH
RO

T
)<CH3
® H,C o

CH,

radical in which R16 represents a hydrogen atom or an alkyl radical,
and T represents a -(CHj)p,- radical withm =1 or 2,

>

R17

or finally R? represents the



fromthe al kyl, OH halogen, nitro, alkoxy and NR22R23 radi cal s, R22 and
R23 representing, independently, a hydrogen atomor an alkyl radical, 1 o
and T represents a -(CH2),,,- radical with m= 1 or 2; and R3 represents a
Rydrogen atom or an al kyl, cycloal kyl, cycloal kyl al kyl or aryl radical,
said aryl being optionally substituted 1 to 4 tines (preferably 1 to 3
tinmes and nore preferentially 1 to 2 time%) by one or nore radicals chosen
froma hal ogen atom and an al kyl, hal oal kyl, hydroxy, al koxy, alkylthio,

cyano, nitro, NF4R4R, wiieRRRO %ré@é&fé alﬁyaﬁgéncalonp%iﬁp%lﬂyy, %Rﬁt‘df@ut&d 1
to 4 times (prc_a%t__ggi]{% 1 to 3 times and nore preferentially 1 to 2 tines)

by one or nore s"4¥G5en froma hal ogen atom and an al kyl, hydroxy,
al koxy or al kyEtrkpresentinfj <lalear ®btarehell #2Benrcapdien enrtainiggilnd é pabdeabiny, a

T ogen at gm oy R e Kprestbl iRlerBhicidd iroatie Roh dh B FABEN T 1 L0 1
nittrogen atom . )

Rl P omar Sordel SRGIRA RRRNiie  HERRaf i BioRen. Qo o8 b AHBOCoREOE.

R26 representi hgeionyhdipoeryd estiday oganhlly substitited il So # nivek (erefeasblyal toyd timesdindal |
and R28 represgtd PRrdrQHERENIA8M litheSAG odd Fmble dubstihR glﬁ)ger@in:&(ﬁ%g%ﬂ?hat om

or an alkyl radical; 25 or the pharngceuti cal cceptable salts ese
conpounds; can'B& tg%%‘lﬂ)%f Q% W%ﬁf&r‘?‘ﬁ&@%&P‘i§ﬁ%%t2?{aﬁ’c°éﬁded to have a
modul at ory act R¥3 and R3h reapresentmggindependeatinel lydraggn atbiydr an alklleadicall her wi se

specified, 1ps aﬁﬁmepaesbﬁtaea(t:y%ym-bammﬂﬂnﬂlﬂbt2;rafﬁqi cal containing 1 to 12
carbon atons, and preferably to 6 carbon atons. By cycl oal kyl, 30 unl ess

ot herwi se specified, is nt a nonocyclic c rb’%}’ system containing.3 to 7
'bon atons. By "BRIBHR JAVRREG HB B ABAU: SOlaplby, CYRoDOLTEY o2 i egtica
6eci fied, is sadnatyl baingaphomylysubstititechétteddayes| (prefeytdy do Gotpes sidngorene t o
Lh!’ ee CopdenSSGreﬁ'ér&ﬁﬁlﬁﬁil tb Q@i%els)_ B}r@mﬁ@‘ e ﬁlaichﬁ tcﬁ&e@fr@fﬁaa?; Rafogeh Qﬁrrsn_ thd%)ﬁtSt em
erng reterre 0, 4S rogycli c en_at. .l east one L3 § Sktltue
rings conpri segﬁ%h}akﬂaﬁ‘ﬁg rl]é’ﬁﬁ’éf”e?%%’fyo rﬁLkYEtBI,O, B, gjire: %{B ’ag lfk FhI1%Es
ot herwi se dpeciddicet opiignatip asubstituedr bacy4 | tirgesafpréferablyi ¢ ato. 3Byimhetaad amorgl i s
009 referentially 1 to 2 times) by one or more radicals chosen from a halogen atom and an
P
alkyl, hydroxy, alkoxy or alkylthio radical,
R* and R representing independently a hydrogen atom or an alkyl radical or R** and
R* forming together with the nitrogen atom already present a heterocycle with 5 to 7
20 members the additional members of which are chosen from -CH,-, -O-, -S- and
-NRZ%.
R?® representing independently each time it is involved an alkyl radical,
and R?® representing independently each time it is involved a hydrogen atom or an alkyl
radical;

. 25  or the pharmaceutically acceptable salts of these compounds;

can be used for preparing a medicament intended to have a modulatory activity on the

sodium channels.

By alkyl, unless otherwise specified, is meant a linear or branched alkyl radical
containing 1 to 12 carbon atoms, and preferably 1 to 6 carbon atoms. By cycloalkyl,
30 unless otherwise specified, is meant a monocyclic carbon system containing 3 to 7
carbon atoms. By carbocyclic or heterocyclic aryl, unless otherwise specified, is meant
a carbocyclic or heterocyclic system comprising one to three condensed rings at least
one of which is an aromatic ring, a system being referred to as heterocyclic when at
least one of its constituent rings comprises one or more heteroatoms (O, N or S). By
35  aryl, unless otherwise specified, is meant a carbocyclic aryl radical. By heteroaryl is



meant a heterocyclic aryl radical. Wen the termaryl is used w thout
further specification, there should be exclusively understood a
carbocyclic aryl radical. By heterocycle is neant a condensed nono-, bi-
or tricyclic system said saturated system partially or totally
unsaturated or aromatic, being conposed of rings conprising 3 to 7 5
menbers at | east one of which conprises at9-l east one heteroatom chosen
fromO, Nand S. By haloalkyl, is neant an al kyl radical at |east one of

the hydrogen atfps 4 aekro Qltld Qha ”a)hc@ll | Y& twq't&ﬁ Ia lrl‘s?pl!lségexgltlmﬁt %Hﬁ"érogen

atom B aIkIth aIk I clo an

radi cal g i syn'é‘?f g}é%lt? b‘@g‘f ﬁg‘:lgﬁ‘ Y R ec55t %@boqﬁ F(? kr?/%,cal' By
cycl oal kyI al kyhetanwcvéﬂf alnjepht 7 auidersbd mbhe, B0 oatricy¢l1c syyteinpselidk saturatad| systeypt,
radi cal' s of whipgha retofah? uiRAMBYS: iblhEabeds e&ﬁydsgala% Mn sféxmhsﬁslﬁg 9%/6' e

is neant in_particular, the eridin era2|n ul

oo Db mehpt Akl ond LTS conB RS Haie LRSI s RO

carbon atons, Si Bynweémtkyl,ris pzeant subliyl tadsalnatlagst onethiyle, hxﬂf@g@yla_,toms(’;qndopyl ,
butyl, i sobutybpu&l@@y Bytoy whtds repREdTHIU HlogeP SRy . neopentyl, isopentyl,
hexyl , isohexyl radical's. By car ocycl iC aryI is 15 rreant in particular

t he phenyl, naght and hena t.hr i prefer hen and
napht hyl r adi cg sh%?ﬁléh A a o’ﬁ ael(r)ael¥|’fli aclyglo‘%? lal’ké eaﬁ}i/ ?12 5 Cal% lﬁa%ﬁ

hal ogen, is mapactivele tlpq %Yliﬂh‘e alWIYoMlﬁékylb? ey llae@ilarﬂék}’étr@ﬂmls

phar maceut ijgal hikyR6remlgDnhed &9l rhditAs HBME have BRI héabitlo@indRIQH biRbusig! t s with
inorganic acids such as hydrochloride, hydrobromn de, hydroiodide,

@ D02 S PO B Heroct e o AARPATLEIANE o dhleBhic o BEridthit piBEAAR) P Bl A1, S UCh

met ﬁgﬁteghfphonatd@h% a%rr\&‘ewésaﬁ}%ﬁo%ﬂlaear ﬁéh‘iﬁa%h@d alybbastingst @téacarhweat@m ts
fornmed from ba&eﬁeasumtpaa&u&ﬁmeumﬂgn dUioil,asepyl sdpyshybutls isdbafl, stabityMintihi n
the scope of tne?t ﬁéﬁgy Ks&ylolg?peﬁﬂ?%eéﬂ?%ol%?ﬁlfxgﬁcﬂ§ e}ﬂ/ caﬁ%b%ﬁlthgl 1ts

exanpl es of phar rrace erence
"Salt sel edfi omealzsn P@Fw%@ %phfrlnlggwphﬂwh%nd phemspghrph radigalg pyeferatdy tipghemyl 7.
Preferably, thenCouppbyndsicalt agemeregrefbefitiallyahd phengabdics FFiadigy By hfl6gehgi r

phar maceut i cal Héalﬁ%?eeflﬂ}o% &h ?155 s()r%rmag L REVe 1%51 | east one of the follow ng

characteristics r€sen gen afomor an al kyl , aral kyl or
cycl oal kyl al ky di cal or also resents an - X-Y- R4 radj cal ;, R2
represents a phé‘ @Fm}aamtle%!iy %Cﬁ%?tﬁ;"t ii’ﬁte‘ﬂmﬁ tdn Ratiyarpdditiomsalisivid Jngreapie

al koxy acids such as hydrochloride, hydrobromide, hydroiodide, sulphate, phosphate,

20 diphosphate and nitrate or with organic acids such as acetate, maleate, fumarate,
tartrate, succinate, citrate, lactate, methanesulphonate, p-toluenesulphonate, pamoate
and stearate. The salts formed from bases such as sodium or potassium hydroxide also
fall within the scope of the present invention, when they can be used. For other

. examples of pharmaceutically acceptable salts, reference can be made to "Salt selection

25  for basic drugs", Int. J. Pharm. (1986), 33, 201-217.

Preferably, the compounds of general formula (I) defined above (or their
pharmaceutically acceptable salts) will have at least one of the following
characteristics:

e R! represents a hydrogen atom or an alkyl, aralkyl or cycloalkylalkyl radical or also
30 R! represents an -X-Y-R* radical;

o R’ represents a phenyl radical substituted by a halogen atom, an alkyl or alkoxy
radical, an NR’R® radical or a phenyl radical itself optionally substituted by a
halogen atom or an alkoxy radical;



radi cal, an NRS5R6 radical or a phenyl radical itself optionally substituted
by a halogen atomor an al koxy radical; -10 R3 represents a hydrogen atom
or an al kyl or phenyl radical. Mre preferentially, the conpounds of

general formula (1) defined above (or their pharnaceutically acceptable
salts) will have at |east one of the followng characteristics: I* 5 the
pi peridyl ring of the conpounds of generallOfornula (I) is substituted in
position 3 or 4 by the imdazolyl radical carrying the R2 and R3 groups;

R represents 3 W@ﬂgeﬂtsatrgmogsnaem%raﬁmr&@hmraeehky' al kyl radical or
also R represents an -X-Y-R4radical 1n whi -X-Y- group represents

CSI:(C:}I oal %/}I > ore elﬁér al“é’ﬂcgl ll\l&l-m an]i():IdS(I?4 re%{yﬁ%}% zd?lg qahné’JRiongl gglgg ts a

phenyl radi cal pbm@qwml d als‘}epwbhalse@ﬁén vkl ohgvearet alersi| onedpf ahe ofollawmrghenyl
radi cal itself cepidt@natd:y substituted by a hal ogen atom R3 represents a
hydrogen atom O Also nore preferentially, the conpounds of general formula

(1) definedsabguef r,er}l{g@ hibg oilére%‘l%&ﬁa?Uf ge%@llal m&ﬁ%t ﬁmb&nﬁehﬂé ?srrr"

have at Ieast one o rac erid

t he conpounds of b@ﬁebYéherr@Pr»mIYéra@raal ?W%ﬁ%ﬂ‘tmdé% &r‘ﬁlpéosr t| on 3 or 4 by
the i m dazol yl radr cal carrying the R2 and R3 groups; represents a
hydr ogen atom er Rl iepmsepnts ohydrygencitex k ah layalkyl apdrcpcad)allqnalhjrlaadﬂl or 230 R'

represents an - rXpI@en{saaq' K@V R 101 G Whid® theeXy- Fe 1%&5%5%@- S.co.69
-CO0O, -CONH or R4 rep r gsents an al ar al kyI radical ;
r‘érdr ?gr %‘@’én halog

R2 represents a pﬁ@n I's[ubaé‘fir té"d’r%?‘t%r #Hal eyl apyegakonl. or
koxy radocal ayclealphlelkyl, aryhoi valkylirhdiedlf optionally substituted by a
ogen atom R3 represents a hydrogen atom 25 Although the case is

preferred wherg tlt?afeﬂle&%fs' £Aptlenyl ﬂa@lcﬂfsui)ﬁﬁlt&{)?’é’%Bl@?erpzitoﬁeﬂ%lﬁill radi@1Blaa (1)
a

ing the R2
Iaf] dSUbSt Ituted in hgn}ﬁ radlcarl]ltselfo optlonal?l¥1 substltuterg| bya en Eu%rnl cal carrying

e R’ represents a hydrogen atom.

Also more preferentially, the compounds of general formula (I) defined above (or their
15 pharmaceutically acceptable salts) will have at least one of the following
characteristics:

e the piperidyl ring of the compounds of general formula (I) is substituted in position
3 or 4 by the imidazolyl radical carrying the R? and R® groups;

e R' represents a hydrogen atom or a benzyl or cyclohexylalkyl radical or also R
20 represents an -X-Y-R* radical in which the -X-Y- group represents
‘ -CO-, -CO-0-, -CO-NH- or -CS-NH- and R* represents an alkyl or aralkyl radical;

o R’ represents a phenyl radical substituted by a halogen atom, an alkyl or alkoxy
radical or a phenyl radical itself optionally substituted by a halogen atom;

¢ R’ represents a hydrogen atom.

25  Although the case is preferred where the piperidyl ring of the compounds of general
formula (I) is substituted in position 3 or 4 by the imidazolyl radical carrying the R? and
R® groups, another useful variant is constituted by the case where the piperidyl ring of
the compounds of general formula (I) is substituted in position 2 by the imidazolyl
radical carrying the R* and R®. groups



R3 groups, another useful variant is constituted by the case where the

pi peridyl ring of the conpounds of general formula (1) is substituted in
position 2 by the imdazolyl radical carrying the Rand R groups 2 3 -11
According to a preferred variant of the invention, the conpounds of general
formula (1) defined above (or their pharnaceutlcally acceptabl e salts) are
such that the Rl radical represents an -X!¥-R4 radical in which: either
-X-Y- represents a bond and R4 represents a cycl oal kyl, cycl oal kyl al kyl or
5 aral kyl radi aatordiagidla pretdricy variged bk ifventivg, thp'fcblﬁﬁ@inﬂyoﬁgﬂﬁsﬂ'ai fovtheld () to 4

times (prefer 8‘%’&%(1 Lrbw é dEHemaﬂlﬁq%\gREI‘;{ chc@ dBIE @5]# ?la#eysuéih At e W' TEFLa1ON

the aryl radica osen om a ogen at orr and
an al kyl , hydrEﬁP?eSﬁrtS%ﬂ'l?%X r|a g3l dywhichgy X— Y- represents a -CO-, -CO O,

- COI Nle kolr - CSe :\chérada -YakepassehtRé4 bodd an® Rl egeaests arcydlokiill, ci?cadmm?llléq%ﬁl,or |
r a Or ar
( adical s bef ﬁé%ﬁ?ﬂ%ﬁ%ﬂl‘% s YL 2, ey ARGy suRBitaRt 'Y nlly 27

times and nore prafeEahy | &1 9“115 qng mpore PWE%%“@HY { 2 amyq) O Alafi %ﬂlrafb‘}ﬂl éy a

radical or radi aadical ®hesdeulS clRmITbal DEAOgAl 06 AR a8 milgi Kdldroxye ikaky Or
al koxy radical . @&ﬁgﬁdlng to another preferred variant of the invention,
the conpounds of genéral 15 formula (1) defined above (or their

phar meceut i cal Py CiceeNt aBpeseat # s eCOh ORaNH: has E8-NHi redicaly anst &ent s
a phenyl radical reptbshistant i1 byalculiphesiyloalkaliicoélbalky1sIRYI aBDlot @@yl Yadical,

substituted by a h%'a?aﬁ% O?S&F% ﬁfeal@@eﬁ% %?%&ﬁaﬁfﬂjbgtﬂhted'?‘qg 9 q:lglef_ &)réfgraggll to

anot her preferred vari

farmula (1) in whi Bmesend mags profseengallyR to Rtirmesy omhq sryhreglmhby whiedipaltaraps
e radicals 20 rhd@ald iRbén f&hﬁﬁﬁﬁ@%&ﬁ dt&ﬁhxhd/armleﬁmyam@ obalkbs)ragiefl. be used

for preparing a nmedicament specially intended to nodul ate the sodi um

channel s and t%ct&ﬁxﬂﬁ B &nbHAC Ile}/?regx\%g%ﬂ ofStB GhRRtdP th p01}1:18§ of le ral i

preferred varl an e sane erences as t ose I ndicate previ
general f orl3t hérElkdO drdigedpd Ogéﬁ@rta@r PRarRegedtiqafly aa%e@taabﬁprt%afﬂ %‘Cli*rﬂtaéﬁhles

mut andi s. R? radical represents a phenyl radical substituted by a phenyl radical itself optionally
substituted by a halogen atom or an alkoxy radical.

According to yet another preferred variant of the invention, the compounds of general
formula (I) in which at least one of R', R and R* is a group which traps free radicals
20 (or their pharmaceutically acceptable salts) can be used for preparing a medicament
specially intended to modulate the sodium channels and to trap the reactive oxygen
species (or ROS). For this preferred variant, the same preferences as those indicated
previously in general for the compounds of general formula (I) are applicable mutatis

mutandis.

25  The compounds described (sometimes in the form of salts) in Examples 1 to 26 are
particularly preferred for use according to the invention. Even more preferentially, the

compounds of the invention are chosen from the compounds of Examples I to 9, 12 to
14,17, 19 to 24 and 26 described hereafter.

The invention relates moreover to the use of a compound of general formula (I) as
30 defined previously or a pharmaceutically acceptable salt of such a compound for

preparing a medicament intended to have a modulatory activity on the sodium channels

in the patient to which it has been administered. It is particularly preferable to use a

compound of general formula (I) as defined previously or a pharmaceutically

acceptable salt of such a compound for preparing a medicament intended to treat pain,
35  in particular neuropathic pains and migraine.



25 The conpounds described (sonetines in the formof salts) in Exanples 1
to 26 are particularly preferred for use according to the invention. Even
nmore preferentially, the conpounds of the invention are chosen fromthe
compounds of Exanples | to 9, 12 to 14, 17, 19 to 24 and 26 descri bed
hereafter. The invention rel ates noreover to the use of a conpound of
general fornula (1) as 30 defined previoudty or a pharmaceutically
acceptabl e salt of such a compound for preparing a nedicanment intended to
have a nodul at @y yubget bivihe ynwantidmie aodisuneditwaenr] the compiunds pAgéreril fdrmulahi cg
it has been ad preferable to use a conpoun
of general forgapgﬁ%?gﬁﬂng Pﬁgﬁﬁgﬁgﬁﬁ%ﬂgii or a pharmaceutically
acceptabl e salt of such a conmpound for preparing g nedicanment intended to
treat pain, 35 in particular neurgpathic pq&ns d mgraine. -12 5 10 15
20 25 A subject of the invention is di caments, the conpounds of
general fornmula (1) corresponding t jornula ()M in racemc
or enantioneric formor any conbinatio se Rorms, in which: R1
represents a hydrogen atomor an -X-Y-R4 radical in mhlch -X-Y- represents
a bond, a-CO, -COO, -CONH or -CS-NH radical and R4 represents an
al kyl, hal oal kyl, cycloal kyl, cycloal kyld»wkyl, aryl or aralkyl radical,
said aral kyl or aryl radicals being optionally substituted 1 to 4 tines
(preferably 1 ti®raderhicE8nadficmeRy forrRbeig@nibinalidyoflhdse fordstinMsh: on the aryl
radi cal by one or nore radicals chosen froma hal ogen atom and an al kyl,

hydroxy or al kexyedadhahya cﬂﬁ%?frpt)éY bk lin Wﬁ%ﬁl bk resen s a ho
?? uf q?% F Bt Pmedl

| oal kyl al kyl, sal ern onal
U 4 times Ppréf EPa’mCﬁ/ -9t &03 Hir 198 sC 8- rfﬁﬁhéalmné%errél?rﬁseatslw aikbtlohal@llmhrres)
by a radical orydedkydateloatkybtityl,fargnoraariiaylagdital piadmang] anamgl kadicals being
hal oal kyl , hy@gﬁa@auy Q&ﬂgﬁeﬁved 1848%5&' Brefé YN to §itifdef and\RBRre Rttty 1 to

aryl am no or ar radi
y 2’times) on the aryl radical by one or more radicals chosen from a halogen atom and an

alkyl, hydroxy or alkoxy radical;

10 R? represents an alkyl, cycloalkyl, cycloalkylalkyl, or aryl radical, said aryl being
optionally substituted 1 to 4 times (preferably 1 to 3 times and more preferentially 1 to
2 times) by a radical or radicals chosen from a halogen atom and an alkyl, haloalkyl,
hydroxy, alkoxy, alkylthio, cyano, nitro, NR’® R6, SO;R7, arylamino or aryl radical, said
arylamino or aryl being optionally substituted 1 to 4 times (preferably 1 to 3 times and
15 more preferentially 1 to 2 times) on the aryl group by a radical or radicals chosen from
a halogen atom and an alkyl, hydroxy, alkoxy or alkylthio radical,
R’ and R® representing independently a hydrogen atom or an alkyl radical or R® and R®
. forming together with the nitrogen atom already present a heterocycle with 5 to 7
members the additional members of which are chosen from -CH,-, -O-, -S- and -NRS-,
20 R’ representing independently each time it is involved an alkyl radical,
R® representing independently each time it is involved a hydrogen atom or an alkyl,
haloalkyl, cycloalkyl, cycloalkylalkyl, aryl or aralkyl radical, said aralkyl or aryl
radicals being optionally substituted 1 to 4 times (preferably 1 to 3 times and more
preferentially 1 to 2 times) on the aryl radical by a radical or radicals chosen from a
25 halogen atom and an alkyl, hydroxy or alkoxy radical,

or R® represents the



arylam no or aryl being optionally substituted 1 to 4 tines (preferably 1
to 3 tines and nore preferentially 1 to 2 tines) on the aryl group by a
radi cal or radicals chosen from a hal ogen atom and an al kyl, hydroxy,

al koxy or alkylthio radical, R5 and R6 representing independently a
hydrogen atom or an al kyl radical or R5 and R6 form ng together with the
nitrogen atom al ready present a heterocycllé-with 5 to 7 nenbers the

addi tional nenbers of which are chosen from-CH2-, -0-, -S- and -NR8-, R7
representing independently each tinme it isg#nvolved an al kyl radical, R8
representing independently each tinB%it islinvolyed a hydrogen atom or an
al kyl , hal oal kyl, cycl oal kyl, cycl g™yl a aryl or aral kyl radical,
sai d aralkyl or aryI radi cal s berH4 ional ubstituted 1 to 4 tines
(preferably 1 to 3 tines and nore piele i 1to 2 tines) on the aryl
radical by a radical or radicals chgsen fﬂ@n1a m&Pogen atom and an al kyl,
hydr oxy or al koxy radical, or R2 represents the -13 R14 RO | r-,12 N Rl11
VvV - R 13 radi calical inw%ii:h::RP RIO, RRI, R 12 Rﬂ(ﬂ.RBRﬂIﬁes&mdirR&[&ndﬁmllyesh?ﬁlrogen atom, a

i ndependent |y, hao dfh@@ﬁﬁgﬁhgma@alkﬁefQg&&’raélbzﬁ OH group or an al kyl or
al koxy radi cal resen 0 atomor an al kyl radical, and W

n

does not ex|stR-dﬁp$§ﬁ$%§3HF§¥%?%HHHa“gﬁyl@dw alLs or -NRL5-, in which RI15

5 represents aaid & cigen natt enstopr aeprakityla badi oal-O-,04S- aﬁsNRRQ irephizheRts t he

40 radical kn Gt By drSRMSRRNbSantalRY HaRgen atom or an al kyl radical,

and T represenpgka - C?&r Q%ra |can x§¥h m=1or 2, or finally R2

represents theorﬂaykéﬂp&&mnnﬁemhlch R17 represents a hydrogen atom or an

Wyl , -E-NR18R19 or -E-CHR20R21 radi cal,
CH,

R'60O

T
)<CH3
H,C o)

CH,

radical in which R16 represents a hydrogen atom or an alkyl radical,
and T represents a ~(CH»)y,- radical withm =1 or 2,

>

. ||Q17

10 radical in which R!7 represents a hydrogen atom or an alkyl, -Z-NR!8R!9 or
-2-CHR20R2! radical,

2. representing a linear or branched alkylene radical containing 1 to 6 carbon atoms,

or finally R? represents the

R18 and R19 representing, independently, a hydrogen atom or an alkyl radical,

R20 and R?! representing, independently, a hydrogen atom or a carbocyclic or
15 heterocyclic aryl radical optionally substituted 1 to 4 times (preferably 1 to 3 times and

more preferentially 1 to 2 times) by one or more substituents chosen independently

from the alkyl, OH, halogen, nitro, atkoxy and NR22R23 radicals,

R22 and R2 representing, independently, a hydrogen atom or an alkyl radical,
and T represents a -(CHj),- radical withm =1 or 2; and



E representing a linear or branched al kyl ene radical containing 1 to 6
carbon atons, R18 and R19 representing, independently, a hydrogen atom or
an al kyl r adi cal, R20 and R21 representing, independently, a hydrogen atom
or a carbocyclic or 15 heterocyclic aryl radical optionally substituted 1
to 4 times (preferably 1 to 3 tines and nore preferentially 1 to 2 tines)
by one or nore substituents chosen independlently fromthe al kyl, OH,
hal ogen, nitro, al koxy and NR22R23 radicals, R22 and R23 representi ng,
i ?%ig)endent I)é Rélréime&g@my%gm Abman aﬁ'aik\ﬂ cya@m@al eycloamgllalyr%%%gmem a

n radi ca
radi cals, t heﬁalﬁ?aryétbgmg 8t lor}aﬂﬁrsgbsélﬁlted I }aéltlénﬁs (BﬁgegaebrkyR#]tgr% ém?‘nsy o'a%rﬁ
atom an al kyl pre&uentially 14¢2 timerloboya redisihloer radigalsghosen frem &l hajpgen omi andtead
aryl radical; 911@3 hral%ﬁlk sqmiﬁ)x@ ﬂk@(ﬁ&ﬂ@ltﬁfbo 40, «i:mmahwi‘a25 CS0IRZaloK ky]

cycl oal k IaIk I el sub tituted 1
t g 4 ti rrgs p?/e &f éyrﬂ‘?“?' oS‘@Stﬁ"fﬁ%sﬁgﬂd“ Meg pﬁ?fglgg& it a?l {’X’i Zm?rlemes)
by a radi caI opreifqmt@ ¢ te A diseen) By wradicaheriradjeals eltosen ferd adnlogen ktym and an

hal oal kyl , hydamwhy@b,kgoxmox}ag,m}mmoqadlgg{ano nitro, NR24R25 802R2 6 or

aryl 5 rad| cal al | ref tinmes
ané nore pref greiﬂlfiqg ¥efeq%(51gén‘{ep?f@gt}ybﬁ/g%dr?%?& oé'?go?’n C‘é%/aé OE ﬂ from
a hal ogen at onR&n@rmaing t%ﬁerbfr with i Riggenadigm alreasty paeskyt & mtmmm with 5 tRZ24 and

R25 represqpt i hgmbbdependanibhyl Rehibds Q@emiat @ kosah fainkytHs-adocaJs omdR24
and R25 form r}ﬁ igoget her with the nitrogen atom al ready present a
t

het erocycle w 5°to 7 10 nenbers the additional nenbers of which are
sen from - CRYrepregnting Bdengndently RIR2Sime iRBdnvobysrles elkyl mdicalndependent | y

h time it ignd R¥Qbpr&EndY iRddp¥hdeh@HédRkime it is involved a hydrogen atom or an alkyl

radical;

15 it being understood however that when R? does not represent one of the

H
R14 . 3
R? l 12 R0
N R T CH T
R10 3 k
H,C 0 N
W |
R R CH, o R7

radicals,

then R' does not represent a radical chosen from a hydrogen atom, an alkyl radical, an
alkoxy radical or an optionally substituted aryl radical,

or the pharmaceutically acceptable salts of the compounds of general formula ().

A subject of the invention is also, as medicaments, the compounds described
20  (sometimes in the form of salts) in Examples 1 to 19 and their pharmaceutically
acceptable salts.

A subject of the invention is also, as new products, the compounds of general formula

(I)m as defined previously or their salts. It also relates, as new products, to the

compounds described in Examples 1 to 26 (sometimes in the form of salts) and their
25 salts.

The invention also relates to the pharmaceutical compositions comprising, as active
ingredient, at least one compound of general formula (I)m as defined previously or a



and R28 representing i ndependently each time it is involved a hydrogen atom
or an alkyl radical; 15 it being understood however that when R2 does not
represent one of the Rl4 RO | r, 12 R160 or the pharnaceutically
acceptable salts of the conpounds of general fornmula (1)M A subject of the
invention is al so, as nedi canents, the conpounds described 20 (sonetines
inthe formof salts) in Exanples 1 to 191and their pharmaceutically
acceptabl e salts. A subject of the invention is also, as new products, the

conpounds of gs%aéeuﬁ@mwk&pta@ie)s%dtgﬁs&ﬁfa cﬂﬁgmg{de)é'sﬁbj%&)bf@{e ihgtibn Raldbs- 't

al so rel ates, %% new produ ounds descr.i b %Fﬁ Eé les 1 to
26 (sometines | magEfeal clpasitipns, compRaing, as vy (iugre Phe®Shv¥¥t i on
al so rel ates tgomlbrelnphbsm@éumlbamp@@nbmﬂm Gowetgogspm thenfprmast sadts) ve a

i ngredient, at pha@ﬁaéeugeuﬂﬁcae@mmam)fﬁ@me&ﬁﬁouiq@r nula (1)M as defined
previously or a - ar ITB.CEUtI cally acceptable salt of such a conpound.

A subject of the inve n i ({1 Parmace tical tions
conpri si ng, Eas actTxe n% orerflen iope %r% Uhe ™ lcamgrlljtrsld k?rggaemlﬁal

Exanples 1 to Q@nwawm,utgmreﬁﬁerlcwedq’seﬁh?dcfﬂr @alcp@younds af gmml derowln (It ate| y
accept abl e sal kpphed Satdiis sompaunNd. 5 As regards the aforenentioned products,
medi canent s andp phar maceuti cal conpositions, the preferences described for

the conpounds % g@g@a@ehmia% o%lt{ohz odt a%nmggemqﬁg, H;affg{%uf?veqy& {!agb% in $Ha€

phar maceuti cal tions contal nin nvent1on can be

inthe form oforal A so4d- %anéspé%m\@d%mr@s tahletp gelatin cepylest iposeqagsaari n
capsul es, |ibposuppesitodies. 1Qpsopipos sdlar BlﬁiportsAmp)ri opy @t &xample] dalsiuppPPhdsphargn be,
ey e.Xa”p' €, ﬁlaghéé[li'np?éem&afuff ugBQ“F‘a%{oEJ“ d%&{?%r %Fch g&'aﬁn eﬂgl%Ees mdiffit 0S€.

trin, starc

car boxynet hyl Q§Pdgélumpf@rhwyrﬁgﬁhﬂfﬁwPﬁedpqiéw@xlayrmwme and wax.

The pharmaceutical compositions containing a compound of the invention can also be
presented in liquid form, for example, solutions, emulsions, suspensions or syrups.
15  Appropriate liquid supports can be, for example, water, organic solvents such as

glycerol or glycols, as well as their mixtures, in varying proportions, in water.

The administration of a medicament according to the invention can be carried out by
topical, oral, parenteral route, by intramuscular injection, etc.

The administration dose envisaged for a medicament according to the invention is
20 comprised between 0.1 mg and 10 g according to the type of active compound used.

According to the invention, the compounds of general formula (I) can be prepared by
. the processes described hereafter.

PREPARATION OF THE COMPOUNDS OF THE INVENTION:

Two synthesis routes can be used to prepare the compounds of general formula (I), in
25 which R', R? and R® have the meaning indicated previously. These synthesis routes are

summarized in Diagram 1 below. According to the labile or non-labile nature of the R!

radical, a person skilled in the art will choose one or other of the synthesis routes.



The pharnmaceutical conpositions containing a conpound of the invention can
al so be presented in liquid form for exanple, solutions, emnulsions,
suspensi ons or syrups. 15 Appropriate |iquid supports can be, for exanple,
wat er, organic solvents such as glycerol or glycols, as well as their
m xtures, in varying proportions, in water. The adm nistration of a
medi cament according to the invention canrlbe carried out by topical, oral,
parenteral route, by intramuscular injection, etc. The adm nistration dose
envi saged for a nedi canment according to the invention is 20 conprised
between 0.1 ny gﬁp 10 g according to the type of active ¢ ound used.

| n

According to th i on, the conpounds of general for can be
prepared by the prloce scri bed hereafter. PREPARATI OF JHEO H
COMPOUNDS OF THE | ON: " Two synthesis routes can be used\t preﬁare t he
conpounds of general forrmula~{l), in 25 which R, R2 and have t he
meani ng i ndi cat ed pr@xiously. se synthesis routes are nnafized in

Di agram 1 bel ow. Acc hing toth abi |l e or non-1abil g-hature 3? the R

radi cal, a person skilled in the art will choose gne or other of the
synthesis routes. -16 Gp-, N C02H RAN ~NUPR ) RLi N (1) Diagram1
CO2H ROUTE 1: synthesis from conpound¥ of éﬁ%i formula (11): O The
conmpounds of general forrmula (1), in iC and R3 have the neaning

i ndi cated previously, can be prepared thetbeneﬁal synt hesis route
illustrated below (D agram?2) starting fromthe internedi ates of general
formula (I1) in which Gois a 5 protectivl)dgroup for an anine function (for

nple a protective group of carbamate type or any other protective group
t a person skilled in the art consi d¥agragppropri ate,

ROUTE 1: synthesis from compounds of general formula (11):

The compounds of general formula (I), in which R', R? and R® have the meaning
indicated previously, can be prepared by the general synthesis route illustrated below
(Diagram 2) starting from the intermediates of general formula (II) in which Gp is a

5  protective group for an amine function (for example a protective group of carbamate
type or any other protective group that a person skilled in the art considers appropriate,

and in particular those mentioned in: Protective groups in organic synthesis, 2nd ed.,
(John Wiley & Sons Inc., 1991)). The acid of general formula (II) is condensed with

the a-halogenoketone of general formula (III) then the protected compound of general

10 formula (IV) is deprotected in order to produce the compound of general formula (V)
. before being appropriately functionalized in order to produce the compound of general
formula (I) (the last two stages being unnecessary in the particular case where R' =

Gp).



and in particular those nentioned in: Protective groups in organic
synthesis, 2nd ed., (John Wley & Sons Inc., 1991)). The acid of general
formula (11) is condensed with the a-hal ogenoketone of general fornula
(I'11) then the protected conpound of general 10 fornmula (1V) is deprotected
in order to produce the conmpound of general fornula (V) before being
appropriately functionalized in order to ‘gfoduce the conpound of general
formula (1) (the last two stages being unnecessary in the particul ar case
where R _ Gp). - 17 0 [Br, d] (111)0 s HB2Z &R G~, Gp~, N C2H ~ (Il) H
(1'V) Deprotection O (V) Introduction of adical YR O (I) Dhagram2 5
Preparati on of conpounds of, general forgul a, gl(ﬁ?) The aci ds of general
formula (11) are conmercially avail abl €*or cBn be easi | y obtained from
commerci ally avail abl e conpounds according to standard organic I:§;zynt hesi s

met hods wel |l known t Gpa on skilled injthe aGlp.\NO N
U Foor St
N~ R®
H

(n
(Iv)
Deprotection
Y
R?
N
@ HN Y / 1
K/ N R3
H
M

Introduction of R radical

Diagram 2

The acids of general formula (II) are commercially available or can be easily obtained
from commercially available compounds according to standard organic synthesis
methods well known to a person skilled in the art.



O -18 Preparation of, conpounds of general fornula (111) The

a- hal ogenoket ones of general fornula (111) can be easily prepared fromthe
correspondi ng ketones of general fornmula (111.i) by a hal ogenation reaction
(Diagram 3) known to a person skilled in the art. Hal ogenation O [Br, C]

R2 4R (I'1l) Diagram 3 5 For exanple, in the case of brom nation, the ketone
of general forrmula (I11.i) can be convert!dd to the correspondi ng

a- bronoket one by reaction with a brom nation agent such as CuBr2 (J. Og.

Chem (1964), 29, 3459), bromne (J. Het. Chem (1988), 25, 337),

N- br onosucci ni Prefearation dfivempodidynf gboeral fok@d@B)IIIL02, 2838) in the presence

of acetic acid in a solvent such as ethyl acetate or dichloronethane, HBr

or Br2 in et he’Th@ra-ﬂtﬁo@&ﬁf(ét&)e@(ﬂfdgfﬁlﬁiaprf&mu?‘@@-llﬁ%nbe le8dilly- predat P kronB i) -

253-258; J. Med. Chem. (1988), . 3 910-.1918). or al So usi.n

bromi nation r e§?‘ﬁesf’3nrg‘%l§il?ﬂ%lo.f ggﬁga}(%%fﬂﬁ‘#i a?‘l‘% 7 ha?oﬁle‘i"‘,tlot’é‘}a"%@%(@i&r?m
Prepar ati on, of)kwovngoampdeson eitleggendhreairt., f ormul 2" (1V), from conpounds,

of ,general forrmula Ij1) 15 The conpounds of general fornula (1V) can be
obtained fromthe acids @f general fofnMpenatibh) cdddenskBd @dcording to
met hods known to a person {|led inthe—art-—and f xanpl e by addi ng
cesi um carbonate follo by ‘gondensation with an hal’ggenoket one of
general formula (I11) followed by the addition of a'|l arge excess of

ammoni um acetate (for exalph 15 or 20 equival ents pedigqui val ent of acid
of general 20 forrmula (I1)). This reaction is preferably carried out in a
m xture of xylenes and while heating (!i.t IS §1I So possible, if appropriate,
‘si mul t aneously elimnate the water f during the reaction).

parati ons Ofror COMMAIN the- casdEMErbRinatib BV k&ond Of deneral RIMERTARY R be
of "general fornula Ip . . . o

converted to the corresponding c-bromoketone by reaction with a bromination agent

such as CuBr; (J. Org. Chem. (1964), 29, 3459), bromine (J. Het. Chem. (1988), 25,

337), N-bromosuccinimide (J. Amer. Chem. Soc. (1980), 102, 2838) in the presence of

acetic acid in a solvent such as ethyl acetate or dichloromethane, HBr or Br; in ether or

10 acetic acid (Biorg. Med. Chem. Lett. (1996), 6(3), 253-258; J. Med. Chem. (1988),

31(10), 1910-1918) or also using a bromination resin (J. Macromol. Sci. Chem. (1977),

All, (3) 507-514).

15 The compounds of general formula (IV) can be obtained from the acids of general
formula (II) condensed according to methods known to a person skilled in the art, and
. for example by adding cesium carbonate followed by condensation with an
a-halogenoketone of general formula (III) followed by the addition of a large excess of
ammonium acetate (for example 15 or 20 equivalents per equivalent of acid of general
20  formula (II)). This reaction is preferably carried out in a mixture of xylenes and while
heating (it is also possible, if appropriate, to simultaneously eliminate the water formed
during the reaction).

25  The deprotection for releasing the amine function of the piperidine is carried out
according to standard methods known to a person skilled in the art who can in



e .. 25 The deprotection for releasing the am ne function of
the piperidine is carried out according to standard nethods known to a

person skilled in the art who can in -19 particular refer to the follow ng
publication: Protective groups in organic synthesis, 2nd ed., (John WIey
& Sons Inc., 1991). Preparation, of"the conpounds” of ,general, formula"(I~,
from't he corrpounds"of general fornula (V90 5 According to the type of R
radical to be introduced into the am ne function of the piperidine, the

| ast stage of E)E&%Clﬂﬁxofe?e?sto'tﬁe SRSATE AMNCARA @P&L&tv@?r&lpp%‘i% nikbhlieds,i n
the art, and cg CLorJ eégg%n%é be Carl#lad out according to the nethods
described her &3 f%hr U oS Bg agrans 4 to 8. Wen R is an

al kyl , cycloalkylalk |, aral kyl or hal oal kyl radical, the compounds of 10

general formul Erenayat of he; sempennds. abi zepeeahfarmele () from. Saprompeunds. of
substitution rgasdralformflat(ve conmpound of general formula (VI), in which O
represents an al kyl, cycloal kyl al kyl, aral kyl or haloalkyl radical, on the

anm ne functi.on i 1 fi t: | a
e ggr ggnzoramg e tp@gp%lfa %aaeaﬁ 9 be1 ?oggﬁ&lwﬁle%g@ﬁﬁ%%n Bpﬁgv

general formul alpevshnea{ © 58t Y r&%f‘dprocefg lﬁ*@gffna%ﬁpmnsgfﬂYabyCe)ﬁeré%a@ Hegyin
reacti on of theéecampauncts, dér genmpilalbef carried aut( Adcondirtghtot the mythdbdsaddsyilidedt ones

of gener al for%gft&gﬁdgmﬁlzg\@lncﬂa AnERESgENts an integer fromO to 4, in
a

t he presence o reducl ng agent such as sodiumtriacet oxyborohydride or
sodi um bor ohydr,i de

optionally in t lipr ésaB ’o“fyci‘?ﬁ&é@h‘ﬂ"grar"é]l‘y&r;’gé‘agﬁﬁ‘ﬁhﬁggﬁnft}gg%ﬁ?‘gr@ -20

@ Di agr an05 [general formula (I) can be obtained, Diagram 4, by a nucleophilic substitution reaction
of the compound of general formula (VI), in which A represents an alkyl,
cycloalkylalkyl, aralkyl or haloalkyl radical, on the amine function of the piperidyl

group of the compound of general formula (V).

A" Hal
R? (VD) R?
THI, O
N~ R’ N~ R
H H
V) )
Diagram 4
. When R' is a cycloalkyl radical, the compounds of general formula (I) can be obtained,

15 Diagram 5, by a condensation reaction of the compounds of general formula (V) with
the cycloalkylketones of general formula (VII), in which n represents an integer from 0
to 4, in the presence of a reducing agent such as sodium triacetoxyborohydride or
sodium borohydride in a lower aliphatic alcohol such as methanol and optionally in the
presence of molecular sieves at ambient temperature.



VWhen R is an al kyl carbonyl or aral kyl carbonyl radical, the conpounds of
general fornmula (1) can be obtained, D agram 6, by condensation of the
acid of general formula (VII1) (or of the corresponding acid chloride), in
which A represents an alkyl or aralkyl radical, on the am ne function of

t he piperidyl group of the conmpound of general 5 fornmula (V) under
standard conditions of peptide synthesis.-20V) A-CO2H (VIIl) 0 30- O/\N-""~
H- "R N N(lI) Dhaeram6 Wen R is an al kyl am nocarbonyl or

ar al kyl am nocar bonyl radical, the conpourgls of general formula (lI) can be
obt ai ned, Diagram 7, by condensation in gn inert solvent such as

di chl oronet hane or 1, 2-di chl oroet hane he i socyanate or the

i sot hi ocyanate of general formula (IX) h which A represents an al kyl or
aral kyl radical, on the am ne 102funct|on of ¢ plperldyl group of the

conpound of general f | a (V) Al —[O (I)N am7 -21
Wien R is an al koxfy arakkoxycarbdn nra /he \conpounds of
general fornula (1) lcan be of the

an

'Q(X) I{bed V#aﬁ'%mS by con

conmpound of gener al represen kyIRor ar al kyl
radi cal, on the am ne fquélon of the peridyl group OQDthe conmpound of
general fornmula (V). The reaction is preferably

Diagram 5

When R' is an alkylcarbonyl or aralkylcarbonyl radical, the compounds of general
. formula (I) can be obtained, Diagram 6, by condensation of the acid of general formula
(VIL) (or of the corresponding acid chloride), in which A represents an alkyl or aralkyl
radical, on the amine function of the piperidyl group of the compound of general
5  formula (V) under standard conditions of peptide synthesis.

A—CO,H o
R (VILD) R?
R, TR
N~ R N~ R
H H
W) 1))
Diagram 6

When R' is an alkylaminocarbonyl or aralkylaminocarbonyl! radical, the compounds of
’ general formula (I) can be obtained, Diagram 7, by condensation in an inert solvent
such as dichloromethane or 1,2-dichloroethane of the isocyanate or the isothiocyanate
of general formula (IX), in which A represents an alkyl or aralkyl radical, on the amine
10 function of the piperidyl group of the compound of general formula (V).

A-N=C=[O, S]
(IX)

L, ed

Diagram 7




5 carried out in the presence of a base such as for exanple NaCH (V)
Diagram 8 (1) ROUTE 2: synthesis from conpounds of general formula (ll)a: O
Certain conpounds of general formula (1), in which R2 and R3 have the
meaning indicated previously and R is for exanple a -CO-O-R4 radical in
which R4 is as defined previously, can be prepared in a single stage by

t he general synthesis route 10 illustrated!bel ow (Diagram9) starting from
t he conpounds of general fornmula (Il)a. This reaction is in all points
simlar to thawlehmeddyn dikexychibesly! i avillaustaybddel wainl, t%&on@omm@wm@&e@ﬂ

| f '
g al o C%éﬁua)w&gggg@é&&gp%@ 9&399@5%& Owé @o,g%o%%h of BerteFli
general for mul £rpria)).Taavhich dgepesse I or gratyl epdicpl, pa theraminofvnetioniad) | y
avai | abl e or cér pgrsidylyerbe ahhaemd)unai bD@n@@m&ﬁﬂaQV) YThe Yéictigbls grayeamounds

accordi ng t?hz ?@&9 npglg%ﬂ%lsgnchp% Eas%sucha xarrel%l\,\ﬂél*)lkﬁnom to a person

skilled in ess ot herw se t he techni cal and
scientific terns used here have the sagp qganlng as that usually
understood by an ordinary speC|aI|st ?9 ielddto which this _invention
bel ongs. Sinilarly, all the,pub Rcati ondX) patent Applicatiqns, &1 the
patents and all otHNT ref yences meRt-onred—Rer@ arel’i n rated by way of
ref erence. The foll ow ng gs ,are presented! in i us%rate t he
above procedures and Id RS no way be cohsi de to HinitR he scope
of the invention. EXANPL%?) O

. Diagram 8

ROUTE 2: synthesis from compounds of general formula (11)a:

Certain compounds of general formula (I), in which R* and R’ have the meaning
indicated previously and R' is for example a -CO-O-R* radical in which R* is as
defined previously, can be prepared in a single stage by the general synthesis route
10 illustrated below (Diagram 9) starting from the compounds of general formula (ID)a.
This reaction is in all points similar to that already described previously between the
compounds of general formula (II) and the compounds of general formula (111).

[Br, C]
| am

1 Yo o @1

(1D)a

Diagram 9



Exampl e 1: butyl

4-14-(4' -brono-1, 1' - bi phenyl -4-yl)-1H i m dazol - 2-yl | pi peri di ne-
1-carboxylate 1.1) 1-(butoxycarbonyl)piperidine-4-carboxylic acid 15 A

m xture containing a IN solution of sodi um hydroxide (100 m) and

pi peridi ne-4- carboxylic acid (12.9 g, 0.1 nol) is stirred at 23 Cfor a
few minutes. A IN solution of sodium hydfdxide (100 nl) and n-butyl
chloroformate (13.65 g; 0.1 nol) is then added dropw se simnmultaneously

wi thout the tenperature of the reaction nmediumexceeding 20 T. After
stirring for 1Brdparationaf thdompoungeefaeneral formup @bkut i on of hydrochloric
acid 20 is added until an acid pHis obtained. After extracting wth ethyl

acetate (tw ceThdadids)of genad Toragld (fll%a@fegﬁ)ﬂ‘lnﬁ‘er@ﬂ%sﬁ/amtﬂ@oﬁaﬁ@Eéﬂl&%’é%ﬁtaﬁféh ution
of sodium chl OFro%ecc%QIgerglra ' naq/af?%?e cosoodn M .la%cgclrg ing" 16 O%%r&f sz 8r%{1§€9t5§yé1 reis1§ es

evapor at ed of f "usi evapora

froman i sopromythoawékknos\@genmaml $hlliadunéle athe solid is filtered on frit
and washed with isopentane. A white-col oured powder is obtained with a
yield 25 of 83% M+ = 230.1. -23 5 10 0 15 20 1*25 30 1.2)
2-bromo-1-(4'-brono-1, 1" -bi phenyl -4 yl)ethanone

4- (4- bronophenyl ) acet ophenone (10 g; 36.3 mnol) is dissolved in a nethanol
/[ dichl oronethane m xture (100 / 150 m). A pyridine hydrobromn de

per br om de pol YaRrks oth@®ise deMfedgall ihs tbsied aﬁ@@ciédﬂiﬁc&@ﬁﬁhkéﬂmemw fRelsdme

ti d at 23 0, recovered by fLl.trat nfrit
and rinsed w t feaiie Fondolidy FO8{o88 D op RiASTSIEIFE P bl AT IR, o
Wness and t higvewioglbelongs. Sanilaglyi ajl the patdigatigins (patentianphitasioosret! ermatentsepd ane
vent i xt ur gl dthdr refRrenb@| thenviohdd R e aréinkbPblatcl Bl Ry GO LePdtERD. powder s

The following examples are presented in order to illustrate the above procedures and
10 should in no way be considered to limit the scope of the invention.

EXAMPLES

Example 1: butyl 4-[4-(4'-bromo-1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine- .
1-carboxylate

1.1) I-(butoxycarbonyl)piperidine-4-carboxylic acid

. 15 A mixture containing a 1N solution of sodium hydroxide (100 ml) and piperidine-4-
carboxylic acid (12.9 g, 0.1 mol) is stirred at 23 °C for a few minutes. A 1N solution of
sodium hydroxide (100 ml) and n-butyl chloroformate (13.65 g; 0.1 mol) is then added
dropwise simultaneously without the temperature of the reaction medium exceeding
20 °C. After stirring for 16 hours at this temperature, a IN solution of hydrochloric acid

20 is added until an acid pH is obtained. After extracting with ethyl acetate (twice 50 ml),
washing the organic phase with a saturated solution of sodium chloride and drying over
sodium sulphate, the solvents are evaporated off using a rotary evaporator. The oil
obtained crystallizes from an isopropyl ether-isopentane mixture. The solid is filtered

on frit and washed with isopentane. A white-coloured powder is obtained with a yield
25 of 83%.
MH+ = 230.1.



obtained with a yield of 70% NVR H (6 ppm DMSO): 4.96 (s, 2H); 7.69-7.75
(m 4H); 7.90 (dd, 2H); 8.08 (dd, 2H). 1.3) butyl 4-[4-(4"-brono-1,

|.' - bi phenyl - 4-yl)-]Himdazol -2-yl Jpi peridine-1- carboxylate A mxture

cont ai ni ng 1-(but oxycar bonyl ) pi peri di ne-4-carboxylic acid (prepared i n
Stage 1.1; 2.29 g; 0.01 nol) and cesium carbonate (1.62 g, 0.005 nol) in 30
ml of anhydrous nethanol is stirred for2bne hour. This mxture is
evaporated to dryness then diluted with 40 m of dimethylformam de. _
2-bromo- | - (412brosremd-1Y4-kopbanylbikenyls)divansee prepared previously is
added (4.00 g; 0.01 nol) then the resulting mxture 1is stirred for|2
hours. The sol yent, 4 fHsi.N pu.. - es
are added and ?_ﬁgbgdgﬁﬁpg%@@?%ﬁpggloﬁg Wﬁ’e?%% %ﬁlggrﬁgt&g}ﬁgnﬁu%ﬁ%e gf 2
(15.4 g; 0.2 fishlpramethane mixiuadtP0And0 mHE: Anyeidinedy fobrstterprommide nobmeix f or
1 hour 30 mi nutesin (b2E)Dis addddeind thepeaction medium ik eterezi@mlzedcmtmrhon@.m@hwg m
of ethyl aceta i 1A : L NG, j i e
W th & satufat Sa aaran o freh S e AL din bR RAARLE, FISRGa SolRIE
dried over magleSPPOREDIBIEYEsAY theeresiingaelid & Bussporidh aichigrpmethpge- o |
obt ai ned cryst kdptinzeslenomiktaepi-dpin smilhevlumEheAr Bgitt bede-sobsirddmpbwddrikt er ed

on frit and reggy; &?Mtl%négfékf&@@%ﬁ m of isopropyl acetate. After filtering
again on frit, _the rs(g I1d recovered is rinsed with isopro et her then

yl
wi th i sopent an®Mierdle ey AMS@RaePo vise i TRO%hiTE e(-"éoldfb‘s)ir d0p&ldd et s
obt ai ned wieh &0yidl aHpf 17% Melting point: 150-152 C Ex_arrpl e 2:
tent-butyl 4-(4-(1,1 -biphenyl-4-yl)-1H i m dazol -2-yl | pi peridine-|I-

boxyl ate Th r ;18] e} e o sed |5 ;) icad, .10 4 hat descri bed
R L e R e S

0.06 nol) repl SEPHY Ytermediate 1.1, The final product obtained is a
bei ge-col oured powder with a yield of 62% MlIlting point: 120-122 C. 0 |
-24 Exanpl e 3: A4mixture]conttaiiing hlethpoxzcagbony ipipendinkad-obrb@xyyic | i épiepirad in
hydrochl ori de Stage 1.1; 2.29 g; 0.01 mol) and cesium carbonate (1.62 g, 0.005 mol) in 30 ml of
15 anhydrous methanol is stirred for one hour. This mixture is evaporated to dryness then
diluted with 40 ml of dimethylformamide. 2-bromo-1-(4'-bromo-1,1"-biphenyl-4-
yl)ethanone prepared previously is added (4.00 g; 0.01 mol) then the resulting mixture
is stirred for 2 hours. The solvent is evaporated off using a vane pump. 50 ml of xylenes
are added and the cesium bromide is filtered on frit. Ammonium acetate (15.4 g; 0.2
20 mol) is then added and the mixture is heated under reflux for 1 hour 30 minutes before
being poured into ice-cooled water to which 80 ml of ethyl acetate is added. After
decanting, the organic phase is washed with a saturated solution of sodium chloride.
The organic phase is then dried over magnesium sulphate and the solvent is evaporated
‘ off. The oil obtained crystallizes from isopropyl ether. The reaction medium is filtered
25  on frit and recrystallized from 15 ml of isopropyl acetate. After filtering again on frit,
the solid recovered is rinsed with isopropyl ether then with isopentane before drying
under vacuum. A white-coloured powder is obtained with a yield of 17%. Melting
point; 150-152 °C,

Example 2; fert-butyl 4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl] piperidine-1-
30  carboxylate

The experimental protocol used is identical to that described for Stages 1.2 and 1.3 of
Example 1, with Boc-isonipecotic acid (13.8 g, 0.06 mol) replacing intermediate 1.1.
The final product obtained is a beige-coloured powder with a yield of 62%. Melting
point: 120-122 °C.



A suspensi on containing the conpound of Exanple 2 (14.9 g, 0.037 not) in
100 M of ethyl acetate is cooled down to approximately 5 C. 100 ml of a
3N sol ution of hydrochloric acid in ethyl acetate is added dropw se at
this tenperature. The reaction 5 mixture is then stirred for approximtely
one hour at 23 C. The precipitate obtained is filtered on frit then rinsed
with ethyl acetate and ether. After drying4under vacuum a beige-col oured
powder is obtained with a yield of 100% Melting point: > 260 C. Exanple 4:

1-benzyl - 4- 14- %i ni.Frel;sl L&Y, 4 BipHényl-d)- TH SRFdalzo12-Yil pipédddint By M@chlorid
4-14-(1,1' -bip e?ly 4 yP?J%lHIFnd%‘;O ,é yl ] pi p%rldlhé\lg (prepgre& |0Fll fExarrpIe

3; 0.6 | f t

Tri et hy?am ne0 Osu%%ng méé%%hig%e S%Mtpﬁgrgi (%)frehn’%%lp Q 9%90 (%eé%m mel(s)odlblfﬁ not )
are added. Aft @Pylsﬁ‘i%aﬁ g CeVed dowi e a@szgn«tPly 5t°}¢e 1961 pbef ¢ &Y soblighfat ed
off. 50 nl of watredshl@iechcGDinndthydfacaitbyd adiee idadpeviser# thik @mpeadigte dTHeorehdtion

resi due andst hﬁu)&ﬂ‘é?@f‘l’l@ﬂ iAot ﬁ)g?&&?tﬁﬁl%qe \g})l&lhdt 8% Byl 1 u;?r&c%%l?a‘tc} otnﬁaed is

conbi ned organlc hases are was ed so
chl oride then iﬁeraﬁl PR dritothen ripsed math ¢thylsgetps and ethFheA iep|dpang Ynder saqymEpar at ed

of f and the oi beightabouredipivider Blbiafrictdvitira ydeld of 16086 00dItiEpdigt Hesd °C.
CH2C12- MeCH / 95- 5) A whi t e-col oured powder is obtained with a yield of

14% Meltin Y vl-4-vI)-1H-i
12 (Gyol ohexyl hetaplellsOf-bln et X ETMEh -4 imidaor-2- APIES: 1 1 e 20
4-[14-(4-fluoro eridine ding to a
si En I gil’ oper a?ﬁ%&”’mbt‘# lrﬂoyd‘?ﬁ%!t"Tléqa)égkgwg‘flgerflneo(pgg’ re 8‘%@ % b?
sol ved i'h 508P1%mol)rietissahaid. in @) ohlodferceanitrie. bﬁmlll)dlaﬂmyd@ Q®11060®44 moOl) 0005
) is added. théfl bé{z Sﬁﬂofnﬁdertg 3 hi90. ngwmhg%e a?lfded???\f@r s%qg%pl hour at 23 °C,

f
two- days At I ﬁf}é&g& a0 T ol iz 340 BB o ) s hong e
aqueous phase h@eéﬂbrta@tre&idltevwrwe thei adue@B phasofis eximdedawéh adiley! cavetatehdhe
organi ¢ phase  Qi¥iddd\& adlép%&hﬁgw\éﬁk@ W%h%%ﬁf@%l&%% é&nuﬂfchﬁ)ﬂ%

chl ori de bef ore.bein rie si um sul phate and concentrate
usi ng a rot arygé‘iﬂa‘ﬁﬁ Q‘P@Pes'“?hsé'?ﬂhét& ?"(9?‘15 afesevaE‘W@fi 8ffiang & %%?hﬁ‘@jn@t‘ﬁer
After filteri ngurdh:dfornlatS,‘lhqahelucmysaneﬂtsCHf@z -MESHEM5Ab)t A vétitearolcared powideihis

| sopent ane. A pﬁaigsa@mkQgreeodofnawﬁ/femr%pfamzaqimgct%.th a yield of 37%
Melting 30 point: 220-2

4-[4-(1,1"-Di DE :X' le% yi )(cvcﬁhexnalrglg'&ngl) 4-[4- (leluoropmglylgq %lhgzlope-
2-yl]piperidine

20 4-[4-(4-fluorophenyl)-1H-imidazol-2-yl]piperidine (prepared according to a similar
operating method to that of Example 1; 0.1 g; 0.0004 mol) is dissolved in 5 ml of
methanol. Cyclohexanecarboxaldehyde (0.06 ml; 0.0005 mol) is added. After stirring

‘ for one hour at 23 °C, sodium triacetoxyborohydride (0.17 g; 0.0008 mol) is added.
After stirring for two days at this temperature, approximately 10 ml of water is added.

25  The aqueous phase is extracted twice with 20 ml of ethyl acetate and the organic phase
obtained is washed with a saturated solution of sodium chloride before being dried over’
magnesium sulphate and concentrated using a rotary evaporator. The residual oil is
crystallized using ether. After filtering on frit, the crystals are washed with ether and
with isopentane. A beige-coloured powder is obtained with a yield of 37%. Melting

30  point: 220-222 °C.



I-carboxamde O 4-[4-(1,1'-biphenyl-4-yl)-1Him dazol -2-yl]piperidine
(prepared in Exanple 3; 1.12 g; 0.003 nol) is added to 20 m of

dichloro-1, 2-ethane. Triethylamne (0.84 m; 0.006 5 nol) then

n- butyllsocyanate (0.34 m; 0.003 nol) are added to this suspensi on at 23
C. After heating at apprOX|nater 50 C for 30 mnutes, the reaction

m xture is stirred at 23 C for two days.-220 ml of water is then added. The
precipitate formed is filtered on frit then washed with

di chl oro- 1, 2- echan leasmd4-\p4 L iRy 1-4 I)Ell}l-ﬁﬁi)dhilﬂ-z%}jﬁ’tbdl\fg?lﬂéﬁunﬁ-

whi t e- col ouredl_pg 1ol i obtained with a yield of 46% ting point:

99-100 C. 10 e, 14- (1 1' bi phenyl -4-yl)-1H i m dazol -2-yl ] - N
butylplperldlne- 1 carboth

4-[4- (1,1 - bi pfrétrit 1zb1r3b|e§1¥1fwlb |1Hdalz®|zolz?~ yiniparidine @repered @p Eapapled: 1d2Bxanpl e
3; 1.12 g; 0.006 m)isissdadadezd i o2didiore 2@Bt1¢dnbomethy12mﬂbhae¢ ml 0.006

0 oo™ nor 7o B0 Tha BB TR s WO RLHL R RO Gof AR
appr oxi nat el y Afetcheptng siprioripaely SPRe fple&wwwhﬁtr@nc@on §11Xtur§tl$ aatrrt@d at 23

C for two days23 20fdritweldaysab@nl iof walRe theiaded. Tine ppdcqmaw fbﬁtﬁea it areved oh s
filtered on fr f & tﬁéﬂ%sx\@s\bggdl\%ﬁ)g fj]b_ %ﬁ’llal% e?qd wlﬁl %ﬁﬁqaﬂﬁ?r cger %%uﬂlgl

solid obtained

90-10). A whi t@hE%F%%ré‘HPO"ﬁW\Hé}btaﬂ@dO‘bthaﬁm@d ofm% Melynepdnrdfw -3805C.Mel t| ng

point: 102-103 C. 20 Exanple 8: ethyl 4

-[4-(1, 1" - b0 phErathplé-7y | {41, 1" hiipteengl-4- 2})5&Ib]—pi1i|dazdilmy]]azlvl-hutyzlpr;iaﬁpldmeaéI e
4-(1,1" - bi pl 1H i m dazol yl ] pi peri di ne hydrochl ori de
epared in Esgbryﬁ"ﬂ“%‘m"f 12 g: 0.003 m)l) is added to 30 m of

di chl or or net han e 006 mol) then n-eth

chl or of or mat e ‘(134 §'8{ rlﬁlph%y ((?‘5305315‘| ﬁﬁr‘ ldﬁé %ﬂmr'tdﬁlet(ﬁfegarfg iy Gxaymme i 0|11 12¢8:23 C.
The reacti on nPRRUmwl)i is adiéd roe2b atl o JidBldrol 2sdthine eTiridiylasine (T84 enlhploaéi ne
(0 42 m; 0. Oo%omhén k B ligekhi myaﬁ)efte Y@ﬁﬂsfnla(;@%t Jﬁ@ﬁ' ﬁ&gd t(-)rlﬂﬁs ﬁﬂg 1‘6?1 at phase

B Srtracts (e ohd ﬂwadngsd%’pp e S G e e ey BTt i

being dried oveirredmagdesifonmaudayh0emboitvaenis ebnratiat Ths ipngipitatedbaiied is

evaporat or.  Theugd oRRidhdMfhshel FHh BEFIbf. P8 oinardl i A& O TG bRl

ethyl acetate- hegurﬂ’gg on a 81?1ca @01 (e?lllentI CH,Cly-ethanol: 90-10). A white-coloured
powder is obtained with a yield of 31%. Melting point: 102-103 °C.

20 Example 8: ethyl 4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine-1-
carboxylate

4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine  hydrochloride (prepared in
. Example 3; 1.12 g; 0.003 mol) is added to 30 ml of dichloromethane. Triethylamine
(0.83 ml; 0.006 mol) then n-ethy!l chloroformate (0.28 ml; 0.003 mol) are added to this
25 suspension at 23 °C. The reaction mixture is stirred at 23 °C for sixteen hours.
Triethylamine (0.42 ml; 0.003 mol) then 20 ml of water are then added. The aqueous
phase is extracted twice with 20 ml of ethyl acetate and the organic phase obtained is
washed with a saturated solution of sodium chloride before being dried over
magnesium sulphate and concentrated using a rotary evaporator. The oil obtained is
30 purified on a silica column (eluent: ethyl acetate-heptane: 95-5). A pale yellow—l
coloured powder is obtained with a yield of 20%. Melting point: 71-72 °C.



col oured powder is obtained with a yield of 20% Melting point: 71-72 C.
-26 Exanple 9:

4-14- (1,1 -bi phenyl -4-yl)-1H i m dazol - 2-yl ] - 1- pent anoyl pi peridine 0
4-[4-(1,1' -biphenyl -4-yl)-1Him dazol - 2-yl ] pi peri di ne hydrochl oride
(prepared in Exanple 3; 1.12 g; 0.003 not) is added to 30 m of

di chl oronet hane. Triethylamne (0.83 m;-20:006 not) then pentanoyl
chloride (0.36 m; 0.003 not) are added to this 5 suspension at 23 C the

reaction m XtUEQa:theS)tl 41801, BtbigRay -y 240 DRidasolt20AN 1- ﬁeﬁtaﬂbmlpaﬁunfe (0.42
m; 0.003 not) is added. After stirring for one hour at 23 of

water is addedy rl}g'ﬁane %\t‘pgl 1%%1&9 ?ﬁglzmgé}?d%% Iﬁ‘é‘g&hl(ﬁht ed@;e\t%r% vxlnth 20

m of dichloro ani c trat ed
sol ution of solramR! eéhlldglgdé)% ‘Wlblsbaéifiﬁbt‘ﬁ?(? Y obdichlosepeieaneyhrieshy lpmizee and
concentrated ugl.8fgmg 0.046anyl) Hknepeapasatdatoridd h@3©inl; 000RNPErE adcmrtbfth@d on

a silica COEU”&SEQ pENh: 28lbEhbar Jﬁanﬁ:"xt{lre ﬁéﬂﬁ'&%&%t}%?t I»- ho)urs tl{en

whi t e- col our ed I's obftai ne
215-216 C. Thetrlféwﬂféru @"émeQ&%%%) 119 deeé Q@erﬁlglrtgﬁpapnﬁéwua@h r°&1 a@nﬂo

procedur es si nbf aktet B adddD DRcel @sanichatle aqueﬁe@smk@ﬁ e:ktrﬁ@e@tv@ée abﬁ)\za bt he

section entitl ’ t

Exanpl e 10: terﬁqm‘g elﬂﬁﬂg T *© %g?nll IFSa(%% aeny e%ﬁﬁ“‘h?&%? Fedzso&nmbl gé‘ﬁl@‘ne | -
carboxylate 0 i @rédeo%@e bwgtdrlﬁ@ OpYi AgNesiY0 -suphatCandrenvphteateiiysing a rotary
4-[4- (4-f1 uor om@amto} e dinbbtaiaed ts2miifi®bRAr siltHat8lumn @Riehly ARt /

Mel ting point: 1%‘1305& henS?‘EPﬁy\fn}lfe 150loured \powder s QPtain&i [%Fhi iveld of 13%0. poge

abenzyl -4-[ 4-
ting point: ELtUlgPPQIt@bé)lén‘él e 13: butyl
4-[4-(4-tert butyI phenyl) - 1H-| m dazol - 2-yl ] pi peri di ne-1- carboxylate 25

Free base. n ain
1- benzyl - 3- [4 }3@ ‘fgclnpg%}shé%s ik %—i& fﬁEZESa%IO%f"S?F]“fJD%’@? UPHRECA G SR Br i de.
M+ = 336. 2. those a'escrlbed in Examples 1 to 9 or above in the section entitled "Preparation of

15 compounds of general formula (1)".

Example 10: fert-butyl 4-[4-(4-fluorophenyl)-1H-imidazol-2-yl|piperidine-1-
carboxylate

Free base. Melting point: 180-182 °C.
Example 11; 4-[4-(4-fluorophenyl)-1H-imidazol-2-yl]piperidine
20  Hydrochloride. Melting point: > 260 °C.
. Example 12: 1-benzyl-4-[4-(1,1'-biphenyl-4-yl)-1 H-imidazol-2-yl}piperidine
Free base. Melting point: 110-112 °C.

Example 13: butyl 4-[4-(4-tert-butylphenyl)-1 H-imidazol-2-yl]piperidine-1-
carboxylate

25 Free base. Melting point: 98-100 °C.
Example 14: 1-benzyl-3-[4-(4-fluorophenyl)-1H-imidazol-2-yl]piperidine

Hydrochloride. MH+ = 336.2.



-27 Exampl e 15: butyl 3-[4-(4-fluorophenyl)-1Him dazol-2-yl] piperidine-]|-
carboxylate Free base. Melting point: 96.5 C. Exanple 16:

2-[4- (4-fluorophenyl)-1Him dazol -2-yl ] piperidine 5 Hydrochloride. Melting
poi nt: 222-223 C. Exanple

17: 1- benzyl - 2-[ 4- (4-fl uor ophenyl )-1Hi m dazol - 2-yl ] pi peri dine Free base.
Melting point: 181.6 C. Exanple 18: butyl-27-
2-[4-(4-fluorophenyl)-1Him dazol - 2-yl ] pi peri di ne- 1-carboxylate 10 Free
base. Melting point: 157.4 C. Exanple 19:

4-[4-(1, 1" - bi pEzambledSybytyl 3H{4-Gh-Besrophéhy) 1H-imidexol2pyldpéritlinel- Free base.
Mel ting point: cz;l,gg,-();yg‘g C. Exanple 20: butyl

4-14- (1,1 -biphenyl™-4-yl)-1Him dazol - 2-yl ] pi peri di ne-1- carboxylate 15

Free base. Ml tin olnt. 73-7 o~EXanpl e 21
2-[4-(1,1 -bip %ﬁ;‘i?gﬂﬁh‘)‘lgfﬁnﬂéga ol - 2-yl ] pi peri dine Hydrochl oride. M =

304.2. Exanple 22: 3-[4-(1, 1'-biphenyl-4-yl)-1Him dazol -2-yl]piperidine
Hydr ochl ori de. Ewua\sdé. piolhé-fluey gplepyl)-¢ H-Dngid gzoddplpineziding, t v |

2-[4-(1,1 -bi phenyl -4-yl)-1H i m dazol - 2-yl ] pi peri di ne-1- carboxyl ate Free
base. Meltifg Pydnothlodd&6MeBihg@oinEXaRl2 °24: but yl

3-[4-(1,1" -bi phenyl -4-yl)-1Him dazol - 2-yl ] pi peridine-1- carboxylate 25

Free base. Mel gkifipRAlNt i-bdnk§1-I14. (L Huord fhedHA I RidAZ01-2-yl | piperidi |
4-[ 4- (4- met hoxyphenyT )= 1h+ i nfd%:zk(y)f-Zl-lg/l p?'%?ri dine RN de. Melting

point: 272- 273pfe base. Melting point: 181.6 °C.

. Example 18: butyl 2-[4-(4-fluorophenyl)-1H-imidazol-2-yl|piperidine-
1-carboxylate

10 Free base. Melting point: 157.4 °C.
Example 19: 4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]-1-hexylpiperidine
Free base. Melting point: 138-139 °C.

Example 20: butyl 4-{4-(1,1'-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine-1-
carboxylate

15  Free base. Melting point: 73-74 °C,
Example 21: 2-[4~(1,1'-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine
. Hydrochloride. MH+ = 304.2.
Example 22: 3-[4-(1,1'-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine
Hydrochloride. Melting point: 226-227 °C.

20  Example 23: butyl 2-[4~(1,1'-biphenyl-4-yl)-1 H-imidazol-2-yl|piperidine-1-
carboxylate

Free base. Melting point: 166-167 °C.

Example 24: butyl 3-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine-1-
carboxylate

25 Free base. Melting point: 116-117 °C.



Exampl e 26: butyl 4-14-(4-nmethoxyphenyl)-1Hi m dazol -2-yl | pi peridine-1I-
carboxylate 5 Free base. Melting point: 48-50 C. i Pharnacol ogi cal study of
the products of the invention Bond test on the sodi um channels of the
cerebral cortices of the rat The test consists in measuring the
interaction of the conpounds vis-a-vis the bond of tritiated batrachotoxin
on the voltage-dependent sodi um channel s-8cording to the 10 protocol
descri bed by Bromm (J. Neurosci. (1986) 6, 2064-2070). Preparation of

hormgenat es of Eg@nplnal £ prilsicthodphehd)-1 AtimldoLLyApipRlidfer tices of
Spr ague- Dawl ey rats wel ghi ng 230-250 g (Charles R%ger France) are

renoved, wei gh i Pot t er grlnder provided with a
teflon piston ?g$%stﬁn%n9?ﬁ&ﬁ$§@t$§ gﬁ%icof i sol ati on buffer t2heO4 y
conposi tion of mhlch |s 15 ol | ows 32 M sucrose, 5 mV K2HP p

7. Eg) The honoiAHBRlE 265 b?i“c@“e’&etthé}"%!’ epyh-4H-imidazof-fyYpineridingt1-1000 g for
10 m nutes. Thearboxdateat ant i s renoved and centrifuged at 20000 g for 15
m nutes. The pellet is taken up in the isolation buffer and centrifuged at
20000 g f0r5lSFQEBMkaﬂeME%R$@EngbOgbtalned i s resuspended in incubation
buffer (50 nmM HEPES, 5.4 KCl, 0.8 mM MgSH4, 5.5 nM gl ucose, 130 mM 20
choline chloride pH 7.4) then aliquoted and stored at -80 C until the day
of assay. The final protein concentration is conprised between 4 and 8

ng/ M. The assay of proteins is carried out using a kit nmarketed by Bi oRad
(France). Measurenent of the bond of tritiated batrachotoxin The bond

reaction is ca . i e ting for hour 30 mnutes at 25 C 100 g
o5 hom)genf’ z&r a1t chystu '(H‘Lme butof ti proteins with 100 | of

bat r achot oxi n- A 20-al pha benzoate (37.5 G /mol, NEN) at 5 nM (final
concent r at i on) Bondtgst og|thegfodupt ¢hartrelsodite cetebral gorti¢dsiafiffie ratoncent rati on) and
scor pi on venom at 40 gg/n1 (final concentration) and 100 | of incubation

buf fer al one orhdﬁsﬂ&ﬁmaﬁasﬁm&ﬁnﬁéﬂkhﬂwnﬁﬁ@dUQmscbﬁp&ﬁﬂ&@%&ﬁdsﬂklﬂmﬁﬁﬁrent
concentrati Onstrmﬂ%‘d3 LA fhcthé3 Q/Qﬁiage degeel{[dent soglum cgannels according to the

10 protocol described by Brown (J. Neurosci. (1986), 6, 2064-2070).

Preparation of homogenates of cerebral cortices of the rat

The cerebral cortices of Sprague-Dawley rats weighing 230-250 g (Charles River,

France) are removed, weighed and homogenized using a Potter grinder provided with a

teflon piston (10 strokes) in 10 volumes of isolation buffer the composition of which is

15 as follows (0.32 M sucrose, 5 mM K;HPO,, pH 7.4). The homogenate is subjected to a

first centrifugation at 1000 g for 10 minutes. The supernatant is removed and

centrifuged at 20000 g for 15 minutes. The pellet is taken up in the isolation buffer and

‘ centrifuged at 20000 g for 15 minutes. The pellet obtained is resuspended in incubation
buffer (50 mM HEPES, 5.4 mM KCI, 0.8 mM MgSOs, 5.5 mM glucose, 130 mM

20 choline chloride pH 7.4) then aliquoted and stored at —80 °C until the day of assay. The

final protein concentration is comprised between 4 and 8 mg/ml. The assay of proteinsl

is carried out using a kit marketed by BioRad (France).

Measurement of the bond of tritiated batrachotoxin

The bond reaction is carried out by incubating for 1 hour 30 minutes at 25 °C 100 ul of
25  homogenate of rat cortex containing 75 pg of proteins with 100 pl of [’H]
batrachotoxin-A 20-alpha benzoate (37.5 Ci/mmol, NEN) at 5 nM (final concentration),
200 pl of tetrodotoxin at 1 uM (final concentration) and scorpion venom at 40 pg/ml
(final concentration) and 100 pl of incubation buffer alone or in the presence of the
products to be tested at different concentrations. The non-specific bond is determined



i'n the presence of 300 M of veratridine and the value of this non-specific
bond is' subtracted fromall the other values. The sanples are then
filtered using a Brandel (Gaithersburg, Maryland, USA) using Unifilter
G-/ C pl ates pre-incubated with 0.1 % of polyethylene imne (20 I/well) and
rinsed twice with 2 m of filtration buffer (5 mM5 HEPES, 1.8 nM CaCl2,
0.8 WM MgSH, 130 mM choline chloride, pH29-4). After having added 20 pl
of Mcroscint O (r), the radioactivity is counted using a |liquid

scintillation GothetgREsedcbORCIONIM dtakkalidlle add e BARWIEHAR HonlsPed@ bdfRidisout

in duplicate. he r | t re ressed,as a % of the e c bond, of
![I’i t?gt Ied bat r 3 Sft8‘§e<i?rlr¢mr ilf glei ?}Eép‘fa o8 h e NE SATPIGE are eng‘ztg"leglé‘s%ﬁé‘ BMBunds

of Exanples 1 {G@ritherstiprgs Mavdand]WSA] 9sing Unifilen GFAG pties pré-tnevbatddowith Il1% show
an | G50 | over bhgdlyedtiyl@RUmlinet( 20 Li/Wei)And ARse@rdicBith 2 ST fdfaiRn GRFRQYAMOf

general forpul | (1), k- racem r..en iQmeri.c formor y

conbi nat i onggf %tE%és’ei'fgd?%s‘?&lﬁao\Ai@ﬁ:h?@;& ?%Hﬁ{gs‘féﬂfr? Ci‘ioﬁﬂfla’r%@gn‘”at%fl"ﬁror an
- X- Y- R4 radi cahavig afided 20 XL ¢ Miciosaintedit's the baolfrdctiviy @ col@ed usiB@- Oliquid
-CO-NH or - CSsdWtillatigeltsidter ardpebitht, FRBERSE MKS ntfdsudbdidt is BakRFuk i duplicate.

cycl oal kyl, cyg| oal kyl al kyl | or .aral ky adji cal.,. said aralk or aryl
radi cal s bei ngfinh%betS 'ilﬁgsnaé?la réssﬁ%;%/siat%toég’elspf%hﬁ[’?ridrfggrlgﬁeﬁféragl?(i}?X1¥éF&tﬁ’ﬁl by
a radi cal or rtdheegniroshosen from a hal ogen atom and an al kyl, hydroxy or
al koxy radical; R2 represents an al kyl, cycloal kyl, cycl oal kyl al kyl or aryl

radi cal, sabd Reyliisbeing 10 optionally substituted 1 to 4 tinmes by a
radi cal or radicals chosen froma hal ogen atom and an al kyl, hal oal kyl,

wir gglyz g;ikgxi‘he FA;@JUB@ &E)&X@Qg’l.tﬁii 1910 1AF5Ro to%s Rd 26 d%%f\(i%zg{%&%e 91{1. aryl

rylami no or aryl being optionally s Irtute i mes
on the aryl grgl?ﬂ”d’y[cép lP‘é(E‘itE%ﬂorﬂfﬂu%lé‘dié&-s chosen from a hal ogen at om and

an al kyl, hydroxy, al koxy or alkylthio radical,



15 R5 and R6 representing independently a hydrogen atomor an al kyl radical
or RS and R6 formng together with the nitrogen atom al ready present a

het erocycle with 5 to 7 nenbers the additional nenbers of which are chosen
from-CH2-, -0-, -S- and -NR8-, R7 representing independently each tine it
is involved an al kyl radical, 20 R8 representing independently each tine it
is involved a hydrogen atom or an al kyl, -3hal oal kyl, cycl oal kyl,

cycl oal kyl al kyl, aryl or aral kyl radical, said aralkyl or aryl radicals
being optionally substituted 1 to 4 tithes on the aryl radical by one or
nore radicals chosen froma hal ogen at g@mimmd an al kyl, hydroxy or al koxy
radical, or R2 represents the -31 R14 RO I ,-,12 N radical in which R9,
R1, Rl11, R12 and R13 represent, independently, a hydrogen atom a hal ogen,
the OH group or an al kyl or al koxy radical, Rl4 represents a hydrogen atom
or an al kyl radical, and Wdoes not exist, or represents a bond, or -0:,
-S or - NR15-, in which RI5 5 represents a hydrogen atom or an al kyl
radical, or also R2 represents the is radical in which R 6 represents a
hydr ogen at om &rUsgief aicrgppoyng @f geperal fospylatlr epr esents a - (CH2),,, - radica
with m=1 or 2, or finally R2 represents the 10 radical in which R1l7
represents a hydrogen atom or an qgkyl, -E-NR18RR® or - E-CHR20R21 radical,
E representing a linear or branched™g en dical containing 1 to 6
carbon atons, R18 and R19 representi ng,rAdepgndently, a hydrogen atom or
an al kyl radical, R20 and R21 represeniig, Nhde dently, a hydrogen atom
or a carbocyclic or 15 heterocyclic aryl radical optionally substituted I
%4 times by one or nore substituents

D
in racemic or enantiomeric form or any combination of these forms, in which:

R' represents a hydrogen atom or an -X-Y-R* radical in which -X-Y- represents a bond,

5 a-CO-, -CO-0O-, -CO-NH- or -CS-NH- radical and R* represents an alkyl, haloalkyl,
cycloalkyl, cycloalkylalkyl, aryl or aralkyl radical, said aralkyl or aryl radicals being
optionally substituted 1 to 4 times on the aryl radical by a radical or radicals chosen
from a halogen atom and an alkyl, hydroxy or alkoxy radical;

R? represents an alkyl, cycloalkyl, cycloalkylalkyl or aryl radical, said aryl being

10 optionally substituted 1 to 4 times by a radical or radicals chosen from a halogen atom
and an alkyl, haloalkyl, hydroxy, alkoxy, alkylthio, cyano, nitro, NR°R®, SO,R’,
arylamino or aryl radical, said arylamino or aryl being optionally substituted 1 to 4

. times on the aryl group by a radical or radicals chosen from a halogen atom and an
alkyl, hydroxy, alkoxy or alkylthio radical,

15 R’ and R® representing independently a hydrogen atom or an alkyl radical or R® and R®
forming together with the nitrogen atom already present a heterocycle with 5 to 7
members the additional members of which are chosen from -CH,-, -O-, -S- and
-NR®.,

R representing independently each time it is involved an alkyl radical,

20 RS representing independently each time it is involved a hydrogen atom or an alkyl,
haloalkyl, cycloalkyl, cycloalkylalkyl, aryl or aralkyl radical, said aralkyl or aryl
radicals being optionally substituted 1 to 4 times on the aryl radical by one or more
radicals chosen from a halogen atom and an alkyl, hydroxy or alkoxy radical,

or R? represents the



chbsen i ndependently fromthe al kyl, OH, halogen, nitro, al koxy and NR22R23
radi cals, R22 and R23 representing, independently, a hydrogen atom or an

al kyl radical, and T represents a -(CH2),,,- radical with m= 1 or 2; and
0 -32 R3 represents a hydrogen atom or an al kyl, cycl oal kyl,
cycl oal kyl al kyl or aryl radical, said aryl being optionally substituted 1

to 4 times by a radical or radicals chosedlfroma hal ogen atom and an
al kyl , hal oal kyl, hydroxy, al koxy, alkylthio, cyano, nitro, NR24R 25 ,
SO02R 26 or aryl radical optionally substitg®ed 1 to 4 tinmes by a radical or
5 radical s chosen from a hal ogen atlﬁ1and an alk¥yg hydr oxy, al koxy or
al kylthio radical, R24 and R25 repraseq g pendently a hydrogen atom
or an al kyl radi cal or R24 and RS i her with the nitrogen atom
al ready present a heterocycle with ! ahgrs the additional nmenbers
of which are chosen from-CH2-, -0-g4r S Md R?8-, 10 R26 representing
i ndependently each tinme it is involved an al kyl radical, and R28
representing i redepkindenci RY, ®3G R, iRfRaridt R B seprevent mdebeaddmylgl;mlgelm@ﬁ@mma an
al kyl  radi cal a (& salt of a conpound of
gener al fornulhﬂeenth@h@rg?gﬁgﬁ?ﬁmhhxrﬁ &QQ%QQ{ i ntended to have a
modul atory act NF RSt g@@?%ﬁW‘IB“&%&Hﬁ@F@ 2. Use according to claim
1, characterizaﬂithbhﬁhmiheﬁponﬁmunduoh,@mﬁebﬁHDfOSnmkaNRF& inOWwhich SR15
phar maceut i ¢al t: represents a hydrogen
atom or an glk¥ “ggﬁiphﬁ?$%?%g§%I3§E§§?HP&Qf radlcal or also R represents
a -X-Y-R4 radlGQMN)QﬁemBQm&eﬂfesents a phenyl radical substituted by a
hihogen atom an al kyl or alkoxy radical, an NR5R6 radical or a phenyl

ical itself optionally substituted by hal ogen atom or an al koxy
radical; R3 represents a hydrogﬁg §t0n1or
Use according to claim1 or
general formula 25 (1) or its pharmad
t hat:

an al kyl or phenyl radical. 3.
F that the conpound of

/ﬁ<ah¢pptable salt is such
o)

radical in which R16 represents a hydrogen atom or an alkyl radical,
and T represents a -(CHj),- radical withm =1 or 2,

or finally R represents the

10 radical in which R!7 represents a hydrogen atom or an alkyl, -Z-NRI!8R!? or
-Z-CHR20R2! radical,
2 representing a linear or branched alkylene radical containing 1 to 6 carbon atoms,
R'8 and R!° representing, independently, a hydrogen atom or an alkyl radical,
R20 and R?! representing, independently, a hydrogen atom or a carbocyclic or
15 heterocyclic aryl radical optionally substituted 1 to 4 times by one or more substituents
chosen independently from the alkyl, OH, halogen, nitro, alkoxy and NR22R23 radicals,

R22 and R23 representing, independently, a hydrogen atom or an alkyl radical,
and T represents a -(CH;),- radical withm =1 or 2; and



the piperidyl ring of the conpounds of general fornmula (1) is substituted
in position 3 or 4 by the imdazolyl radical carrying the R2 and R3
groups; R represents a hydrogen atomor an aral kyl or cycl oal kyl al kyl
radical or also R represents an -X-Y-R4 radical in which the -X-Y- group
represents -CO, -COO, 30 -CONH or -CS-NH and R4 represents an al kyl,
hal oal kyl , cycloal kyl, cycloal kyl al kyl, -3yl or aralkyl radical; -33 R2
represents a phenyl radical substituted by a hal ogen atom an al kyl radical
or a phenyl raé rdp&iseﬂtﬁ 5 @l droggt tem ar lay a%b%&tlbﬂkﬁdcﬁ%a&ywwgﬁE‘ryﬁ’?a@[ﬂal Rg
represents a h c aracterize

i npt bat the CO%S((H)%% ?é (ngonalg'l S%Fstllt{ﬁg(? RO ?é ( 4 radhglzorﬁacf‘éalsrﬁr}pﬁen FOR R owi ng
conpounds: - b lggen atom and an alkyl, haloalkyl ydroxy, alkoxy, alkylthio, cyano, nitro,

4-[4- (4" -br OWDNR24RZS SRRENY argt ydicall bptioRhita sistidted! 1 R patrhdli Bea lradan exy! at

4 (11 Dl phidish IS A IO 2090 B bl
[4-(1,1' - b| pﬁeran feplesating pidgpendently- eyln)]dpﬁa@e ploaft prean; alkyl radical or R* and
benZ?/I h4 [ I4 R?Bhﬁl;fmlhg ARyt wﬁ? ?fﬁe) mik dnrﬂtcﬁﬁiéﬁéa'liil_?'p)‘ésgrwaFlF:ﬁéréUyFE@W@QS T0d7 ne:
L uor o I m dazo I pgri ai -
4- Ezy?101?X%|p mxﬂ%ihez%éﬁégm e 6? g‘%?% R RSP Di ? F%ﬂ%e'@'pgfﬁﬂﬁanlde
, - 4-[4-(1, 1']%Rphenyl -yl)-1 H—|n1dazol 2-yl]- N— butylplperldlne- |-

car bot hi oanp der? repreiehm{g 1ﬂde[p4nc(elltl)1 eachltmqw it hn dikyl radical,
H i m dazol - 2- yl(Pkﬁ

L (15 i PR PR ihachSRLOR SR ici jpuavatahypasanten e
rt-butyl 4- [ﬁﬂGmLfluorophenyl) 1 Himdazol -2-yl]pi peri di ne-

e;
4-
4-
1-
1-

rboxyl ate; - 4-[4-(4-fluorophenyl)-1Him dazol - 2- yl]p!pgrldlne, -
1- benzyl - 4- [ 4- odda fharidetiesally adkepthble ddit dH AapOhmdor bRl g@ﬁﬂumu @y, - butyl
4-[4-(4-tert-butyl phenyl)-1 Himdazol -2-yl]piperidine- -car boxyl ate; -

L benzyl - 3-[ 4- fo4eJr ﬁgﬁgahﬁecyl&%%%hmgadgw hads x'rh@du&% dacnatyb%Q e, gé&lyrh

3-[4-(4-fluoro Him I peridi ne-
2-[ 4- (4-f1 dor opRBA§S) -1 Hiiidazol - 2-yl]piperidine -
1- benzyl -2-[4-(4-fl uorophenyl)-1Him dazol - 2-yl ] pi peri di ne;
2. Use according to claim 1, characterized in that the compound of general formula (I)

or its pharmaceutically acceptable salt is such that:

e R represents a hydrogen atom or an alkyl, aralkyl or cycloalkylalkyl radical or also
R! represents a -X-Y-R* radical;

20 e R’ represents a phenyl radical substituted by a halogen atom, an alkyl or alkoxy
radical, an NR°R® radical or a phenyl radical itself optionally substituted by a
halogen atom or an alkoxy radical;

e R represents a hydrogen atom or an alkyl or phenyl radical.

3. Use according to claim 1 or 2, characterized in that the compound of general formula
25 (I) or its pharmaceutically acceptable salt is such that:

o the piperidyl ring of the compounds of general formula (I) is substituted in position
3 or 4 by the imidazolyl radical carrying the R? and R groups,

e R represents a hydrogen atom or an aralkyl or cycloalkylalkyl radical or also R

represents an -X-Y-R* radical in which the -X-Y- group represents -CO-, -CO-O-,

30 -CO-NH- or -CS-NH- and R* represents an alkyl, haloalkyl, cycloalkyl,
cycloalkylalkyl, aryl or aralkyl radical;



- butyl 2- [4-(4-f|uoropheny|)-| H i m dazol - 2-yl ] pi peridine- | -carboxyl ate;
- 4-[4-(1, 1 -bi phenyl -4-yl)-1H i m dazol - 2-yl ] - 1- hexyl pi peri di ne; 25 - butyl
4-14- (1,1 -biphenyl-4-yl)-1 Himdazol -2-yl]piperidine- | -carboxylate; -
2-[4-(1,1" - bi phenyl -4-yl)-1H i m dazol - 2-yl ] pi peri di ne; -

3-[4-(1,1' - bi phenyl -4-yl)-1 Himdazol -2-yl]pi peridine; - butyl

2-[4-(1,1' - bi phenyl -4-yl)-1 H i m dazol -2-y}]pi peridine- | -carboxylate; -34

butyl 3-[4-(1, 1 - bi phenyl -4-yl')-1 Him dazol - 2-yl ] pi peri di ne- |
-carboxyl ate; o- R-rbgtedefirs WH@@%%B’&%XLQ%%& W H820benZadth ] l‘?}fl'rgdlghq’ or a

butyl 4-[4-(4-net eridi ne-|-carboxyl ate; and
theypharhacgutlCQFPVXEQE@KW%BF@“@ghY§ﬁ§PmﬁﬂéyP§PF§P’MBmS 5. Use according
to claim4, charagterized in that the conpound of general formula (1) 1is
chosen from the fRolr¢REGHRG 2 dpdeetriden. - butyl
4-[4-(4' -brono-1, 1" - bi phenyl -4-yl)-1H i m dazol - 2-yl ] pi peri di ne-1| -car boxyl at
e; - tert-butyl Use according to claim 1, characterized in that the compound of general formula (I)
-[4-(1,1'- ip yl ] pi peridine-1|-carboxyl ate; -
-[4-(1,1 -bip 32%%“ﬁ“xrkﬁﬁyﬂkuﬁﬁ%ﬁgb?g5 yl ] pi peridine; 10 -

[
I d
? ﬁSiYLhix[yf‘né%tﬁéﬁ) Bl T esbepiven - fﬁiﬂqa%ﬁlé@]zlﬁqu?%ﬁineilnérwﬂam ne:
i E:A' (1,1 -bi phz%ptytlutﬁ 4y[4)(1 1‘%1{)1{’&9@1—91)-_ 1%[-%1#111&'3‘[—?—3’7 ]E{poIJI(P ar%oxylate
[
"

4
4
1-
1-
4-
I

4-
c

ar boxam de
4- (1,1 -bi phﬂwtl- ﬁbydh}nﬁlld-ylmgaﬁmaz& Mlipiprfatey! pi peridine-1 -
hyl

ar bot hi oai ni de; -
4-(1,1 -bi phabydzykw-%lk l%pmyjeﬂzm JH-xyxhqapolpzeyl];dpmellnet car boxyl ate; 15
4- (1,1 - bi phenyl - 4- H-i mi dazol - 2-yl] -1-pentanoyl pi peridine; -
benzyl - 49 4- (h(%"clohwﬂfaﬁwlhﬂwﬁ ﬂmwph*ﬁnmaﬂéd inpdagp}- %wld@pi:r ing; - butyl

%§n§3: At ﬁuﬁ%’ﬁ%’@&f}”jl e Phfezay 1 R rebstmae &
2-[4- :
%enzy [ (41'[4{ tlupfb%'&%mh 91)} i az (‘3220 1%'#91@? 1}1edi@ oth%gmldgm
[
[

(1,1 - bi pheny -1H1 m dazo pI per

(1,1 -bi phanml4—[4 (ymblfghdﬁyl myqamlmlaazwl D RIpREghae- canox;Q@tE boxyl at e;
(1,1 -bi phenyl -4-yl)-1Hi m dazol - 2- yI]plperldlne -
(1

, 1' - bi phe&iar{( L, Y-bydhpnyl-41)- bdl dmicokel 2-yil-]l pependyihipeidine;
15 - tert-butyl 4-[4-(4-fluorophenyl)-1 H-imidazol-2-yl]piperidine-1-carboxylate;

1-
4
1
1-
4-1 4-
4-14
2-[ 4-
3-[ 4-

- 4-[4-(4-fluorophenyl)-1 H-imidazol-2-yl]piperidine;
- 1-benzyl-4-[4-(1,1"-biphenyl-4-y1)-1H-imidazol-2-yl]piperidine;
- butyl 4-[4-(4-fert-butylphenyl)-1H-imidazol-2-yl]piperidine-1-carboxylate;
- 1-benzyl-3-[4-(4-fluorophenyl)-1H-imidazol-2-yl]piperidine;
. 20 - butyl 3-[4-(4-fluorophenyl)-1H-imidazol-2-yl]piperidine-1-carboxylate;
- 2-[4-(4-fluorophenyl)-1 H-imidazol-2-yl]piperidine;
- 1-benzyl-2-[4-(4-fluorophenyl)-1 H-imidazol-2-yl]piperidine;
- butyl 2-[4-(4-fluorophenyl)- 1 H-imidazol-2-yl]piperidine- 1-carboxylate;
- 4-[4-(1,1"-biphenyl-4-yl)-1H-imidazol-2-yl]-1-hexylpiperidine;
25 - butyl 4-[4-(1,1"-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine- 1 -carboxylate;
- 2-[4-(1,1'-biphenyl-4-yl)- 1 H-imidazol-2-yl]piperidine;
- 3-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine;

- butyl 2-[4-(1,1"-biphenyl-4-y1)-1 H-imidazol-2-yl]piperidine- 1 -carboxylate;



- butyl

2-[4-(1,1" -bi phenyl -4-yl)-1H i m dazol - 2-yl ] pi peridi ne-I-carboxylate; 25 -
butyl 3-[4-(1,1 -biphenyl-4-yl)-1 Himdazol-2-yl]piperidine- |

-carboxyl ate; - butyl

4-[4- (4-met hoxyphenyl ) - 1H-i m dazol - 2-yl ] pi peri di ne-1-carboxyl ate; and the
phar maceutically acceptable salts of the -Batter. -35 6. Use of a conpound
of general fornmula (1) as defined in one of clainms 1 to 5 or of a

phar maceut i cal L yugrseptialbghedli-9)-1 816 MNago QOARMRdink ALl kPRt N9

medi cament  intended to treat pai'n. 7. Use according to claim 6,
characterized rA-[#{&methoypheolyliaiemidapslpaipistridine] nt ended 5 to treat
neuropathic pains and mgraine, 8. As a nmedicanment, a conpound of general
fornula (1)M (2l hild-doanthexypheryhadt-inoidesol-2-yiloipsridine-dreprbosyivienat i on of
these fornms, in which: O R represents a hydrogen atomor an -X-Y-R4 =
radi cal i n whi eid thXpharmaeqrtiesrtspabloalk of the @, -CO- O, -CO NH or
-CS-NH radical and R4 represents an al kyl, hal oal kyl, 10 cycl oal kyl

cycl oal kyl akkyk, U atcor@ingab dlaky b, éathceRbed b R Fdoblindbs Mlal %ﬁgfgﬁ?@j  cal
a y i

being optionally substitu 1to 4 times on the aryl radic

or radicals chbs ﬁseng?og}ﬁthﬁtﬁﬁgl“gbgeﬁ?nﬁ’?B‘?fggnd an al kyl, hydroxy or al koxy
radical; R2 represents an al khyl', .cycloal kyl, cycl oal kyl al kyl, or aryl
radical, said abywlbl-dgbrogst i breahieyy!<uyid Htionidado!12-y dpimeridineelscdsyoxalateadi cal

or radicals chosen fro ogen atom is and an al kyl, hal oal kyl, hydroxy,

al koxy, al kylt hf%’%‘ﬁ{)é‘gﬂ‘;‘?“ﬂ%@ ‘?nyl'%ﬂgléé%'lm‘%@? ',yl]pﬁ’F%)lqha?ﬁlT?érbB?‘ylngI

@di cal , said apyham:r aryih_1bei.r g substituted | to 4 tines
the aryl gr OE%JL g{/ﬂ %ﬁagé%/lg{a 15 é%bﬁ%ﬁ@% gﬁ@ﬁ%lsdénr?’from a hal ogen at om and

an al kyl, 1bydr 0Xgnzy®liaxY, 1'Gipihyd-yi] g-inddhz61d -y | 1[RBerftith; R ' representing
i ndependently a hydrogen atomor an al kyl radical or R3 and R6 20 form ng
t oget her with t hécyeldheggeethal)-drivdifiaadphguybsdhimidadobl gtlppyddige;wi th 5 to 7
menbers the additional nmenbers of which are chosen from-CH2-, -0-, -S- and

-NR 8-, R7 repfébéeht ihirfervdepihteimidagoledyli-Mbywgpiperidige-il wodbyestiden al kyl
;?gimcg‘lr ' arITSa{ EE%—TE—‘H}E'ibri]p%ein)qgﬁﬁﬁ?-rllgl-el&%agolgfgl?-ﬁ-li)ur{}?]pljpteri-irsle-ll -r(]:gl‘%lot\fl?o%m?de?ydr ogen
- ethyl 4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine-1-carboxylate;
15 -4-[4-(1,1'-biphenyl-4-yl)-1 H-imidazol-2-yl]-1-pentanoylpiperidine;
- 1-benzyl-4-[4-(1,1'-biphenyl-4-y1)-1H-imidazol-2-yl]piperidine;
- butyl 4-[4-(4-rert-butylphenyl)-1H-imidazol-2-yl]piperidine-1-carboxylate;
- 1-benzyl-3-[4-(4-fluorophenyl)-1H-imidazol-2-yl]piperidine;
. - 1-benzyl-2-[4-(4-fluorophenyl)-1H-imidazol-2-yl]piperidine;
20 - 4-[4-(1,1-biphenyl-4-yl)-1 H-imidazol-2-yl]-1-hexylpiperidine;
- butyl 4-[4-(1,1'-biphenyl-4-yl)- 1 H-imidazol-2-yl]piperidine-1-carboxylate;
- 2-[4-(1,1"-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine;
- 3-[4-(1,1-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine;
- butyl 2-[4-(1,1"-biphenyl-4-yl)- 1 H-imidazol-2-yl]piperidine- 1-carboxylate;
25 - butyl 3-[4-(1,1"-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine-1-carboxylate;

- butyl 4-[4-(4-methoxyphenyl)-1 H-imidazol-2-yl]piperidine-1-carboxylate;

and the pharmaceutically acceptable salts of the latter.



hal oal kyl, cycl oal kyl, cycl oal kyl al kyl, aryl or aral kyl radical, said

aral kyl or aryl 25 radicals being optionally substituted 1 to 4 tinmes on
the aryl radical by a radical or radicals chosen froma hal ogen atom and
an al kyl, hydroxy or al koxy radical, or R2 represents the -36 R14 R9 | -12
N 13 R* Rradical in which R9, R10, R1l, R12 and R13 represent,

i ndependently, a hydrogen atom a hal ogenis-the OH group or an al kyl or

al koxy radical, R14 represents a hydrogen atomor an al kyl radical, and W

does not exi st g, EPERTR dAeRbforRfila (Has deffhedSh one Ddaims 1140 sWiogh R1S
5 represents a6 Ve UiPoly °F a}gé?cglﬁ orogﬁso Rgmré resgnts t he

drogen . atom or._ an al kyl ,
is radical in RE%@HC%T%&WeW%%? alg O:E)fﬂ?lbﬁe‘i‘i’“}!i’f)mﬂ & RIRPaging,a medigrragt
and T represeningerged (oA dain.- radical with in =1 or 2, or finally R
represents the 10 radical in which RL7 represents a hydrogen atom or an

al kyl, - NR18RIOUG accoldmGhiiReRRe 6 Lchandietiadd inkhdi @RS BB AOpRpdrbdRAfteRled
branched algylﬁﬂga{adicat cont ai |n%al to 6 carbon atons, 8 and R19

representing, |nrep%%ﬁ%ﬁ1V@?m%VW HN'oGES atom or an al kyl radical, R20 and
R21 representing, independently, a hydrogen atomor a carbocyclic or 15
heterocyclic aPyhs # madicamenssroppand,of spassalifermuim t 0 4 times by one or
nore substituents chosen independently fromthe al kyl, OH, hal ogen, nitro,
al koxy and NR22R23 radi cal s, RZ%Qand R23 repregénting, i ndependently, a
hydrogen atom or an al kyl radical, ag re ents a -(CH2) m - radica
wth m=1 or 2; and -37 \

N~ TR®
H

(D
in racemic or enantiomeric form or any combination of these forms, in which:

R' represents a hydrogen atom or an -X-Y-R? radical in which -X-Y- represents a bond,
a -CO-, -CO-0O-, -CO-NH- or -CS-NH- radical and R* represents an alkyl, haloalkyl,
10 cycloalkyl, cycloalkylalkyl, aryl or aralkyl radical, said aralkyl or aryl radicals being
optionally substituted 1 to 4 times on the aryl radical by a radical or radicals chosen

from a halogen atom and an alkyl, hydroxy or alkoxy radical;

R’ represents an alkyl, cycloalkyl, cycloalkylalkyl, or aryl radical, said aryl being
optionally substituted 1 to 4 times by a radical or radicals chosen from a halogen atom -
15 and an alkyl, haloalkyl, hydroxy, alkoxy, alkylthio, cyano, nitro, NR’R®, SO,R’,
. arylamino or aryl radical, said arylamino or aryl being optionally substituted I to 4
times on the aryl group by a radical or radicals chosen from a halogen atom and an
alkyl, hydroxy, alkoxy or alkylthio radical,
R’ and R® representing independently a hydrogen atom or an alkyl radical or R® and R®
20 forming together with the nitrogen atom already present a heterocycle with 5 to 7
members the additional members of which are chosen from -CHj,-, -O-, -S- and -NRS-,
R’ representing independently each time it is involved an alkyl radical,
R® representing independently each time it is involved a hydrogen atom or an alkyl,
haloalkyl, cycloalkyl, cycloalkylalkyl, aryl or aralky! radical, said aralkyl or aryl
25  radicals being optionally substituted 1 to 4 times on the aryl radical by a radical or
radicals chosen from a halogen atom and an alkyl, hydroxy or alkoxy radical,

or R? represents the



RBlrepresents a hydrogen atom or an al kyl, cycl oal kyl, cycl oal kyl al kyl, or
aryl radical, said aryl being optionally substituted 1 to 4 tinmes by a
radi cal or radicals chosen froma halogen atomand an al kyl, hal oal kyl,

hydr oxy, al koxy, al kylthio, cyano, nitro, NR24R25 , SO02R 6 or aryl
radi cal optionally substituted 1 to 4 tines by a radical or 5 radicals
chosen from a hal ogen atom and an al kyl, “R¢droxy, al koxy or al kylthio
radical, R24 and R25 representing independently a hydrogen atom or an
al kyl radical or R24 and R25 forning toqu%er mﬁth the nitrogen atom
al ready present a heterocycle with B°to 7 | nenb 2the addi tional nmenbers
of which are chosen from -CH2-, 10 R26 representing
i ndependently each tinme it is i N al |caI and R28
representing i ndependently each tine ed a hydrogen atom or an
alkyl radical; it being understoody t hat rpfhen R2 does not represent
one of the NO N3 R11 R1 CH3 R1l7 or radicals, then RL does not represent
a radi cal chosedicaliohachhBtROGEA!, &'dand RIA représyiht, indegbhdankly, alydaddenxtont, adi cal
or an optional hMoé&lAbﬁE'dHlﬁx‘%Qp @,ra)ﬁlamyaémﬁéx r%czhhe phar maceutical | y
acceptable sal ounds of eral ornmul a (I)NS. 0 R14 R9
,-,12 R160 15 ’ﬁ@ﬁﬁ@gﬁéﬁgpéﬁéwa@fﬁPEQGH“?Wcﬁhat it is one of the
follomjng conp@mh&%(mesbmryhmAeiém&#mubmdmmdlpﬂ -Ohi-fhenyNR&-yin) which R!S
-im dazol - 25yl | pidR&fid zgh)ftﬁ" en%ﬁﬁrpé’txcﬁﬁlaﬂgy?ra ]taﬁnt but y
4-14-(1,1' - bi phéenyl - H 1 m dazol - I pi peri dine-1 -carboxyl ate;
4-14-(1, 1" - b|phﬁmyiR%mykym&hhen1dazol 2 yI]plper|d|ne
"' CH,
R'60
T
/k(CHa
H,C o)
CH,

radical in which R0 represents a hydrogen atom or an alkyl radical,
and T represents a -(CHj)p,,- radical withm =1 or 2,

or finally R? represents the

10 radical in which R!7 represents a hydrogen atom or an alkyl, -NRISR!9 or
-Z-CHR20R2! radjcal,
2 representing a linear or branched alkylene radical containing 1 to 6 carbon atoms,
RI8 and R!9 representing, independently, a hydrogen atom or an alky! radical,
R20 and R2?! representing, independently, a hydrogen atom or a carbocyclic or
15 heterocyclic aryl radical optionally substituted 1 to 4 times by one or more substituents
chosen independently from the alkyl, OH, halogen, nitro, alkoxy and NR22R23 radicals,

R22 and R?3 representing, independently, a hydrogen atom or an alkyl radical,
and T represents a -(CH;)p,- radical withm =1 or 2; and



- 1-benzyl -4-[4-(1, 1' - bi phenyl - 4-yl)-1H i m dazol - 2-yl ] pi peri di ne; 20 -
1- (cycl ohexyl met hyl) - 4-[4-(4-fl uorophenyl)-1H i m dazol - 2-yl ] pi peri di ne; -
4-[4-(1, 1' - bi phenyl -4-yl)-1H i m dazol - 2-yl ] - N-but yl pi peri di ne-1-carboxam de
4 [4 (1,1 - bi phenyl -4-yl)-1Hi m dazol -2-yl ] - N-but yl pi peri di ne-1-car bot hi oam
- ethyl -37- '
4-(1, 1" - bi phenyl -4-yl)-1Him dazol - 2-yl ] pi peri di ne-| -carboxyl ate; -

- (1, 1' - bi pREémepresdnty b hydddgénitoiazelan Akyl, kydoden! arruilkpiangT,icdafy] @idiGH3 - 38
rt-butyl

[ (4-11 vor ofHSADT peggprtionally spsijutcd 1 10 4 imesby a radical ?ftfs?eﬁ%%osen from a

-(4-fl uoroBH@%ﬁm JomHang aa glkyL oh l@i peydrefiynetlkaxy, alkylthio, cyano, nitro,
nzyl - 4- [4 mfﬁzzs IHmRENY arft ydd)canobhdnmlfamhmi’edy k@unﬂﬁésdbwe,radlcémt&yl

ngf/l ter % YJfaf%Q%‘s\éh )fro%lhl_ziz}'llj %m d"‘é’?é %ypﬁr%o%ygr%]kaiqﬁg‘rr al?ky)i%lm rf;?lcal i
-(4-f | uor o eﬂﬁ‘}‘ls &eﬂqrqsmt@az@ﬂep@dymt]ypa pedrogenpeont ocar dlowdyrhdicad or R** and

- ( 4I f |2U0r oRFefoythihg 1dgettat dag the n’ﬁtry dnpit&ﬁralrgd Pebresent a heterocycle w1th 5 Ito 7
4- n. y
" Z fl uE)r o%ﬁmfb %gp@?lt%ng da2gn efs 7 ]W}f f)}braf ]L‘gerp %m”baeﬁbxy(l) g andq

z
-(
-(1,1" -bip y1s-4 yl)-1 Hiii dazol 2-yl]1- 1-hexyl pi peridine; - butyl
-(1, 1' -ibi pREMNYpredkndihg m&eﬂdndidﬁllgi@Z&'tm?e'lws]lﬂomﬂ'aﬁ'aR?l’xladi%ﬁr boxyl ate; -
- (

-(

- (

1,1 -bi 1s- 1 . Hoiild 0

T T bi pASDY T T i R8P o8 el P SR e b oran alkyl

1, 1' - bi pF&iepli- 4-y1 ) - 1H i mi dazol - 2- yl ] pi peri di ne-1-carboxyl ate; 15 -
yl 3-[4-(1,1"-biphenyl-4-yl)-1Him dazol -2-yl ] pi peridine-

| - car boxyl at e; it beind-uhderftdodriveoytphiémyh R? dbtsingi @p@ednt eneydfliii peri di ne; -

but yl -[4- (4- met hoxyphenyl ) -1H i m dazol - yI ] pt peridi ne- |-carboxyl ate;
or a phar maceutical ly agpept able salt of ondsof the latter. 0 10. Product
characterized inphat itjis a éqmpoarfﬁd)o ; formul a (1)M as _defined

-h-b_
D_I

OOI\)-h-bI\)HI\JwI—‘-hl—‘-b-b'
-b-b-b-h-b-b-(b -h-b-(‘D -h(‘D -b-bCD-h

|

in 20 claim8 or ych conpounf dgﬁt chara
that it is one g d _conpounds B4- (4| -
| ' - bi phenyl -4-yl) im dazol/2-yl ]Prthperl i car boxyl

radicals, then R' does not represent a radical chosen from a hydrogen atom, an alkyl
radical, an alkoxy radical or an optionally substituted aryl radical;

or the pharmaceutically acceptable salts of the compounds of general formula (I)m.
15 9. Medicament characterized in that it is one of the following compounds:

- butyl 4-[4-(4'-bromo-1,1'-biphenyl-4-y1)- | H-imidazol-2-yl]piperidine-1-carboxylate;
- tert-butyl 4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine-1-carboxylate;
- 4-[4-(1,1"-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine;
- 1-benzyl-4-[4-(1,1"-biphenyl-4-yl)- 1 H-imidazol-2-yl]piperidine;
20 - l-(cyclohexylmethyl)-4-[4-(4-fluorophenyl)- 1 H-imidazol-2-yl]piperidine;
- 4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]-N-butylpiperidine- 1 -carboxamide;
- 4-[4~(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]-N-butylpiperidine- 1 -carbothioamide;
- ethyl 4-[4-(1,1"-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine-1-carboxylate;
- 4-[4~(1,1"-biphenyl-4-yl)-1H-imidazol-2-yl}-1-pentanoylpiperidine;



-‘tet but yl

4-14-(1, 1 ybl phenyl - 4-yl)-1H i m dazol - 2-yl ] pi peri di ne-| - carboxyl ate; -

4-[ 4- (1 1' - bi phenyl -4-yl)-1Hi m dazol - 2-yl ] pi peri dine; 25 -

1-benzyl -4-[4-(1, 1" - bi phenyl -4- yl)-1Him dazol - 2-yl ] pi peridine; -

1- (cyclohexyl met hyl ) - 4-[4-(4-fluorophenyl)-1 Himdazol -2-yl]piperidine; -
4-[4-(1,1' -bi phenyl -4-yl)-1H i m dazol - 2- yI3= N- but yl pi peridi ne-1-carboxam de
;- 4-[4-(1,1 -biphenyl-4-yl)-1 Hiiidazol-2-yl]-N butyl piperidine- |

- car bot hi oam dejer~BRyll4:[4a4-Mlustdpiibnyd- [Hirhiliaol-2Bil PhRANINe 4=htboxHate;
H i m dazol - 2-yl ] pi peridine- | -carboxylate; -

4-[4-(1, 1" - bi phén§i4 ﬁluvb}’bellﬂhlfni-ldambl—Z-yk]bl])eridimtelnit anoy| pldperl f]l ne; b- .
tert-butyl 4-[4-(4-fluyorophenyl)-1Him dazol -2-yl]piperidine-I|-carboxyl ate;
- 4-[4- (Z fl uE)rc]J §/H)[4i IrhipheRylet- Ylif‘ﬁﬂ}%‘i‘%@‘r? -ilpigeridine;

| . - butyl
411 erlnle tgr'£4b1(1ty %Ed @I %’mﬂupﬁ %J%li_}g[“ @Ylﬂf’é?ﬁy“d‘}’l% dcqrf’oxé{g’%goi(y: ;tg; -
1-b | - 3-k4- 70 i ine; - buty
3- [ina fl U(B)I‘ oéﬁgﬁgﬁ?%@ﬁf?ﬂ%azowmﬂ%% plg% |‘y/l | gg&ﬁﬁié - car boxyl at e;

[ 4- (4-f1 uor ophemlyd-J4-UHluandhamyd)-1 2-inl dapdl 26yl pipenidine UOcarboxylate;
enzyl -2-[4-(4-fluorophenyl)-1 Himdazol -2-yl]piperidine; - butyl

2-
1-b
2-[4-(4-fl uorop?\'é’hﬁ ﬂUTPPhWBIdﬁGFm@ZSJHmi]memctlmmehl c?r boxyl Ste il
4-14- (1,1 -biph Himd -1 exyl pi peridine; - buty
4- %4 EI -b: Bhgr%‘ilz-ykz'g%‘f“ ?]Pf?rioﬂk?e&égd?’ ‘?“S’ﬂz]’ HepIpefidiRe: | car boxyl ate; -
=4 (1 i o1 po) 24 ot g B Sere
4-(I: ' -1bi phenydt, fl'-byﬁh)en}lht 1501 Az dazel y&l}]ntm bpef@nd;- car boxyl ate; -
butyI 3-[4-(1, 1" - bi phenyl - I)m 1H i m dazo fpl peridi ne-| - carboxyl at e;
4-1 4- (4- met holmycplhﬁbhlyd1)1--H>lﬂheﬂy|l-d@12)elH-ﬁnmhjwzg&lpméhﬂﬁac 1=calisiylhate;

4 [ 4- (4- met hoxyphenyl ) -1Hi m dazol - 2- y|]plﬁla{)|dl ne-1|-carboxylate; 20 or a
salt of one of- gﬁ‘é‘(flhtbﬂfé?enylfzyl) -bHamideeelt-ydrpiperiddreposi t i on conpri sing, as

active ingredient, ast Li;b eneral formula (1)N as
o1 ned 1 ol ai i B ERYRAE TR Y‘?P‘Pe%dme
- butyl 2-[4-(1,1"-biphenyl-4-y1)- 1 H-imidazol-2-yl]piperidine- 1 -carboxylate;
15 - butyl 3-[4-(1,1"-biphenyl-4-yl)- 1 H-imidazol-2-yl]piperidine- 1 -carboxylate;
- 4-[4-(4-methoxyphenyl)-1H-imidazol-2-yl]piperidine;

- butyl 4-[4-(4-methoxyphenyl)-1H-imidazol-2-yl]piperidine- 1-carboxylate;
or a pharmaceutically acceptable salt of one of the latter.

. 10. Product characterized in that it is a compound of general formula (I)y as defined in
20 claim 8 or a salt of such compound.

11. Product characterized in that it is one of the following compounds:

- butyl 4-[4-(4'-bromo-1,1"-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine-1-carboxylate;
- tert-butyl 4-[4-(1,1'-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine-1-carboxylate;
- 4-[4-(1,1"-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine;
25 - l-benzyl-4-[4-(1,1-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine;
- I-(cyclohexylmethyl)-4-[4-(4-fluorophenyl)-1 H-imidazol-2-yl]piperidine;
- 4-[4-(1,1"-biphenyl-4-yl)-1H-imidazol-2-yl]-N-butylpiperidine- 1 -carboxamide;
- 4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]-N-butylpiperidine- 1 -carbothioamide;



atceptabl e salt of such compound. 13. Pharnmaceutical conposition
conprising, as active ingredient, at |east one of the 25 follow ng
cpnmpounds: - butyl _ _ o

4-[4-(4' -brono-1, 1" - bi phenyl -4-yl)-1Himdazol - 2-yl ] pi peri di ne-1-carboxyl at
- tent-butyl o

4-(1,1" - bi phenyl -4-yl)-1Him dazol - 2- yi3Ppi peri di ne-1 - car boxyl ate; -

4-(1, 1" - bi phenyl -4-yl)-1Him dazol - 2-yl ] pi peri di ne; -

enzyl 4- [ 4- ¢ &bl 4-pd-phenypherdhl k- LitkiinMa g 20y 11p2pe¥id]nel @b tyag; 0 -40 0 -
- (cycl ohexyl nmet hyl ) - 4-[ 4- (4-fl uorophenyl ) -1H 1 m dazol - 2-yl | pi peri di ne; -

4- (1,1 - bi phéri(l.4-Biphengl-f-y 1 ldhirodazpl-2-y1]-1-pentanoylpiperidine;

4

b

b
YD Pt s BRorcaenssiol Hmighol-Rlpingrigingelraeehonsate:
1)-1
n?gg;g?ngdsifd45§bﬁémﬂémgﬁ1$}m?$89b?§ﬁg¥m§hm¥4 [4- (1,1 -biphenyl -4-y

1H- d | - 3- - z ipe
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4- (4-f1 uor ophetyi4- I#GAHePrFBu@&]ZHEhyIX-lbfl-llmdhlzﬂel’-yl(}blﬁ&ldme 1-carboxylate;
enzyl -4-[4-(1,1" -bi phenyl -4-yl)-1H1m dazol -2-yl] piperidine; - butyl
4-(4-tert- buﬂﬁﬁﬁh@ﬁﬂﬁ¥4I@PK@%@abdﬁimn¢ﬂpblwépmdmme&l-carboxylate 10 -

d | -2-yl] d - b t I
e B bl i o
gn§3|fgufgo?gq?¥%§PéHﬁkﬂgﬁ I&HXiZ&ﬁPﬁﬁm%Tﬁnglpérldlne - butyl
4-(4-f 1 uor ophaRidy) 2#4@%%16%&&02111 m;h&bp@gl]ﬁ:gaﬁmé -carboxylate; 15 -

O-h‘< -b-Hl—‘-b-b-CD

ar
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I\)wl—‘-bl—‘-h-h_

w4

4-14- (1, 1 - bi phenyl -4-yl)-1 H 1 m dazol - 2-yl | piperidine ; - butyl
4-14-(1,1" -bi phbntyl2m—m-ﬂudrdrﬂuemyl)iaﬂdintcﬁzcylz]-jﬂﬂm;&rrﬂddierlecakbcﬁ@l’aﬁoxy| ate, -

2-[ 4- (1,1 bi phen )-1H -iiidazol - 2-yl ] pi peridi ne; -

3-[4-(1,1'-bi phé ﬁ%«lhhywhe)lylf ¥D1lff'rldn<iﬁ@bl—22yl5}11}lpwplemegdlne o bgtyll t 20
2-[4-(1,1"-biph ni dazo | peri di ne-1-carboxyl ate;

- Lutg/l 3- [4I E)lglri‘{¥1t bl ‘b%e&;‘?ipﬁﬁ’ly}ﬁylkﬁé“mdﬂﬂg& PIRerifiRe Jesarorpiate: | - car boxyl
ate;

- 2-[4-(1,1"-biphenyl-4-yl)- 1 H-imidazol-2-yl]piperidine;

15 -3-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine;
- butyl 2-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine- 1 -carboxylate;
- butyl 3-[4-(1,1'-biphenyl-4-y1)-1H-imidazol-2-yl]piperidine- 1 -carboxylate;
- 4-[4-(4-methoxyphenyl)-1H-imidazol-2-yl]piperidine;
- butyl 4-[4-(4-methoxyphenyl)-1 H-imidazol-2-yl]piperidine-1-carboxylate;

20  ora salt of one of the latter.

12. Pharmaceutical composition comprising, as active ingredient, at least one
compound of general formula (I)y as defined in claim 8 or a pharmaceutically
acceptable salt of such compound.

13. Pharmaceutical composition comprising, as active ingredient, at least one of the
25 following compounds:

- butyl 4-[4-(4'-bromo-1,1'-biphenyl-4-yl)- 1 H-imidazol-2-yl]piperidine- 1 -carboxylate;

- tert-butyl 4-[4-(1,1"-biphenyl-4-y1)- 1 H-imidazol-2-y!]piperidine- 1 -carboxylate;

- 4-[4-(1,1"-biphenyl-4-y1)-1 H-imidazol-2-yl]piperidine;

- 1-benzyl-4-[4-(1,1'-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine;



- "4-[4-(4- et hoxyphenyl ) - 1Hi ni dazol - 2-yl ] pi peri di ne; - butyl
4-[4-(4-i-nethoxyphenyl)-1Himdazol -2-yl] pi peridi ne-1-carboxyl ate; or
pharmaceutically acceptable salt of one of the latter.

- 40 -

- 1-(cyclohexylmethyl)-4-[4-(4-ﬂuorophenyl)—1H—imidazol-2-yl]piperidine;

- 4-[4~(1,1"-biphenyl-4-yl)-1 H-imidazol-2-yl]-N-butylpiperidine- 1 -carboxamide;

- 4-[4~(1,1"-biphenyl-4-yl)- 1 H-imidazol-2-y1]-N-butylpiperidine-1 -carbothioamide;
- ethyl 4-[4-(1,1'-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine-1 -carboxylate;

i

- 4-[4-(1,1"-biphenyl-4-yl)-1 H-imidazol-2-yl]-1 -pentanoylpiperidine;
- tert-butyl 4-[4-(4-ﬂu0r0phenyl)-1H-imidazol-Z-yl]piperidine-l-carboxylate;
- 4-[4-(4-fluorophenyl)-1 H-imidazol-2-yl]piperidine;
- 1-benzyl-4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine;
- butyl 4-[4-(4-tert-butylphenyl)- 1H-imidazol-2-yl]piperidine-1-carboxylate;
. 10 - 1-benzy1-3-[4-(4-ﬂu0rophenyl)-1H—imidazol-2-yl]piperidine;
- butyl 3-[4—(4-ﬂuoropheny1)-1H—imidazol-Z—yl]piperidine-1-carboxy]ate;
- 2-[4-(4-fluorophenyl)-1H-imidazol-2-yl]piperidine;
- 1-benzyl-2-[4-(4-fluorophenyl)-1 H-imidazol-2-yl]piperidine;
- butyl 2-[4-(4-ﬂuorophenyl)-lH—imidazo1-2-yl]piperidine-1-carboxylate;
15 -4-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]-1-hexylpiperidine;
- butyl 4-[4-(1,1'-biphenyl-4-yl)- 1 H-imidazol-2-yl]piperidine-1-carboxylate;
- 2-[4-(1,1"-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine;
- 3-[4-(1,1"-biphenyl-4-yl)-1 H-imidazol-2-yl]piperidine;
- butyl 2-[4-(1,1'-biphenyl-4-yl)-1H-imidazol-2-yl]piperidine-1 -carboxylate;
20 - butyl 3-[4-(1,1"-biphenyl-4-yl)- 1H-imidazol-2-yl]piperidine-1-carboxylate;
. - 4-[4~(4-methoxyphenyl)- 1 H-imidazol-2-yl]piperidine;
- butyl 4-[4-(4-methoxyphenyl)- 1H-imidazol-2-yl]piperidine-1-carboxylate;

or a pharmaceutically acceptable salt of one of the latter.



