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PREPARATI ON THERECF AND THERAPEUTI C USE THERECF The
s iyention relates to
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the preparation thereof and to the therapeutic use

t hereof ,i,n.t t i

i scast e BT ENG ERIRAF Ot g B E B P s, preparaTION

known as NRAAZHENTDF AMDYRERRNRUTICOYE THEREOFA Subj ect

of the present invention is the conpounds

corresponding to formula (1): ,N R3 R2 NRL R4-O in

whi ch: .S : .naph | Adibos

bei gghcpdgésg#tép‘éeﬂ}?%?ﬁﬁégégﬁ%Ggingg%s to‘g[lti')’g a]l%%{ta?]gr?gllnltmws’.m the
prepsiation tthereef andt o thedhesapenty vseathenssl oy thgrterapmeent ef et prgvention of

N 2Nt Q e I i
AN s g RSB Bl kb Tt (RaAS) NG TRIUR, RNR1 and
HFZEB- C7) cycl oal kyl , (C3-C7)cycl oal kyl (C1- C3) al kyl ene,

hal o C1-. Kyl (C -.C6) al kox C3- C7) cyel oal ko ,

( CS-%ﬁlj]bé% ?)tgtgtf éﬁe&@%y@&yrﬁs% c H-égg{éi,s corresgonﬁmg % }'onm)ﬁg (D:

hal o( Cl - C6) al koxy, (Cl-C6)thioal N

-S(O) (Cl-ce)al kyl, -5 CI-C6-aIk'I:))—Fh|ydroxyI,

cyano, nitro, hydroxy( ;

NRaRb( Cl - C6) al kyl ene,

(d -Co6) al koxy(Cl - CoRaHQg/I en y, NRaRb, Rb,

SO2NRaRb, NRcCORd, OC(O) NRaRb, NRcC( O ORe, "NRcSO2Re,
mawhydhf Cl - C6) al kyl ene, aryl or heteroaryl, the aryl or
RtiQ-'e het eroaryl being optionally substituted with one

o more substituents selected froma hal ogen, or a

( Cl - C6) al kytenyl(gtdmpCe )acnaphthgll geytlp, it being possible for these two groups to be

(C3-C7) cycl.oal kyl - | kyl ene, hal o(d - C6)al kyl,, .

(G- Co) ol RGP S W B e ARG ENDU ISR independently

nitro or ofyé@izoargthet]piro2tharfelldidngamsi sidgpepsd dalobsn, qiC;-Cqalkyl,

one anot her a_ hydrogen at a - | kyl ,

(C3- C7) c;ﬂi%ﬁ'gé)Fma%@i ( cs@‘?@@f’%%ﬂ&rﬁ?@yg&m kyha&r-Coalkyl,

group, thicgogamesy, beie,RpibMRRy| VY $CLSHiyEIhRAGYMlkylencoxy,

an Rf group; an aryl gro% the aryl bei n% opt1 aonal Ia(

subst i t utheiP(Giredalishg. ofCirfrithioalkst Y QUm-Co)akYle c (¥G)ACr-CoalkyD),
hydroxyl, cyano, nitro, hydroxy(C;-Ce)alkylene, NRaRb(C,-C¢lalkylene,

(C1-Ce)alkoxy(C;-Colalkyleneoxy, NRaRb, CONRaRb, SO,NRaRb, NRcCORd,
OC(O)NRaRb, NRcC(O)ORe, NReSO;Re, aryl(C,-C¢)alkylene, aryl or heteroaryl,

the aryl or the heteroaryl being optionally substituted with one or more
substituents selected from a halogen, or a (C,-Celalkyl, (Cs-Cy)cycloalkyl,
(Cs-Cs)eycloalkyl(C,-Cslalkylene, halo(C,-Ce)alkyl, (C;-Ce)alkoxy,
halo(C;-Ce)alkoxy, NRaRb, hydroxyl, nitro or cyano group;
R, and Rj are, independently of one another,

a hydrogen atom,

a (C-Cgalkyl, (Cs-C;)cycloalkyl or (Cs-Cq)eycloalkyl(C-Cs)alkylene group, this group

being optionally substituted with an Rf group;

an aryl group, the aryl being optionally substituted with one or more substituents selected

from a halogen or a (C,-Cglalkyl, (Cs-Cy)eycloalkyl, (Cs-Cr)cycloalkyl(Cy-Cs)alkylene,

halo(C;-Ce)alkyl, (C,-Cgjalkoxy, halo(C,-Cs)alkoxy, NRaRb, hydroxyl, nitro or cyano

group,




froma hal ogen or a (Cl-C6)al kyl, (C3-C7)cycloal kyl,
(C3-C7) cycl oal kyl (A -C3) al kyl ene, hal o(Cl - C6) al kyl,
(Cl -Co6) al koxy, hal o(Cl -C6)al koxy, NRaRb, hydroxyl,
' ano group; WD 2008/ 034974
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(C, -C6)al kyl, (C3-C7)cycl oal k¥l or
(C3-C7) cycl oal kyl (Cl1- C3) al kyl ene group, this group
R‘blél ng optionally substituted with an Rf group; an aryl
gr ouphydideen oyl being optionally substituted with one
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m i r%@)f’ﬁh ?%ﬂashtﬂt@& %gﬁl @)o? d’hﬁ%ﬁy ubé’ﬂﬁéﬁ@ eﬁx{éé%ﬁk &) haflogen or a

yano group ar e, pendent K
o n e @htkladyl, dChSdeg:alkykat den- 6f)csalo@n;yl(©e%au@9¢ne alo(C;-Ce)alkyl,

AT o b RO S T
Rim@le.tt{jme indepdndedily ofiote ogther, at om whi ch bears them an
azet

| ne rro W di ney azepine,
nor?ab?%‘#’f’g?g i r’?o&iﬁ 1?(8 ( g}é}’%‘m 2 (g,s'b%‘?}’doalkyl(cl-Cs)alkylene,
hormpli(@ﬁ@@elkﬁﬁle@prgroﬁml s group bei ng optional |y

or( bSt I—}%bC{?grg,ot\émgc{g%r a C%%ﬁ“ﬁ%’%% %cﬁ% nggﬁ)})FCal%%}/Cl gnaazl&[ élhe pyrrolidine,

ar y 1ﬁéﬂdn§632@b1|ﬁ¥ | R Bholine) l-tﬁhomaﬁ)halﬁﬁ Pigeradife, or hom0p1perazme group, this
ep endent l'y of one anot her, dr ogen 85 E} a
(CI gr@g) al Rlyg ?p@gﬂ@?) cy Sg%ﬂeféyl w1t (Ci-Colalkyl,  (C5-Cy)cycloalkyl,
67)%%' SRl ferd, ah a@ﬂ@c.-cawnghe!nggioup,
ene ‘and aryl gr oup, or and Rd toget her
R¢ eraaT? arepmentingf eprargihelip: Re is a (Cl- C6)al kyl ,

(5 SR 04 SR eSOl )l i
t ogmlf@rcsﬂaikyhna a(l@ﬁé/@?@ kyl ene group;
or Rc and Rd together form a (C;-Cs)alkylene group; |
Reis
a (C-Cealkyl, (Cs-Cq)cycloalkyl, (Ci-Cj)eycloalkyl(C;-C;)alkylene, aryl(C;-Ce)alkylene
and aryl group;
or Re and Re together form a (C;-Cs)alkylene group;
Rfis
a halogen atom or a (C-Cealkoxy, halo(Ci-Cealkoxy, (Cs-Cr)cycloalkoxy,
(Cs-Cr)eycloalkyl(C-Coalkyleneoxy, hydroxyl, eyano, NRaRb, C(O)NRaRb, NRcCORd,
OC(O)NRaRb, NRcCOORe, SO,NRaRb, NRcSO,Re, aryl(C;-Cg)alkylene or aryl group, the
aryl being optionally substituted with one or more substituents selected from a halogen or a
(Ci-Colalkyl, (Ci-Cy)eycloalkyl, (Ci-Cyeycloalkyl(Ci-Cslalkylene, halo(Cy-Cg)alkyl,
(C1-Cg)alkoxy, halo(C,-Ce)alkoxy, NRaRb, hydroxyl, nitro or cyano group;

in the form of a base or of an addition salt with an acid.




Rf is a hal ogen atomor a (Cl-C6)al koxy,
hal o( C1- C6) al koxy, (C3-C7)cycl oal koxy,
(C3-C7) cycl oal kyl (C1-C6) al kyl eneoxy, hydroxyl, cyano,

NRaRb, NRcCORd, OC(O) NRaRb, NRc
Wm@Q RcSO2Re, aryl (Cl Co6) al kyl ene or ary %FRzOSWOmE’”

the aryl being optionally substituted with one or
En():r ) ;{:gﬁtglg}%n S ?@n‘&% @)f/t e%g%t%ﬁrgng orh 1%'01%%%1111%&1&1 carbon atoms. They
ca(m %QZ%CM@’: o kieyfofriof Elanabiys @nef diraterbicimées) Bicksy bnantiomers and

) al ko hal o( C1- C6) al NRaRb. dr ox . .
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can AQ&ehOtfnthdtof FmbRET MR #¢ sBRRR I eFBREen @, Ofirst group of
di ast er eoi soners. These enantioners and

cotipaunds rie gledforie pE 2 basecpr £1f €8 afdisien sadiswitth & add comprisey eampRgunds for
whiggem ¢ mxtures, are part of the invention. In the

vari ous groups as defined bel ow, the groups Ra, Rb,
RiRs 2 rRahtResreupcr Rf phie eravh evhichegen ba @ptiorially syhstiied Hiisene or more

atéﬁ%{] gs & %%8 ?ﬁé‘;}‘é{x‘&nw ©f GRIRRIASHGh tﬁeof&ﬁwwﬁg(alams or groups:

e Invention, a first group o
hadxlgnmodﬁd&)alkylt h@sﬂbimloﬂk)d, b(ai‘séivhrfclmﬂk)éﬁﬁil&d)dllwiema é@i-(:e)alkoxy,

(d""éﬁgﬁ{ﬁ ﬁll?yﬁcdc&%%{ygs ‘iﬁz&%&?})"gﬁ% Wﬁ{ Gl RlyydrSxRC,-Coalkyl,

rou
(Ctmls)abmﬁ(CyCSalbﬁt hﬁlﬂce@a)“ﬂfﬂhhﬂoiéfrﬁk)aMQeor aylote aoi being optionally

u ect ed |nde ently.of .0 e ano
s BHEE, Pt " e RO i eg? B 2° pilSens b Hr-Contion,
(CLCIe Gyt oatclzssctacyaeakﬂzo pligiahiyl (gc;(clegahlkyu enéCi-Coalkoxy,
cl oal ky al kox

haﬁfgér %)Eo’ié’yﬁﬁmh ﬁ‘i%’&x %HCYW&F y( C1- C8) al ﬁyl

( Cl - CGRdd tho omhpelindst) @drkﬁﬂm(l)h&h@(@s@fb):ﬁbkﬁie invention, a second group

hal o( C1- I]e%alkox Qr aryl, the ary{wﬁgr tlona

t

R e PR Y cdBpapgy<dmpounds fo

whitpm a hal ogen or a (Cl-C6)al kyl, (C3- Cﬁ)cycloalkyl
(C3-C7)cycl oal kyl (CI -C3) al kyl ene, hal o(Cl - C6) al kyl,
Rz(a@ﬂB@etfammgdem hef e eratles) al koxy, NRaRb, hydroxyl,

nltr%&#ﬁ BR, 9r oup. Anmong t he conpounds of fornula
(1) ﬁ% are subjects of the invention, a second

gr oup (Celfs) aiatpGlsidisyéloaling eor 16 -fatcloalkyd§eCorlkyeneagroup optionally
oo bl WA 20, o ses comauncs [
Rhydrogen atom a (Cl-C6)al kyl, (C3-C7)cycloal kyl or
(C3-§§&ﬁ%§|qg&ky|(C| C3)a|ky|ene group optionally
a (C-Cealkyl, (Cs-Coeyeloalkyl or (C;-Co)eycloalkyl(Cy-Cs)alkylene group optionally
substituted with an Rf group,
an aryl group optionally substituted with one or more substituents selected from a halogen
or a (C-Cealkyl, (Ci-Cyeycloalkyl, (C;-C;)cycloalkyl(C,-Cs)alkylene, halo{C,-Cq)alkyl,
(Ci-Cqalkoxy, (Cs-Cy)cycloalkoxy, (C;-Cr)eyeloalkyl(Ci-Cs)alkyleneoxy, halo(C;-Celalkoxy,
NRaRb, hydroxyl, nitro, cyano, (C,-Celalkyl(CO)-, NRcCORd or aryl group, the aryl being
optionally substituted with one or more substituents selected from a halogen or a (C-Ce)alkyl,
{Cs-Cy)eycloalkyl, (C5-Cr)eycloalkyl(C,-Cs)alkylene, halo{C;-Cgalkyl, (C,-Cg)alkoxy,
halo(C,-Cg)alkoxy, NRaRb, hydroxyl, nitro or cyano group.

Among the compounds of formula (I) which are subjects of the invention, a third group



substituted wth an Rf group; R4 is: a hydrogen atom
a (Cl-0Co6)al kyl, (C3-C7)cycl oal kyl or
(C3-C7)cycl oal kyl (Cl -C3) al kyl ene group optionally
' with an Rf group, an aryl group opti
V‘?ﬁ%@%’bﬁ‘{ with one or nore substituents sel E?t@ﬂﬂd&mmsﬂ

froma halogen or a (Cl-Co6)adkyl, (C3-C7)cycloal kyl,

OKE %ﬂb%dgﬁhgsc{m%{ &%ﬁ%@ aﬁé{icgg%saﬂ w181(an 301? c)ompné/es ‘compounds for

whick- C7) cycl oal kyl (CI C3) al kyl eneoxy,
hal o( Cl - C6) al k NRaRb, hydroxyl, nitro, cyano,
(Cl-Co) al kyI( NRCCO?d or aryl group, the aryl

bei n@e sstituain@h+d/  S14s the Imétsbsitioh bn ﬂnegh@llyl mor e

substituents sel ected froma hal oge
(Cl - .@@?&g wﬁcompr{u@s @—f?@gp& @a‘f"lklﬁll' are sub_]ects of the invention, a fourth group

of(c%l'pgilr)dg Ve 100 @bk d fla@as ) Flak XhARS saltadid(da! acﬁ%ﬁlbﬁééls compounds for
- C6) al koxy, hal o(Cl-C6) al koxy, NRaRb, hydroxyl

liro or cyano group. Anong the conpounds of for rrul a

(I) ggh&g@esﬂ%ﬁﬁts of the invention, a third group
008/ O¥3 4 PCT/ FR2007/ 001517 4 of corrpounds in

Ri, Re aﬁommﬁdeaﬂb akencanothér, ahydseiz¢h eioororedCi-Calicrl, Bh-Catsiveloalkyl or
tuent
(GRETRIHEIAICOTRANIS. Bl ol Bhfit culfuig i SeaRh UP1
_corrpbmnmth@f:orﬁmundﬁl o ft(rtn)JIaWdehchaareSLé)iﬁb}seéﬂs imfentﬁdmea fifth group of
colgﬂabﬁrp&sluq e @rﬂ; ¥k t segt.!;rool‘fpan 91t1819 nﬁt w{ﬁg gn atad n% 2L con?pounds for

asé or an addition sa
whiclmpounds for which: R4 is a hydrogen atom and R2 R3

Rglrs %&%E@%&?&%%rta( 8{&%”%@ C\?IB t%ge}lrb’e olpugx}éﬂ{(% esp tu?etdqm:h one or more
atélﬁﬁ0@@0019’3‘.:keﬂ]ﬁteﬂylnﬁ@eﬂ&éﬁ)lﬁlolﬁyihe BotigHt, Ofigim Q. fobio@lngyatoms or groups:
ubst | th ds

ol G v el i R iy SRR, o (Ci-Coalkony,

(0‘340‘7)&%@{1@@: -@Z)lalkﬁﬁﬂ’?ﬁiyﬂfiﬁyll N chie, f 9B, Of NRaRDAS Qlé!ﬂﬁ)xﬂtl-cﬁ)alkyl
an. aqgdl tiron.s an_acl ri ses conpou
(B St baleCng PR o hilo G Cole KABh g1 75 B8 33 F o optionally
suﬁﬁﬂut@@ Wit 1B abd Ynots! DabdinthRdsMcidd @RS Qr hiBER o@taor(e Cgalkyl,
groups sel ected, i nde&gndent |y of one another, from

(Ctsﬁ@cqullaw ng(GtGiteclerlodiGiplsikyleral ogao(C(-€palies) al l((}i Co)alkoxy,

e e b SR 5 0 0

Riapd Roripl indepgadently off ane enothiRaRb, hydr oxy(Cl - C6) al kyl ,
a hydrogen atom,
a (Cy-Celalkyl, (Ci-Cy)eycloalkyl or (Cs;-Cr)eyeloalkyl(C,-Cs)alkylene group, this group
being optionally substituted with an Rf group;
an aryl group, the aryl being optionally substituted with one or more substituents selected
from a halogen or a (C;-Cgalkyl, (C;-Cs)cycloalkyl, (Cs-Cy)eycloalkyl(C;-Cs)alkylene,
halo(C,-C¢)alkyl, (C,-Ce)alkoxy, halo(C;-Cs)alkoxy, NRaRb, hydroxyl, nitro or cyano
group;

R, 1s:
a hydrogen atom,
a (C,-Celalkyl, (C3-Cscycloalkyl or (C,-Cs)eycloalkyl(C,-Cs)alkylene group, this group
being optionally substituted with an Rf group,
an aryl group, the aryl being optionally substituted with one or more substituents selected
from a halogen or a (C,-Celalkyl, (C;,-C})cycloalkyl, (C5-Cr)eycloalkyl{C,-Cs)alkylene,



(C, -Co6)al koxy(C, -Co6)al kyl, halo(C, -Co6)al kyl,
hal o( C1- C6) al koxy or aryl, the aryl being optionally
substituted with one or nore substituents sel ected
gen or a (C,-C6)al kyl, (C3-C7)cyc
VJFE:QS@S’%@Z oal kyl (G, - C3) al kyl ene. hal o(C, - CB) & b?@ ﬂﬂﬂoowomsw
(C, -C6)al koxy, halo(C, -C6)al%oxy, NRaRb, hydroxyl

one SBEREHAR Ak dPinpel AeioncOy & NRIBREpHER | O

( C3- Lhpspyhe Ogthoythdsif fdrfadtaCl jvtychl md:do}cbl(s Gf th€varhtion| @sith group of

gr ou t hi r Qu b t bstituted w
et B oo By O BBk RO Y vt Sy when
R?H Riskdphtyiegdony &'t SHREYIQHoUNDEIECHS LAl dpue;mnlg sﬁlﬁhﬁ&ﬁeidth one or more

rom a hal ogen or a (Cl1-0C6)al kyl egcg 1%}( oal kyl
APIES OTHUYT F Fqéy}né@en@}ialc’ﬁw% ARther  Eprg ‘%emg grhs or groups:
haﬁ%en Copplcsainyl, elefs&togRygl t@mkcymahaclmﬁn@kﬁé (C-Cealkoxy,

ro or ano dgroup; R4 Is ydr ogen at om
(%@;)cm?ﬁmg}/]l-cﬁxa@gxmnlgl&dgqx@m K6y POg 1 nitro, NRaRb, hydroxy(Cl-Cd)alkyl
- this group
(gggjrﬁlg@é &5 ?%yhﬁsﬁégsﬁ%lﬁlgﬁhvﬁﬁ? wﬁﬁm%)f( group, an aryl
R:gm’dlﬂsaret méemn@dnﬂbef@g agghdronal |y substituted with one
tuents selected froma hal ogen or a
(Cl ‘fgéﬁ’?t%fn( C3-C7) cycl oal kyl ,
( C3- 09l @4%@@1@B}élokweﬂﬂcycmkﬁmgh@@m4 group, this group

PCT/ ER2007/ O h aI kyl, nitro, cyano,
(G - ‘ﬁé‘jga‘ip lo?a?‘&%)'lnmm?ed@h%&]% %up Armng t he

c onpaarglsradp, fhe amlbeing &ptlomhilycdubthEeclswbljl eEta nwie subsiituents selected

bl ot b o S (6 SRR S PRSI R tiytene,
c ol G $-Chaltcy Wi od)aliky] Rala((-ajlatkoyy, I@Rﬂﬂbp hgdromyl, nitro or cyano
phenél Figmoup whi ch can be optionally substituted with
one atons or groups sel ected, independently
Rﬁlfs;l one an?tcheEG)flrEmlth? foll owi ng atons or groups:
al ogen, 1 al ky C3- C7) cycl oal kyl
( C3- ©mydEseen 89iky | (G - C6) al kyl ene, (Cl- >C/:6) al koxy,
(C3- @Zdﬁd&l@ﬁl @glcgféyclm?@lok Q@yc,y)éym)amymtrcsmnm group, this group
nitro, dr oXx kyl
(d - @@)@prées@}la@hswjeémwn 5{0@9@ | -C6)al kyl or
hal o q.'ryl%@%@l g)ﬁ}ﬁd biAg éﬁ}%nﬁﬁz éﬂﬁﬁmtéw&{k%%dré’ suBEtit RN selected

anot rogen atom a (C

(C3- ﬁ)?i)lwhalmhktyla Qi EA e ok ysigaliol, (éa-cesgcénawl(@n@gauwlene
. gr OUBio Ehbg)al 10}ﬁ80 c%{o”tétl a'll&ﬂ@bB-yormébkhﬁo%g with

The combinations of the groups one to six as defined above are also part of the invention.

The compounds of formula (I} can exist in the form of bases or of addition salts with
acids. Such addition salts are part of the invention.
These salts can be prepared with pharmaceutically acceptable acids, but the salts of other acids
useful, for example, for the purification or the isolation of the compounds of formula (I) are also
part of the invention.
The compounds of formula (I) can also exist in the form of hydrates or of solvates, i.e. in the form
of associations or combinations with one or more molecules of water or with a solvent. Such
hydrates and solvates are also part of the invention.
In the context of the present invention:

- the term “a halogen atom” is intended to mean: a fluorine, a chlorine, a bromine or an

todine;




an aryl group, the aryl being optionally substituted
Wi th one or nore substituents selected from a hal ogen
or a (C, -C6)al kyl, (C3-C7)cycloal kyl,

oaI kyl (Cl C3) al kyl ene, hal o(C1-C6 3{)]7
"%@O@;Jg‘i\( 8xy, hal o( Cl- 08) al koxy. NRaRb, hydrzg’ |'?'('£2°°7’001517
nitro or cyano group; R4 is:ga hydrogen atom a

(C -C6 aIkI“ -Cr)cycl qal k

(C3-T7 £ @%&@&Pﬁ k1§|léﬂ@ee, (O IREn: @rifngargr Jggiched, saturated
alﬁﬂ;htﬁthx@@;f battahihy frombBid & Uztr&%sV\B} Kapidf BlanfURentBA n2fyWe made of

group, the aryl being opti onalelt%idsubst ituted with one

mgthyl g, eapdtirerent Sk Isebyt¥tert g inPantafogBARSE a
( C1- CO)md fh +a (%%3:( %7& ?1%{11'545’1& mtended to mean a Cg():lgl cl%r;)on-based group

(C3-C7) cycl oaI ene

ni t r epntagsjag drony ¢ tocé)‘atrbow( )WayOpf I@nmmﬂ'h@ made of
nb efi ned above

are 2L RRrBIR oIk DR SHICHRT) ERRHEB N BREC 1o o

f or nmul ahe( tedm ¢ analéy&mﬁ iy intepfiel foonemnod lilkas esbronched, saturated divalent

addi ‘Iﬂ. ) 1.101s € a Rﬁ a %Hg 19 %Ia I{ anr o% %rla%csneg ivalent carbon-

part I nven S can

W t hbqatdaurha'mc:enrtamualﬁoyn hto;]‘iacpaﬂ:axb Iamlrfa,cmd? parb;:ldliaﬁyfmsthjzléﬁ, ethylene,
use or exanpl e or e

of o [
pur i iF‘gg’%’?ﬁ‘H “of Ortqﬁ?yyeé%’l ation of the conpounds of
f or mul the ¢dn)1 “ar(@l-ﬁk)slhoxy@mp”di intdhded tovtadahi 4N-O-dIR@ radical where the

f.0 la (1) can also exist in the form of
alﬁ;@ Oéf?ésasgfl E(b‘ievates i.e. inthe form of

associ tht it@ms(Q1- cgesnsbiamaiy @Sy Wst ifteRdtd t6mdaB! £ ~O-cycloalkyl radical
r.wth a solvent. Such hydrates

| ecul wat er
Wgoﬁﬁ’ﬁ&@ I%'igrgl"%‘sé‘f; HinsdfROVEF the invention. In the

cont-exthe Gmt B Balp(GIRRAlkyl o8It ik @tended td¥Bedn®) Thead branched or cyclic,
haI%?en atonl' is intended to nean: a fluorine,
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- the term “an aryl” is intended to mean: a cyclic aromatic group comprising between 6
and 10 carbon atoms. By way of examples of aryl groups, mention may be made of
pheny! or naphthyl groups;

- the term “a heteroaryl” is intended to mean: an aromatic cyclic group having from 5 to
10 ring members containing from 1 to 4 heteroatoms selected from O, S or N. By way
of nonlimiting example, mention may be made of imidazolyl, thiazolyl, oxazolyl,
furanyi, thiophenyl, oxadiazolyl, tetrazolyl, pyridinyl, pyrazinyl, pyrimidinyl,
pyridazinyl, indolyl, benzofuranyl, benzothiophenyl, benzoxazolyl, benzimidazolyl,
indazolyl, benzothiazolyl, isobenzothiazolyl, benzotriazolyl, quinolinyl, isoquinoliny]

or quinoxalinyl groups.
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{3-[2-(4-chlorophenyl)imidazof1,2-a]pyridin-6-yl]phenyl }methanol
{3-[2-(4-chlorophenyl)imidazo[1,2-a]pyridin-6-y1]phenyl }methanol hydrochioride (1:1)
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6-[3-(4-chlorophenoxymethyl)phenyl]-2-p-tolylimidazo[ 1,2-a]pyridine
N-{4-[3-(2-p-tolylimidazo[1,2-a]pyridin-6-yl)benzyloxy]phenyl } acetamide
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I11) in which Xis a derivative of boron or of
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illustrate the chemical structures and the physical characteristics of some compounds according to
the invention,

The naming of the compounds was established based on the Autonom software.

Example 1: [4-(2-Phenylimidazo[1,2-a] pyridin-6-yl)phenyl)methanol (compound 1 of the
table)

1.1 6-Bromo-2-phenylimidazo[1,2-g]pyridine

1.99 g of 2-bromo-1-phenylethanone, 1.73 g of 2-amino-5-bromopyridine and 1 g of sodium
hydrogen carbonate in a mixture of 20 ml of ethanol and 5 ml of water are placed in a round-
bottomed flask. The mixture is heated at 80°C for 4 h and left to cool and 40 m! of water are
added. The mixture is stirred for 15 min and the precipitate is then recovered by filtration; it is
washed with water and then with diisopropyl ether and dried in a desiccator. 1.8 g of compound

are obtained. Mp = 192 — 194°C,
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cording to met Are descri er ei
OvAigoh Géuroaid(h@mnhtha@ert-hmm@kw[ﬂ Rexjpyiridine tisyebtaamed, MFFe226 — 228°C.
foll owm ng exanpl es descri be the preparation of certain

2 ot Nl ARy e SR OepEE

present invention. The nunbers of the conpounds
Usseznp| stitare dofr eiftregent 500 s ef gﬁ-hranO-MnaphélalteaB’ry@mdam{l ,2-a]pyridine,

2an1‘(i}§ It(ﬁg ;- dtox%fg tﬁﬁwg%Agll%%r(}ngcaggd % gd'] mg;socfatetraﬁﬂs&tngﬁenyl%ﬁosplune)

YSI eris |CS Of SO
pﬂkadinnﬂm‘lgatted in & mécroware l’.ltble oontaifling 5 nd ot wipend ddgh!fsed beforehand under a

stgeg*fxn{f)(&g?xg genEx e?%c%%nitrsﬂg and E a‘? e{.‘i a (? th Slgﬁltléy (t) soc(I)lum carbonate. The tube
is[ ﬂac(e&-ﬂ?h&ﬂiﬁdmd aﬁ@fahSZmahﬁydlhteﬂ Bt 6505¢C i EIwiin] MRE BRAGL phase is

r:tralir:THOlJé1 gned and tltxe te ltrate is concentrated under reduced pressure. The residue obtained
is taken up with 5 ml of dichloromethane. A precipitate forms and is recovered by filtration,
washed with dichloromethane and then with diisopropyl ether and dried under reduced pressure.
The experiment is repeated several times (6) and the solids are combined. 2.2 g of compound are

obtained and are recrystallized from a 1/1 n-propanol/water mixture. The precipitate is filter-dried,

washed with diisopropyl ether and dried under reduced pressure. 1.96 g of compound are
obtained. Mp = 161 - 163°C. 1H NMR (DMSO-d6, & in ppm): 4.58 (d, J = 5.5 Hz, 2H); 5.24 (1, ]
= 5.7 Hz, 1H); from 7.29 to 7.73 (m, 8H); from 7.86 to 8.13 (m, 4H); 8.52 (m, 2H); 8.84 (m, 1H).




table) 1.1 6-Brono-2-phenylimdazo 11, 2-a] pyridine
1.99 g of 2-brono-I-phenyl et hanone, 1.73 g of
2-am no-5-bronopyridine and I g of sodium hydrogen

%?Eeg@éfgﬁn a mxture of 20 nml of ethanol a”%ﬁgrllfﬂzﬁ?/omsw

er are placed in a round- bottoned fl ask.
m xture is heated at 80C for # h and left to cool and
L@glggspf water are added. The m xture is stirred for
mn'and the precipitate is then recovered by
filtration; it is washed with water and then with
Egample 3+ [3p@+p-Eélpkimidard 1,044 9didin 63 gkaiyl] mathanol (donBpoyna@flo of the
tagyggpound are obtained. M = 192 - 194C. WO
8/ 034974 PCT/ FR2007/001517 11 1.2
[ 4- (2-Phenyl i m dazo[ 1, 2-a] pyri di n-6-yl ) phenyl ] met hano
3150 6rBraho-@-gotolylimidazplchypyritiniazo[ 1, 2- a] pyri di ne, 125
ng of 4-(hydroxynet hyl)phenyl boronic acid, 19 ng of

raki s(t,ri phenyl phasphi ne) pal | adi um and ni|l of
ok SbBiH 0 MR PLERt £ A e T S B o Ponpd g olytthancne
185tme ah DEmind-5rbogsopyridine anf)f87l’i'hg (03] fgeaimglemﬁfgeld k;:mbma €200 mg of
nd then. 2. m, of .a, 2M. sol uti on sodi um car bonat e -
BRI BE qPlaimsfl TR eqpoRd P sy & silicn el
chi@itito@api delutiont@figaberdd atit vHE0 od/0 dichRroMethaneleth ol AiMitfre. 60 mg
covered, dried and then concentrated under

hase is r
Oﬁg@gg@&aﬁ@&w&pfﬁ@r&%ﬁue is taken up with
dii sopropyl ether and the precipitate is recovered by

38 tp@imlylmhM1,wﬁ)yelmi.ﬁstynbﬁenygmmahéli ed by
recrystallization fromn-butanol. 52 ng of conpound

URisEy E’éﬁ%gﬁg{j 'Bl;trl\égenz @8%@5%%&5!3%’5@%%&@? ipe, 160 mg of

3-{ddhoxythetByMpRendfbotddic’ acld abN24%P of 7&&%@s(ﬁfﬁhm§,‘éﬂ)ﬁosﬁir§ﬁ)alladium are
%%,.1FDL 8.84 (t, J =1.3 Hz, 1H). MH = 301. Exanple .
pl ! d in a’microwave tube containing 2 ml of toluene degassed beforehand under a stream of

nifréizeh 2 faNFRBE BRI B and-Mth) dr T 128 tbn 2 SR éaﬁdoﬂét@.‘ﬁﬁ@c@)@ &blaced in

yl ] met hanol (conmpound 9 of the table) 2.1
2 BIERVIYS Apparesandtisrdinied 2ty ] S0P Giferalsonipa The expaniy phagé fsesemyated and
drfe@labY ROFIRYE it BECPIRERSH. Q’Sregttﬁﬁcg?%%l‘ee 'ﬂ‘lf f«%lﬁﬂe b@Alkd Mtaren up

fromO0.5 3 of 2-brono-1-(nap en- 2-y anone,
wigh 7pml off dighleneinathars. bFlenprepmitete nie sxovefed? By gfilbhtigp divashed with

) carb t.e, . f
o R MBS e bl o s 100gpaf pampound are
obaliiedi Mpd- 17Vp- 73226 H NREBOMS0-6, & in ppm): 2.32 (s, 3}2; 4.57(d, ] = 5.6 Hz,
3-%%-(hbghthalen-2-ylain1dazo[1 2- %Eyridin- -gl)phen
”bi Y rbbtdamol Hanlidh framsh 1968 mosimn§H); 6884 ) 56HagHER'32 G, 1H); 8.82
(nB 119y, o 23 (Napht hal en- 2-yl )i m dazo[ 1, 2- a] pyri di ne,
235 ng of 3-(hydroxynet hyl) phenyl boronic acid and 90

nmg of tetrakis(tri henylggosphine)- al |l adi um are
Exsmplest] 67 13-(GMsthoxgoghorymey )p@emlhﬁnwgtl@lqm-ylﬁmma@pﬁléne

alﬁ@gﬁ&s@mp&jﬁrl%@mtmg r a streamof nitrogen, 5 m
of acetonitrile and 6 of a 0.5M solution of sodium

carbonate. The tube o
100 mg of [3-(2-naphthalen-2-ylimidazo[1,2-a]pyridin-6-yl)phenylJmethanol (Example 2) and

120mg of 2-bromoethanol methyl ether are dissolved in 5ml of a 1/1 methanol/
dimethylformamide mixture, in a pressure tube, and 1 g of potassium fluoride on alumina is added
thereto. The tube is closed and heated for 16 h at 80°C. After cooling, the mineral is removed by
filtration and washed with dichloromethane. The filtrate is concentrated under reduced pressure
and purified by silica gel chromatography, clution being carried out with a 99/1

dichloromethane/methanol mixture. An oil which crystallizes from S ml of diisopropyl ether is




is placed in a mcrowave apparatus and irradiated at

150C for 15 mn. The organic phase is separated and

dried and the filtrate is concentrated under reduced

Vp?e?gé ? g7dhe residue obtained is taken up Wﬂd’l’/éRﬁ%O?/OMSW
ch ororrethane A precipitate forns and i S

recovered by filtration, wasted with dichloronethane

oﬁtg e& QBWméRatgls rg'c%%g&) %)E(ﬁl%%p ol arﬁ%d %th ?Ilqso%%q%)e(l ether and dried under

uce I'S repea severa

rddufmSprésﬁ)re afdtng moﬁ@bmﬂ&rmmmﬁﬁnmpmegb 22°2: gHAMR (DMSO-d6 3 in
nmpound ar obtai ned and are recrystallized fro

PR 3120 oo Bh 3655 R D) 57 () FPHLT 37 B 59 BR)s fiom 7.82 to 8.16 (m,

ah1i; |8t§r(mdjp{)e§,89(ﬂ@@?ﬁeﬂﬂqngﬁgdl [ sopropyl ether and dried
under reduced pressure. 1.96 g of conpound are
obt ai ned. I\ép = 161 - 163C. 1H NWMR (DVSO-d6, Sin ppn:
Example 5¢/{3-(3-(4-GhleyophenyDiyidazy| h2alpyridin-6-]mhepylipethangl
abiufa 2ol e g (M 8H): Trom 786 to 8 13 (m 4K
.84 (m 1H). WD 2008/ 034974
PCT/ FR2007/ 001517 12 M+H = 351. Exanple 3: [3-(2
54- TopBrempd4shiprophgpyliimidazell 3-alpyridieery| ] net hanol
(conpound 10 of the table) 3.1 6-Bronp-2
BR- tRtyHgl ﬁhtd@koéiocgssalﬁxﬁ'ﬂiaﬁ'ﬁlcay Siattihy 'fpcgnoé"?tSrﬁ ®f 2-bromo-1-(4-
procéss as in , starting from1l ny
clgorgplg;ﬁﬂ)eihapoqeo 509 @ghcgn%:ﬁ@mo -5488nopyridine and 290 mg of sodium hydrogen

cagﬁcﬁlglen%ﬁn%r QE"D@B{I{)}n '2’t§-cgf3{jo#§%§ﬁﬂnlﬁizoﬁ°zd-& IR NALA988tained. The

car bonat e,
cqynpoghd) [ig mfépzlo[m SQwa]gply Fhrdmmtegrapfe/ shitign rhethg CRhreed out with a 98/2

AR dieib] fixfide BY fcgﬁaogﬁggfgnfa&"&w; 3RYa11°c.

ution being carried ou
di chl or onet hane/ net hanol m xture. 60 ng of conpound
5are Gbi2ed(ddorophenyl)ingidazo[12228)pyridins-jiipheryl} methanol
p- Tol yl'i mi dazo[ 1, 2- a] pyri di n- 6-yl ) phenyl ] met hanol

U{T&ge sﬁ'ﬂfhtl rtﬁagﬂltrggen fl{) g‘%r :aglﬁﬁ!g‘gmq% dgfchlgropﬁe%gﬁm‘gdazo[l ,2-a]pyridine,

-t o yl'im daz
15@ I(l%pdr&aﬁlyﬁngx)hlydﬂ)yﬂ))hMIbbmnmn acud aod d24angl of 4&Wsﬁﬁpheny1phosphme)

pallg(th[n?llﬂ \}slztlceh ﬁihaelg%r(f 219% RIE aéx}z %f m;l 9 oﬁﬁrg, d&gggg%g@r&and under a
sttwh@fmkragmh mﬂeﬁacetomhﬂeam Joh] ofai2M a@ieion oPsddiunodarbonate. The tube is

tonitrile and 2 m o M sol yti.qn. of _sodi ym . :
PRE HBta PR THE PRRNT %A L0 er 3 THE organic phase is
segfrpiad andidriednidd tHerfaglitaisednadntrdbd tndepfeddded Fddsurel e remdue obtained

o ani ¢ phase, is separated and dried and the filtra
ol Sty lflélamaﬁglé? ﬁﬁuzrsam&#eé% treavererh By ({HE3tehe Tashed with

d161h&1@in9tﬁ§hel Sndt @edNin WP desWeitbr Bndet ked@feddirediiuer mﬁ dP€ompound are
The premfﬂ] tate is recovered by filtration,

objgindd. Meti=cHil o IBREE. HEMMRABMEQ-64 5iin ppmd 467 ¢d d o5 Hmﬁf) 5.23 (1,1

- SRS BS54 & 10 aF £ BTBPHR 1 0, S 008 s i, 1)

M3H)}=334.57 (d, J = 5.6 Hz, 2H); 5.23 (t, J = 5.7 Hz,
1H); from719to767(m 8H); 7.84 (d, J:8Hz

Exalflr;pleg {§ %2 %4?' thlo |;)l)plwnyl) da&orﬁ 2-awyndm-|6_| yl]phenyl}methanol
hydrochloride (1:1) (compound 26 of the table)

2.37 g of {3-[2-(4-chlorophenyl)imidazo{1,2-a]pyridin-6-yl]phenyl}methanol are suspended iﬁ
80 ml of dichloromethane; 4.26 ml of a 5N solution of hydrochloric acid in 2-propanol are added

thereto, dropwise and with stirring, and the mixture is stirred at ambient temperature for 2 hours.

‘The reaction mixture is then concentrated under reduced pressure. The residue solid is taken up




Exanpl e 4:
6-[ 3- (2- Met hoxyet hoxynet hyl ) phenyl ] - 2- ( napht hal en- 2-yl
)i mdazo[ 1, 2- a]pyridine (conpound 17 of the table)

Vf@%(dﬁnapﬁﬁwal en-2-ylimdazo[ 1, 2-a] pyri di n- 6- y|§Tdﬁ'§%9?7’°°1517
] met hanol (Exanple 2) and 1204 ng of 2- br onoet hanol

Lﬁ%ﬁar?% ?thg‘%n thdelrﬁ%sc:?pllv qs %egoverembggg’igma?lg&,{%agﬁt h% ch cfﬂoromethane
aod tlpmt@ls& lacetaté khnd ﬁlta”e:lrxam 'ﬂlelﬁdﬁhﬂ&s issohad ed amblbﬁtrteihperature with the
The tube 'ﬁtc tﬁ and. heated f 16 h,.at SOgthAfﬁj.Er .
B ool HEREPLIT et BRSBTS S G SOPARP b fein e precipiat i
rivdsdredibyiitrbtich 0 ldaEDmeh badhaunddiedictd pregin@ at 60°C. 2.23 g of pale yellow
concentrated under reduced pressure and purified b

selid 3re sbtaiard. M oAk TEEH L NUR (DMSO-i Prigpra) #1586, GHTY. from 7.36 10
t / h .
7\./\"5"ﬁi(lg:h§ﬂ)9%!oi'n 7 ]%él &M I QR g%% @ethenel, %gpg g‘?hﬁ% s.i‘?giz, 2H); 8.14

stalTizes from of di'i sop
(SADT 20@8‘#@814197ZIHP¢H/) FRRGE AHL B, 1HB MiH added. The
preC|p|tate is recovered by filtration, washed with

R g L L e Y
(¢oDNfB8Ond 8] oﬁhemblq:)pn) 3.25 (m 3H) 3.55 (m 4H); 4.57
(s, 2H); from7.27 to 7.80 (m 8H); from7.82 to 8.16

Z%ﬁﬁﬁl?-g-ﬁm%in{i@m[%@d]pﬁ’id%g -Sd%he&)h?met%gf (ﬁxaﬁ%& 3) are dissolved in
20 8l pPdify 4et@GhydyofomnetPBIn4d cliﬂpdrihkm{)ﬁlapﬂﬂ,al]9[3wgi o| itmbuﬁyzlpﬁo];milmrayld 210 mg

d 25
ot%lgf—tgzo 1c§rb{)12‘)‘lc%ﬁngr? n eny cd hl lgtzooar[% t%% 2n1§tjure ?rif%lt?] gterﬁt ambient

tamaperapire (pr dGh. Tli\?&soﬂ)ureﬂtcle ssapa&tddmfﬁnﬂmlleducld p&tﬁ&fet Thgresidue is taken

fro 75 bro - _chl orophe hanone,
5D B BBl foHe BR swisipicar rhthty DOGLIHS BroRsapHRd and the
r%&dgé ﬁlsg;ﬁm]; ied Zj’/ bﬁr)ﬁ]hﬁgraﬁlﬁgol'l';f@sdﬁd obta[mled ?is taken up \glth petroleum ether and
r ono- C i azo a] pyri di_ne are
U STEE 1 e gﬁ%ﬁ{ﬁ‘iBX %133 PRqeRErappd bk 5S¢ of compound are
hygao€! /
OB PY | @RhYg40€] 1 m @RINS A6 ih Egrq)ng%g { ,Co?,rpsg Jﬁ% 281); 7.06 (d,

dlchloronethane/ne m xt ure.
J arieHoBHRI TR8dd, Wp7.2 Hz12H)-; 713204, 5= 23 Hz, 2H); from 7.40 to 7.80 (m, 6H); 7.84

@%%E£%%anéﬁhtgd?f %?égﬁﬁgéqkiﬁ ‘%éﬁyr;ggnhg'gL]pheny

6- br ono- 2- ( 4- chlorophenyl)|n1dazo[1 2-a] pyridine, 155
Emampie E_BH{MYZ_ithmﬁipﬁydﬂ)ﬁbw) [hmaﬁ’yirigﬁm@yﬂpbﬂi@*}}ﬁ%p?mﬂ
tetra t phosphi ne) - pall adium are placed in
'Ugnﬁ*g?%a%vghggﬁggcontaining 3 m of toluene degassed

beforehand under a streamof nitrogen, 3 nl of

cet and 3 M sol ution of sodi um
835 bt Saripaie iRl Fuipyrigns bl obamone

apparatus and irradi ated at 150C for 15 mn. The

3@Hrg§rtif06 “FBAE2-(U<hlofophaiyBing6hzaN b-ApyrRlheajepaRee dsi Jié'sérﬂic& in 5.1),
ﬂientrated under_ reduced pressure, The resjd

sacetylorenig aci msi k7 Igg]ofbtptaﬁpmlppélymg%mncﬁﬁgladim are mixed in

a Bﬁ@@\lv@'cttlﬂk%oht%fnﬁqgvrﬁf Shcdidnitrild, 4isahi R RoudR LS Wi ba 2M solution
di chl oronet hane and dried in a desiccator under

of Wdiveebydseess sarbenate; ke fgpegs plagehBuh ERi@pwave apparatus and irradiated at

150°C for 15 min. The organic phase is separated, dried and concentrated under reduced pressure.

A solid residue is obtained which is triturated in a mixture of 3 ml of dichloromethane and 3 ml of
diisopropyl ether for 30 min. The precipitate is recovered by filtration, washed with diisopropyl

ether and dried in a desiccator under reduced pressure. 209 mg of compound are obtained.

Mp = 173 - 175°C.



obtained. Mp = 181 - 182C. 1H NWR (DMSO-d6, Sin ppm:
4.57 (d, J = 5.5 Hz, 2H); 5.23 (t, J = 5.6 Hz, 111);
from7.28 to 7.71 (m 8H); 7.97 (m J = 8.5 Hz, 2H);

8.84 (m 1H. M+H = 335. Exanpl f
\?94%0?%&? jfi%orophenyl )imdazo[ 1, 2-a] pyri di n- Ig‘? /Fﬁ20071001517
I}met hanol hydrochloride (1:1% (conpound 26 of t he

85 2022 IS mhemyhimidaeall Asg pysdio Gy lhgryBsoBAn ik ny

ddaie:i hreeamlof aftlebg&u $eing eflthe BomPdndrbbigihedlinGRige 8 Q it flased in a round-

3ol =R SRt % WRe OF et B8 SALSER and 10 of dry

tafahpdrbmgm Thél nrﬁ;h@fem; %bolE®in Sn &Elbﬁﬂleﬂldats ﬁurbf enM solutlon of methyl
tenperature for_2 hours Thereactlon mxture is th

TRAgRTBI Pratily i Ala! stha deeddpt dertise Thmectwess lalie wisim G ice bath
fhiSorfe AK @ arldth B B0H8/ @Mqﬁ’&aﬁé §IRAQR oF A8rhedidm chtdridé 4rb added. The

di i sopropyl ether and the re0|g|tate IS recovered by
ofgapicrphipsedh separisHedtiogiovsr sadivml suipbare enhensceniipigd piprdepreduced pressure.

1%& hligRCEU AL RRY diich Ll cﬂfoh]%gaﬁﬁﬂf efiftibh Qein cqllréa%v%qth a 99/1

ambi ent’ tenperature wt ni mum a
dmbbhfamlllana’mtm rmixagy- eBiepiolidt abthinedi mgnﬂlrat@dopr élpﬁpbmpyl ether and
T ecl S, |
rEo 8 by BRECE R hiEa by S BEMNTHA et rleh B & yfitompound
atef objesided. )ipl< IGSW ISS?CL U aIMR (IDMGOREdS ml‘ﬂpnﬁ-‘ 124%4(s,-61:4%0Gh (s, 1H); from

f 7.36 t
7%353%33738 Wis IS gt 23508 20Hpa2 6 It T e -
3834 Hz, 8.05 (m J =8.7 Hz, 2H); 8.14 (dd, J =
9.3 Hz and 1.7 Hz, 1H): 8.70 (s, 111): 9.15 (m 1H).

MtH = 335. Exanple 7: | .

Eeiallngle(i' %hﬁzgﬁ—a%gﬁww{nﬂgyﬁogh%ﬁ]yﬂld?-&yﬂphenyl}methanol (compound
4pnrmeﬂ|ﬂ%§| dazo[ 1, 2-a] pyridine (conmpound 31 of the

t abl e 0

Usderopy Ptr%ndngdpqogzn,a](z%mg dPh-Sergmg-pirerRIppRepHAimédazol1,2-a]pyridine
($rEpeREM s e} ivad £ Sjll)s s ﬁig Qf A @ydg)gyﬂlthﬂfphgt{y}' boromc acld aF.d 22.5 mg of

t et rahydrof ur an, | 'or ophenol

tqmaklgmme@ﬂmmmaﬂp\@u@m n@cedom a microwave tube contamlng a mixture of
]nﬁjof a%%jthﬁ: { 919 Pf’lt]pﬁ% 39186'1-}3'0?9 M H ngo lu?igﬁi SpsohltﬂﬁlrhS'EBgépgrbonate The

e mxture' is t to stir at anbient
tfbgris pléeefltin a mowbmmam@némmtai%GSWfomﬁjmm Tldergade phase is

R, LT b B T L s
cmmﬂmgﬂaﬂ@"; ehhnam ﬁelhtl earried sutduich aQS/QLthct}ﬂcbradetbgnef’methanol mixture. The

Th |id opt '
SO SERERR APecln g ehrervh Pet o e tied Y Etfep B fhpn aicd in s
déssichton tuden ralndadcbreseake unzdreﬁg bf ddiﬁ;ﬁ;dmp ERSebthid. PR ="pe40f 166°C. 1H

conpound are obtain = 182 - 184C. 1H NMR
- 685?111??6&)44"2(‘13? (5§ Hzp 2f1); S191(4 J(=s5.4 Py tH)yfrom 7.25 to 7.64

: . H 2 7.32
i ol 24 gy 5 o Byt 2, 752,
(m J =7.8 H, 2H); 8.32 (s, 1H); 8.86 (m 1H). MH =
ExmgplefRaipRd4-8hlorophenyl)imidazo[1 Z—a]pyridin—ﬁ-yl]phenyl}methanol

oA e R A B80! e By

40 mg of {2-[2-(4-Chlorophenyl)imidazo[1,2-a]pyridin-6-yl]phenyl}methanol are suspended in
1.5 ml of ethanol; 1.79 ml of a 0.1N solution of hydrochloric acid in 2-propanol are added thereto,
dropwise and with stirring, and the mixture is stirred at ambient temperature for 30 minutes. The
reaction mixture is then concentrated under reduced pressure. The residue solid is taken up with

ethanol and the precipitate is recovered by filtration, washed with ethanol and then with diethyl




8.1 1-{3-[2-(4-Chl orophenyl )i mdazo [ 1, 2-a]
pyridin-6-yl] phenyl} ethanone 300 ng of
6- br ono- 2- (4- chl or ophenyl )i m dazo[ 1, 2- a] pyri di ne
described in 5.1), 240 ng of

vgeace q%gof%m c acid and 34 ny of PCT/FR2007/001517
tetrakl s(triphenyl phosphi ne) p# | adi um are m xed in a

[ cont.ai.nin 4 5 m_of .,ace onk
m ar?:lV\@ uen<£ %‘gngroguqst 18 n 2n gyand erren(&)uce Bl;res uroe aat%()% 17 mg of

wWhitd k61gEdre BBRERED ME= zérswezstge@em NMR 148, Eﬁmrﬁpﬁlgml\@\/@ 2H); from

apparatus and irradiated at 150C 15 mn

Tebdandt (prdbefros 798 a7 49 &6, 3Hr 7. %(naﬁhl)sc"oﬁﬁc(érﬁ T &t & 1H); 8.14 (d,J
e e resi due i s obtained

_\L/\?hqzljgﬁh 2?12%'%‘?@ ul?{g §§§{8an) %r%u%% of 3 m of

di chl or onet hane and 3 of diisopropyl ether for 30

Expmpleni eRpees¢ M-‘i-&-@-qhéorpmmmedamﬂ @lpyridimi-toyl]phenyl}ethanel
gﬁ@aqummhg lsigPropyl ether and dried in a

ccat or un er ‘reduced pressure. 209 ng of conpound
164 mgobf sodient. bovhydridg 78¢ - adilgd Qortigdw2808Y 034 61g4 of 1-{3-{2-(4-chloro-

PSS e e oo fiictmons fcopmynd sbigined dn 1 igsoved in

Zﬂ ydl ppmethamwl. ZThe m1XMMtha1 girmeé ammhﬁenmempergtere forld':@ hmy apdl the solvent
eco d obtained in_stage pl aced 1|

r oun ngve ?etrd off % rerﬁwed %fesdll.ugs'cl)" g fe aﬁueh ISata?n 0, up In be %f/ceﬂowater and

divhloofmethiayie, dheebrdgyilic phdsetis s&p-datﬂ:nﬂ) byr‘setﬂhg @otyand dried over sodium sulphate

rahydr fuan The nm X is.cogled in an bat h. .
oi PSR e R TR, O st ARy N e 1 iursted in
dhisopropgiecthen aldi tacdviled bf ARfatia! shdakkalidied moshsS@tor Thdr reduced pressure.
mxture is left to stir in the ice bath for one

l%ﬁgpﬁ@}mmmﬁ arg pbigineds Mpr ¢ ot Hé%dHMBI(QMS&d%ﬁ in Pl;Jm) 1.37(d,J
RN : £ | 'éﬁ? 580Qq, gggfg%zslwbﬁ%g%'ﬂ't& %‘ﬁﬁ $7.97 (. 7=86

separat ed, over ate and co Fate
Hard}Br 8.4 b thu bkl 8,84 s M+HTFH9r esi due is purifi ed by
silica gel chromatography, elution being carri ed out

E\g%lflpléq %é&rorgi!a?ds}y 2L f‘ﬂ?f-f?-[zaﬁ%%lor%ﬁéhﬁxﬁ? éZr-]rH pyridin-6-

al ne i sopr
yl]plmyl}ethdndby(coinlioumaw ofrthamileo hen dri ed in a deSSI cat or

ARG iR ot D R DR e TS o ehanc

(cbné&’m(dslo £} )Exarhplo 1) Se 10]1&Bd, ontd DChiralP 88 ATDDAIGEL (201um Ad)x 250 mm

C%H}m gluégd (?nw Mx&&] an §%/§g r@%log%?eptane antg SQ-prop.?mol. After

m{y?tal[lli’at(oﬂ - fedth Q@iiSPR@RY ketherN 1d87Q[ df ordold wdidh- ©-t}ié lRBCRYained are
} met hanol é ound 40 of the table) Under a stream
ol@tﬁmeq begéﬁ %Cn@x]mf +14.3° (¢ = 0.4; MeOH). 1H NMR (DMSO-d6, & in ppm):

? 5§ 95 2 bl 95 I@rghlghﬁiy% 2(}5{&?1?%%[4%2 %Hﬁ‘]fféﬁ{ b 91 07,69 (m, 8H) ; 7.97

prépared as ‘descr
(12-J(=h8:6l He)3Hyes A/ (s) Phetif4 (ladE).iveH a4, and 22.5 ng of
tetraki s(triphenyl phosphi ne) pal I adi um are placed in a

] \' ont ainin
e B el iR Th B, B Tt Syl ondplmSpo 2-alpyridins.
y§piienyl} ethamll (conghouand Gnyazfrth)gﬁbleyt arbonate. The tube is
?lsgr?y%gg (:)Hr,g ﬁhae m ggsgals g:tgl%? g?? cl:l usr1r?gdi6%tmg ofa gce%u?col -{3-[2-(4-
chlorophenyl)imidazo[ I,Z-a]pyndm- -y]]phenyl}ethanol, 112 mg of compound which is the most

retained are obtained. Mp = 168 - 170°C. [a]p = -13.6° (¢ = 0.41; MeOH). 1H NMR (DMSO-dé6, &
in ppm): 1.37 (d, J = 6.6 Hz, 3H); 4.79 (m, 1H); 5.19 (4, J = 4.3 Hz, 1H); from 7.31 to 7.69 (m,
8H); 7.97 (m, J = 8.7 Hz, 2H); 8.41 (s, 1H); 8.84 (m, 1H). M+H = 349,




separated, dried and concentrated under reduced
pressure. The residue is purified by silica ge
chr omat ogr aphy, elution being carried out with a 98/2

j ane/ met hanol m xture. The solid
V?qukﬁiurafgd in diisopropyl ether and recoveﬁggﬁEﬁEHOZMO1517
filtration and then dried in & dessicator under

ng of conmpound are obtained. M

RSN TRIRPEHRAMELES (BABO-do. 7S i pprm: 4. 44 (d,
= 5.6 Hz, 2H); 5.19 (t, J =5.4 Hz, 1H); from7.25 to
IythgAablém 8H); 7.98 (m J = 8.3 Hz, 2H); 8.41 (s, 1H);
8.54 (m IH. MH = 335. Exanple 10:
{2 [ 2-(4- Chlorophenyl)inidazo[l 2- a]pyridirf23 yl]pheny

hydroch| oride (1 onp d, 4
-t S oG SRR eSS ppSite o R O Nagof  2roup on the phenyl
1 ﬁznga] ‘ﬁijﬁﬁd/ﬁétﬁ/‘p&aw P kighifikd PRIGANOH, aigifek SPABSHAEL;I OHN signifies
nb thanol; 1.79 M of a O 1N solution of
hﬁ@@@ flind c acid in 2-propanol are added thereto,
dr opw se and Wth stirring, and the mxture is stirred

-at TriNEENdoldngBie¢sahe it hoidfd ofkHRWr&Ricts Th Begréc® @@Isiu@ ro°C) or, when
m xture is_then caoncentrated under reduced pressu

ThiEe PESPEE detobse 19odatgdajactie doymnpk 3 araemRbaYs (solih gt %@ oil, they are
Pr @G taBletiRld By tfeir BEOMEF by filtration, washed with

et hanol and then with ethyI WO 2008/ 034974

PCT/ FR2007/ 001517 16 ether and filter-dried. The

prigdit t saftdagsr jcelmin “a FeRIGALs (intpeP ORI aS fwe%fswee hgse, whereas
601l ?eﬁF@erﬁsf a coMifolifd S0 Hﬁcﬁﬁﬁd&@ﬁn@hﬂ@ﬁﬂe rabib betw%gi‘sparentheses is the
239C. 1 O d6, g in ppm 0 (s, 2H); from
7.@gdbgseirata, (m 3H): from 7.60 to 7. 70 (m 3H), 7.77

(m 1H); 7.86 (d, J = 7.7 Hz, 1H); 8.14 (d, J 9.2

Hz, 2H); 8.73 (s, 1H); y .NN%H = 335.

Exanpl e 11: Racemc
1-{3-[2-(4-chl orophe dazokl &xé%—yrldln 6-yl ] phe
the table) 164 ng of

nyl } et hanol (conpound %2

sodlun1borohydr|deR@LQ)ag‘ g portionwise to 150 ny of
1-{3-[2-(4-chl oro-

phenyl )i m dazo[ 1, 2- a]pyrldln 6-yl ] phenyl } et hanone
(conpound obtained in 8.1) dissolved in 20 m of

met hanol . The m xture is then stirred at . anbi ent
tenperature for one hour and the solvent is then
evaporated of f under reduced pressure. The residue is
taken up in between water and dichl oronethane, the
organi ¢ phase is separated by settling out and dried
over sodi um sul phate and the solvent is then
evaporated of f under reduced pressure. The residue is
triturated in diisopropyl ether and recovered by
filtration and then dried in a dessicator under
reduced pressure. 124 ng of conpound are obtained. M
= 174 - 176C. 1H NWR (DVSO-d6, 8 in ppm: 1.37 (d, J
= 6.5 Hz, 3H); 4.79 (m IH); 5.19 (d, J = 4.2 Hz, 1H)
from7.31 to 7.69 (m 8H ; 7.97 (m J = 8.6 Hz,
211); 8.41 (s, 1H); 8.84 (m 1H). MH = 349. Exanple
12: Dextrorotatoryenantioner of
1-{3-[2-(4-chl orophenyl )i m dazo{1, 2-a] pyri di n- 6-




yl ] phenyl } et hanol (conpound 60 of the table) 263 ng of
racemc

1- (3-[2-(4-chl orophenyl )i m dazo[ 1, 2-al pyri di n-6-yl ] phe

I (conpound no. 42, Exanple 11) a

Vg% 2(})Joglto?ih| ral PAK AD DAl CEL 204m 50 x 250 mm CFQFIWPIQQ@&?IOM&?
Elution is carried out with at8 80/20 ni xture of

n- hept ane and 2-propanol. After «crystallization from

di i sopropyl ether, 115 ny 03. gl%bqpound which is the

| east retained are _obtaine = 168 - 170C._[a]D =

ExMNp4. 3 (cRe 0.4; Madp))| RH I\/RR3 d6, R§ i n ppsaic | Mp or [M+H]
o (ol 1 N 11 N - I\ E 20 A 11 =
J0 T4, J —UL UL T , \ll; J.II, Y Lo I —
i 3z, BH): fdof® 3l to 1. 63* gH H7. 97| (in| 3238-240
;t g.6 HzPhZH) 8ntkla (s, HIH); 8184 m 1E). MH = 349. 163 -164
Ex nmln 13 |l evorotatiorv—enantionelk of
3_ (|34 EHEPRI gr BRenly| i nf daAb[ 1, p-a] p¥¥i din{6-- | 259-26
¥TTphenphe et Nanol,,L,COpRUNG ol of [he Tgple) By _ 310-312
carlrying out the Dr ocess as described in Exanple 12,
ANg us@@”ﬁf& rrgp@fa racEmic 1-H3-[p-(4-H - 205 - 207
tiforo JARLL of - N
{TL 2- aj %\t/‘:rﬁ: I N-6-V _phenI\?II tet hzﬁwl, 112 rIr{g of (:onpound184 186

Thilch 3-€Nelfte nostmetar et alined arHa obta’((mj)bodm ¥ 168 -M+H 384

HEE %k%————ara—egﬁé IC_‘i.l'r' u..,. =B AO-a6; T'

n [pprf N7 (ame d 6lg 15 4. 79}tm 1H) ;- 5/ 19199-201
qd, Jz-naﬁhtﬁyll—t s fer7 3JHto 69 @m  8H) - 7197161 -163
(m 7 2H) - 1841 s 1H): RRA(m 1H) . MeH =
a4 v@@cﬁi‘s/omwie 17 BcTj FREDO7/ 001 SHL 7 - 171-173
B‘ZPRIZLR&@\![JI@\J)PP{‘: EXAMPUESI N Thigs tapler R37 - 1he 181-183

o/fmd p’ _col'um|gives [the_position |of substitution of
12he RA-QFa@?bup ometand pHenyI Hing| " or Bho/ et a/-paf a"}54 - 156
1§'n Si g‘nN I PHT ] , b:)ﬁlvﬂ_' ST gl fres cycropent /l - GAHHSN N
Ssignifi eds) IglEvr #ll)é%ll n-1-ylj; he |"Mp" tc:{‘c;I um| gi ves 199 -201
l#he #YCip-Ppol npsraof| tHe prodﬂcts i n d"gr eesj Cel s| usi8g - 190

(oot —when—thepreaducts—haye—beenisglat-ed-nr—tpe
$ofm gﬁgﬁﬁhy;no pA6ds sofli d or Fof an oil{ they|are 306 - 308
16har amthz@ﬁd DY miefa€! [l |8SS [M*HJ —Tngthe - 158 - 160
" wm,—"-" represents a conpoundlin the
Woim %ﬁaﬁlﬂmlee bk, |whdrdas H HCl" @prOSHat 5 a 80 - 82
1§ OMPOURELA B, NY T Qﬁl e [forgand the pat T o PetweET 537,797
parent heses is|t ac]iqd: base) ratio. H R R\ NJ 6
IR | RAMEGPD m meta H H H - 105 - 107
20 2-MeQ-Ph meta H H H - 178 - 180
21 2,4-(MeO),-Ph meta H H H - 191 - 193
22 4-F-Ph meta H H H - 155 - 157
23 3,5-F,-Phe meta H H H - 166 - 168
24 3-F-5-CF5-Ph meta H H H - 178 - 179
25 4-CI-Ph meta H H H - 181-182

HCl
26 4-Cl-Ph meta H H H (1:1) 244 - 246
27 3-CI-Ph meta H H H - 260 - 262
28 4.Cl-3-Me-Ph meta H H H - 157 -159




WD 2008/ 034974 PCT/ FR2007/ 001517 18 Table 1 Ex No. Rl

o/mp RR R3 R4 Salt
240 2 Ph nmeta HHH -

o olkogkor

Bhra H H H -

M or

205

[ M:H]
163 -

1 Ph pars HHH -
164 3 4-(C4H$N) Ph pars
261 4 4-Phe-Ph para HHH -

207 6 3-CN-Ph

238

L creRgngr/001517

- 184 - 186 7 3-CN-Ph meta Hgi - (CH2) 20CH3 - M+H =
B4 —8—4=EN-PRomera—H-H-H—100—201—92-naphthyl
ExMtla o HRH - 119788 | 1 24-|\/t31¥>h mbta HRM H - 1981t 1 Mp or [M+H]
T [4-(CAMBN)Ph [neta H H H | I8I- 183 12 3-CF30-Ph meta
44 H H34-854h- 156netal 3| 4HENR2- PlHeta H HEH - 199 - 201187-189
1414- N(G2H5) 2-Ph p HHH.- 183 L 100 15 1Jnaphthyl
netla H H.H - 306 - 308 _16|2,4-MeelPh neta H H H - [158
30 160 b napht®d pefla H HE(cHR) 2008 - 8¢ -- 82 125-127
T8 4-MeO-Ph metla H 0 H - 204 - 216 19 3-VMEO-Ph mela H
H H - 108ph 107 26 2 MGO-Ph neta H Habbiphl 78 |- 180  182-184
21 12 A-(I\/e_O)_P- Phmetal HHH - 191-193 22 4-FE{1Ph meta
HHH- 155 - 157 23| 3,.5-F2-Phe neta H H H - |166 |
3R6g 24MePh 5 (rmeph heHa H HHY - [fAEHECQNE)Pys - 191 - 193
4-UI'-Ph nmeta HiH H - [Iol-T1Z HCI— P 4-CI-Ph meta ™ H
3 (|1 10 249 nefa 3r Ch- Ph mata H H $no, 200 { 262 78 - 80
34 4-Me-Ph meta | H H 4-Me-Ph - 141 - 143
35 4-Me-Ph meta | H H 4-.CN-Ph 193 - 195
36 4-Me-Ph meta | H H 4-(CH,CO)Ph | - 186 - 188
37 4-Me-Ph meta | H H 4-CF;-Ph - 173 - 175
38 3-F-4-Me-Fh meta H H H - 171-173
39 4-Cl-Ph meta | Me Me H - 166 - 168
40 4-Cl-Ph ortho | H H H ; 164 - 166
HCl
41 4-C1-Ph ortho | H H H (1:) | 238-239
42 4-CL-Ph meta | H Me H . 174 - 176
43 2,4-Cl,-Ph meta | H H H - 190 - 192
44 2,4-F;-Ph meta H H H - 167 - 169
45 3,4-F;-Ph meta H H H - 179 - 181
HCI
3.4-F,-Ph meta | H H H D) | 243-246
2-Cl-Ph meta H H H - 172 - 174
4-CF,-Ph meta | H H H . 165 - 167




28 4-Cl1-3-Me-Ph neta HH H -

157

159 WO 2008/ 034974

PCT/ FR2007/ 001517 19 Ex No. R3 o/mp R2Z R3 R4 Salt

Mo

or [MrH| 29 3,4-Cl2-Ph neta HH H - 187 - 189 30
HHH- 125 - 127 31 4-Me-Ph nea%&
VOGRS T s 152 AN ph meta H H 4 (O pay/001517
- 191-193 33 4-Me-Ph neta H 20 3-N2-Ph - 78 - 80 34
ExATgiE P getaHTH A= Ner PR —+44$43 354 Me—P) ﬁ O
2 on PR 103 -| 8P BoRu. Me- PRt mela H Rea- (Clotalh piMp or [M+H]
186 - 188 37 4-Me-Phjneta] H H 4-CF3-Ph - 1737 1I7%
8 3- H—@IH}MPhPh mefieta H HEH | 178- 178 39m-Cl -Ph nmeta 153.1s5
Me-tive—H—166——168—U0 4-0l-Phortho HH H - 1164 |
66 4-Cl-Ph oftho H H.H (1{1) 238-239| 42 .
-cn-;%l a HIMT'P - | 1%4 | 1 4B 2, 4Fc12-pPh met & H216-218
H H - 190 - 192 44 2[4-F2FPh neta H H H - 167 = 169
5 |3, 44F2A-MRh net orthd H Hy- [179-@81 | HOl 6 3, 41F2-Ph  106- 108
retla—H-H-H-(1: 1) -243.2486 7 2-Cl-Ph neta H HH - 2
- 174 48 4-CF3-Ph meta HH H - 165 - 167 WO | HCI
008/ 034904 PCJ/ GRRPO/ f OL 57 RO fxyNo. R ﬁp'lljn P 228230
R«|1%RA Salt Mp or [MrH 149 4- CHFR-Ph neta H
153- 155 50 4{Cl-Ph jorthd H Me H} 216 - 218| 51
A ¢ - PA*SPBho H meme | Hog - H08 Me - 104 - 106
54 4-Cl-Ph meta | H C,H; H - 153 - 155
55 4-Cl-Ph meta | H C.H, H - 159 - 161
56 4-Cl-Ph meta | H CeHis H - 140 - 142
57 4-Cl-Ph meta | H iBu H . 166 - 168
58 4-Cl-Ph meta | H CsH, H - M+H = 403
59 4.Cl-Ph meta | H Ph H . 242244
60 4.Cl-Ph meta H Me H - 168 - 170
61 4-Cl-Ph meta | H Me H - 168 - 170
62 4-Cl-Ph meta H H Me - 135-137
63 4-Cl-Ph para H Me H - 180 - 182
64 2 A-F,-Ph meta H Me H . 179 - 181
65 4-F-Ph meta H Me H - 170-172
66 3,4-F,-Ph meta H Me H - 196 - 198
67 2-Cl-Ph meta H Me H ; 156 - 158
68 3-F-Ph meta | H Me H - 166 - 168




HCl 52 4-C-Ph ortho HH Me (1:1) 228 -

4-C -Ph para HH Me -
H -

Rt

153 -155 55 4-Cl-Ph nmeta H C4H9 H -

fa¥a)

A HC6HI3 H - 140 - 142 57 4-C-P
- 168 58 4-C-Ph neta H C5H9 H -
403 59 4-Cl-Ph nmeta H Ph H -2242-244 60 4-C -Ph neta

LL. N L1l

230 53
106 54 4-Cl-Ph neta H CA

159-161 56
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W al
= 1y
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No
Ve —T 1

154 18Q
T OY4 T 90

. 8——470
Exi%-ly o - Br et 4 63 4R - ph |pSHth | 1P or IM+H]
ME H - 180 - 1d b-Ph nmeth H VB H - 179- 181
65 |4- F-3R0-Rtet a 66 3.H-F2-Ph netla kb4 -156

l\'A >3

et

11 1
LI L

Frbg0Tbo1s

1 p

ANO 20Q8/ 034974

R3 R4 Salt

2-256.7

or

are the enanti oners of

[MtH 69 3-CI-Ph neta
Péodutts Binaritied] ardthéertdntiomdd@®ofdacemidbroduct £1.0duct s 60 and 61
racem c product 42. WO

154 -

156 70

2008/ 034974 PCT/ FR2007/ 001517 22 The conpounds
according to the invention were the subject of
phar macol ogi cal

assays for

determining their
nodul atory effect on Nun-1 /NOT. Evaluation of the in

vitro activity on N2A cells Assays consisted in
measuring the in vitro activity of the conpounds of

the invention on a cel
expressing the nouse Nurrl
transfected with the

line (N2A) endogenously
receptor and stably
NOT bi ndi ng response el enent

(NBRE) coupled to the luciferase reporter gene. The
EC50 val ues




are between 0.01 and 1000 nM The assays were carried
out according to the procedure descri bed below The
Neur o-2A cell line conmes froma standard commerci al

W@Lt_‘db%/ds%ﬁg The Neuro-2A clone was obt ai n%‘f/?ﬂﬁbé‘?/OMSﬁ
nous

spont aneous tunour originating froman A al bino
strain, by RJ Klebe et col. 22'h|s Neuro-2A line is

SSSEUII K EHAELY L DRBLER. 58 DR LA e
deGrmoinid g theirtnorrdelafonaskest @ovdrail ANGI DVEM  suppl enent ed

wth 10% of foetal calf serum 4.5 g/l of glucose and
Ei'anlaligﬁurlltheinngemmttivdxiyronNQﬁAtceﬂsa week of culture, the

cells are .recover.ed Y0t rypsin for 30 econds
Ak R r IS TERRRER A 1 A SVERN DY eSpHBRS o 86 eren on a cel
liae mﬂmhéﬁggéaoﬁslgéipraﬁmg ltlid:CIﬁ&ﬁe :’Nﬂlﬁl 10 pot aidy ethislN €ransfected with the

I&ﬂih’g%}gé geﬁgonﬁeg? fraht éﬁéﬁl@ qoe geﬁiug%%?e repodergeng- Ihg EC 50 values
a %%éeg%q}l 3hd foo0mk a'hgf S8 n)% x?ch? F]aggéd R4 Léco}dﬂqg.ltﬁ éﬂe p];oocredlg'g' described

ours before the additio roduct
bpllowducts are applied in 251 and incubated for a

Tfélg ﬁe@tg){ en ellrl%fg comes(%i ! ta1est)arq<§la¥d Ofet E%ﬁlns?)grscg ilgfl&g)d glae Seuro-ZA clone

waaobtained froraladpdnlmaaods adrhouf oflglaatmg Ifltoﬂdanoi alBho mvuseres, binR.J Klebe

EPBaU MO PADHY o B SinBlt anlE BT REnCHRRE AR, e

Nzummm eelteare Guitired uhfilr catifiaéepliat/@emifdikire favisn@nbatiy DMEM

sfrmarsh i Dbt Relralemms a0l SSETRaH b e sesitcin Afera
vtfeEIIEGf alilthnd] @ cellsrrd ROJeerl v@MBQS"/E&ﬁBheroQ d0I6dconds and then resuspended

ion is, prediluted in _culture nedjum
in ??&‘fﬁﬁ\m@wut prenp! &%H:ewe@m“ég 46 rsﬂsof Eeess #dniP oo Eyc}ame delipidized

sérmaala.nac&gsﬁtea R h@xﬁbg%nt@b@@n IBOTelOHAIY 1 fes. TREOBANNEAS deposited at a
No. 17 0O of the table showed an EC50

raje,pf RV Qgp per ‘gelhlm% # for Bthogs hefprg thgadision offipe products. The products are
%@qgtﬂs\ﬁ@laﬁd iFRGBAEA L0 ﬁﬂ'{hgf he }E}bﬂdbﬂgthé Qay 3¢ Hi@ urement, an

receptor The direct bin et ween conpoun
emh@@hv@nm 6YP0amdoft Headpliterare fmﬁi toesdpelt m\dati;en left for a period of 30

t
n‘ﬁﬁ{.@%’?qﬂ o?(ﬁzr Y5 thgmﬁ?glpfe Uée‘hai?i%% QIL@I%EQ &P%les?@gpﬁ?ﬁ%gﬁl 'Iéhee 0platt':s are

t echnol ogy I's ass
smmbmmmqpsmm mhdummtscence anohtdr ﬁa nncﬂoelam #fietr bavireg been sealed with an

Bl 5 LS 8y WG BRI B80S e s

irs10gtiadf DMSOi Faek bloduq I’c&ﬂ:elﬁtt'altlﬁm &lpréditutetl irecutt@unddived before incubation

duc ound ta t tein. The bi assays were
Wrgtg %<& ’gﬁ‘fc‘?qﬁauﬁn Fg%gna %W@??ﬁﬁgwgg( Bi acore
Fbéxamplej shaoan@)NAN. 13, 31, 39h@d @8 bf MTtab1beHowed)anVi®Y), @alue of 3.6 nM,

‘grotﬁ)n was 2_‘prow ded by Invitrogen (PV3265). WO
0 pMbEqsPI® 87/ 001517 The NOT

Ebalﬁmmmﬁmngmﬁmufdﬁhercwr 329-598) was

expressed and purified as described in Nature 423,
T giress (indinge betiesnprastreins, ofgthe upsationoans e riwensn NPT geeeptor was

e\%iuageg iyl sp (aﬂ'famﬂf%gdts | ZG%HBZIH@? g}lﬂbﬁgg Il‘lcﬁiqﬁt Qésﬁy NHe %rotem is

were |
1mm0blllzed cova]ently to the matrix and the molecule to be studied is 1njected into the chamber

containing the sensor chip (biosensor or reactive surface). The signal is directly proportional to

the amount of product bound to the protein. The binding assays were carried out in a BIACORE
S51 instrument (Biacore Inc., Piscataway N.J.). The GST-NOT (NOT-FL) whole protein was
provided by Invitrogen (PV3265). |




dextran surface (CVb sensor chip, Biacore Inc.) by
am ne coupling according to the protocol recommended
by Bi acore, elution being carried with an HBS-N buffer
, 0.15 M Nad, 3 mM EDTA, pH 7.4)
VXéprom mat el y 10000- 15000 resonance units (RU)P%?FBI%QOWOMSW
proteins are captured on the23urface of the CVb

850F, SPhflle S, S a00F 26 B SPBBNEE b8 i o

deseribdéduiniNmnrb ULy, €65 661) ThttvipbiSing HliBied 166 cofvknttdsiGh pf 2A0ug/ml in an

i e e R s e R

dbmaﬁ(ﬁlﬁ‘dcca(CM&:sd‘nﬁﬁr clhlr.mB’\atbfé at.) 39 ahfin® dobupifdeaccording to the protocol

oo e biios Byt el win o BHSSY it WS épes, 0.5 M

mcgrsahﬂ EDDA 3H @ d). Hprdx@hdt€6 t 88hobINs 08B SekdraBeead@k (RU) of the proteins
product. concentration _on an unnodified dextran surface

a{%aa‘mi on-thsugfogfef] they G Ssensopehipy e dtork folpipns @f the gompounds to be
sHBRHGCE 84 NI HIDM®), sletsallan%ﬁ%n@a in(eh @M Bliffer (EGRRI BRBEDGH B; 150 mM

as is the effect of the he signal analysis is
Ne&ti rli0atMoMeClusi ' MR BmYE BIE) tosmneeyfatiops rggingdem dap éo 0.1 uM.
EGM‘P f)l%ﬁ&@ CJ‘DC%H&IEXIOII TJ‘&I_] &%m@ HB@ %01'a1r m@&%%}ﬂ{lﬁ yl’he dissociation was

classified according to their maximum bi ndi ng |evel
r%cmiietl dork$ memutes wishautrenie ptherf procdgingdfon gegersrating the surface. The signals

[ f
as al&t %{:?4 ?}E‘]Fets{l/hga n‘lﬁl)ég lfﬁgeéﬁ]g}ﬂ § (?ncagrﬂ?l%ﬂgi (ll\kaextgm surface
(EHéarfk).nThey Slgmtl dula efp ethe ma grappe duffert hatedudtesl Gomptbel rtetsl 51gna1 (“double
b t Nty e. a_.NOL- modul _at i.n

‘?g y gﬁlﬁghec%ﬁ’“to%n B 3’?‘&% AT RS I Xatlied 84 using the Biacore
Sﬁhemaéjftmalesoﬁwamiesﬂsmmt ZIlhé'hprcmpammﬂs an suifsequmftw dasaifind sccording to

for their.ther |n t he

AP B RE PG at BotFeRe B RiGs tR R JE gPbitggrorein.

according to another of its aspects, a subject of the

Byrnwvagynifi eanmple, cvegowsiiesntShastu lgh affiaitp ahd eondpoondNounhasfa medium
rmula (1), or an addition salt of the latter with a

%Dgynaceutlcally accept abl e aci d. These nedi canents

find their use in therapeutics, in particular in the
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ISEMeSpl e sclerosis; cerebral traumas such as ischenia

and ‘Tﬁlﬁnhcﬁbrdmtgrt@m BNk RPdckeP 20biecPSMRNINAMtibE is medicaments which
di seases such as schi zophreni a, depression, substance
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degeneration, Pick’s Disease), multiple sclerosis; cerebral traumas such as ischemia and cranial

traumas and epilepsy; psychiatric diseases such as schizophrenia, depression, substance
dependency, attention deficit hyperactivity disorders; inflammatory diseases such as vascular

pathologies, atherosclerosis, joint inflammations, arthrosis, rheumatoid arthritis, osteoarthritis,

allergic inflammatory diseases such as asthma, and finally, the treatment of osteoporosis or




cancers. These conpounds could al so be used as a
treatnment associated with stemcell transplants
and/or grafts. According to another of its aspects,
WB%O%FO%@QM invention relates to pharmaceuti cadar/rr2007/001517
conpositions conprising, as active ingredient, a
conmpound according to the invéghtion. These

harmaceuti cal conpositions contain an effective dose
Cancers . . .
of "at | east one conpound according to the invention,
or aThpdkeabnpoesdt coudd Alyo Bcwedbabireatraalt bssofiatsdiivith stem cell transplants
conmpou d, and also at | east one pharmaceutically
UYPHED e excipient. Said excipients are sel ected
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.according to the jnvention can be used in creans, ..
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Mai ze starch 15.0 ng Fydroxypropylnethylcellulqse . ,

2. 25 Birgray ok graepla, avsit edmigiseation dorrpef BHreppowgyacensding to the invention
: | £ : L4 wer dosages are
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scopé€&owmpound @cqordregrivitherinvedAoor di ng t o cust@iany

prachh&&h)the dosage appropriate for eag?%gghgent i's

e

determ ned by the physician according to t hod of
Sodium croscarmellose 6.0 mg
Maize starch 15.0 mg
Hydroxypropylmethylceliulose 2.25 mg
Magnesium stearate 3.0mg

There may be specific cases where higher or lower dosages are appropriate; such dosages
do not depart from the scope of the invention. According to customary practice, the dosage
appropriate for each patient is determined by the physician according to the method of

administration and the weight and the response of said patient.

According to another of its aspects, the present invention also relates to 2 method for




adm ni stration and the wei ght and the response of said
patient. According to another of its aspects, the
present invention also relates to a nmethod for WO

25 PCT/ FR2007/ 001517 treating th
"gg’%{@%{;ﬁéﬁé 4i ndi cat ed above, which conprises fl%%T/FR200?/001517
adm nistration, to a patient,29f an effective dose of
a conpound .accordi ng,t.o the .i.nventio or one of its
e BRioe e PaE e pab gL SR patint, of an
elfedtive 362 G7 & ObHfolid actBrdilghb B invEntidnOofi@E Bflits pharmaceutically acceptable
corresponding to formula (1): N RZI R N R4-O 1151 m
SEI- whi ch: R, is: a phenyl group or a naphthyl group,
it being possible for these two groups to be
optionally substituted with one or nore atons or
‘groups sel ected, independently of one another, from
the followi ng atons or groups: hal ogen, (Cl-C6)alkyl,
(C3-C7)cycl oal kyl, (C3-C7)cycloal kyl (C, - C3) al kyl ene,
hal o( C1- C6) al kyl, (C, -C6)al koxy, (C3-C7)cycl oal koxy,
(C3-C7) cycl oal kyl (C1- C3) al kyl eneoxy,
hal o( Cl - C6) al koxy, (Cl1-C6)t hi oal kyl,
-S(O (A -06)al kyl, -S(O2(Cl-C6-al kyl), hydroxyl,
cyano, nitro, hydroxy(Cl-C6)al kyl ene,
NRaRb( Cl - C6) al kyl ene,
(Cl1- C6) al koxy(Cl - C6) al kyl eneoxy, NRaRb, CONRaRb,
SOZNRaRb, NRcCORd, OC(O) NRaRb, NRcC(O) ORe, NRcSO2Re,
aryl (Cl1- C6) al kyl ene, aryl or heteroaryl, the aryl or
the heteroaryl being optionally substituted with one
or nore substituents selected froma hal ogen, or a
(Cl-Co)al kyl, (C3-C7)cycloal kyl,
(C3-C7)cycl oal kyl (A -C3) al kyl ene, hal o(Cl - C6) al kyl
(C1- C6) al koxy, hal o(Cl-C6)al koxy, NRaRb, hydroxyl,
nitro or cyano group; R2 and R3 are, independently of
one another, a hydrogen atom a (Cl-C6)alkyl,
(C3-C7)cycl oal kyl or (C3-C7)cycloal kyl (Cl -C3) al kyl ene
group, this group



bei ng optionally substituted wth an Rf group; an aryl
group the aryl being optionally substituted with one
nore substituents selected froma hal ogen or a

(C3-C7) cycl oal kyl
‘é’@?‘@?@ﬂ%m kyl (CL-C3) al kyl ene, hal o( CL- Cg) 3 K 2007100157
(Cl1- C6) al koxy, hal o(C, - C6) al ke&y, NRaRb, hydroxyl,

nitro or cyano group; R4 mgydrogen atom a
(Cl-C6)al kyl, (C3-C7)cyclo r
1( Compoimd ¥etreapdriditg torkdh ah.kyl ene group, this group WO
2008/ 034974 PCT/ FR2007/:001517 27 being optionally
substituted with an Rf group; an aryl group, the aryl
bei ng optionally substityjed with one or nore
substituents choserf” fnom | ogen or a (C, -Co6)al kyl,
(C3- C7) RE: IRl 7¥cycl oal kyl (C, - C3) al kyl ene,
haI o(CI - (C™-Co6) al koxy, (C3-C7)cycl oal koxy,
(@ (C -C3)- al kyl eneoxy,
haI o( &) al koxy, NRaRb, hydrogyl, nitro, cyano,
(A -C6)al kyl (CO) - CONRaRb, NRcCORd, OC(O) NRaRb,
NRcC( O) ORe or aryI group, the aryl being optionally
isWhghi tuted with one or nore substituents sel ected
froma halogen or a (C -Co6)al kyl, (C3-C7)cycloal kyl,
1?1@3 C7) cycl oal kyl (C, - C3) al kyl ene, hal o(C, - C6) al kyl ,
(C, - C6) al kPh¥ny1 Eﬁ‘}u@()pah%l@h Wﬁ it %ss@%%@%yge,two oups to be
nitro or cyano group; Ra a are, 1ndependently ng
one anot h&ptionglly, jubstifyiss “afﬂ‘de @r mgre FLOMER) apwwelected Independently

(C3-C7)cygk %E kaYlbmer( %np?ﬂec Ydillo%lgkaftb&%r cg%a%g k}{;h@g%ﬁ (Cl—Cs)alkyl
aryl (C -C6) al kyl ene or aryl gzt%rou

toget her WrtE)emleakkyh r ogdhs- @mlqnﬂwﬁ -ﬁé@lkﬂeﬁehem haW(Cl-Ca)alkyl
azeti di ne(cpyiig ngd' nec, -cg&ﬁﬁ,%ik%ﬂe (é‘%-g?jc?ﬁoalkyl(cl-Cg)alkylencoxy,

nor phol i ne, erazin

horopi per :hzl'pﬁh C@)aﬂqqpy, t(ki- 50“@"‘9@@@ b8 (M dpdaliohal $5(0)(C1-Co-alkyl),
subst i t ut % k,yl %6(. ﬁ%k éroxyf(@cﬁlﬁgﬁé(n%' OQHR(C,-Coalkylene,

(C3-C7) cyc
aryl (C, - CwlatE&i@lkoam(éilgmau@ enRacyaNRam, GONRaRb, SO,NRaRb, NRcCORd,

i( g‘d?po(;)n gﬁg)ﬁ(%)l\?fg{g%wgg%,ms&ﬁé %’%ﬁ&-e e?lipylene aryl or heteroaryl,
(C3-C7) CyﬁieO’aiykWr(ﬂ?\e Katoredridy bﬁﬂ;ﬁ optiawaylly ( ibstiEfipd iy efe or more
o o BBt YRR ) o, oot

S Cycgt O@J&Mioalkﬁ@a @mme.@lwal Ky b iete, @)atyky! enec,-Coalkoxy,

ha]o(Cl-Cf,)alkoxy, NRaRb, hydroxyl, nitro or cyano group;

R; and R, are, independently of one another,
a hydrogen atom,
a (C,-Cgalkyl, (Cs-Cy)eycloalkyl or (Cs-C;)eyeloalkyl(C;-Cs)alkylene group, this group
being optionally substituted with an Rf group;
an aryl group, the aryl being optionally substituted with one or more substituents selected
from a halogen or a (C,-Cealkyl, (Cs-C;)cycloalkyl, (Cs-Cr)eycloalkyl(C,-Cs)alkylene,
halo(C,-Cg)alkyl, (C,-Cs)alkoxy, halo(C;-Ce)alkoxy, NRaRb, hydroxyl, nitro or cyano
group;

Ryis:
a hydrogen atom,
a (C,-Ce)alkyl, (C;-C)eycloalkyl or (Cs-Crieycloalkyl(C;-Cs)alkylene group, this group



and aryl group; or Re and Re together forma
(C2-C5) al kyl ene group; Rf is a halogen atomor a
(d -Co6) al koxy, hal o(C, - C6) al koxy, (C3-C7)cycl oal koxy,

al kyl (d - C6) al kyl eneoxy, hydroxyl,
‘&1@%@)@3{1@%, NRCOORd, ~ O0(O) NRaRb.  NReColpe! T R2007/001517
SOZNRaRb NRc SO2Re, aryI (C, -CB¥al kyl ene or aryl group,
the .ar bel al,J bstltuted wi th one or
bein S?h%nal eyg u%ﬂ %ﬂé%ngy

nor e “SU BMPa hal ogen or a
( Cl @6 pnl kgyoup, thC&WCHémg/ﬁ]itmﬂAﬂy)shbstltutcd with one or more substituents chosen
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ound of formnul

addi t sal t h an
iRy R BRe: NRERY. DHowh pifac come. (Gr-GodliyiCo),

naphidoNRBHO WROORA, TTOYNRALD WRIMNOIRATBY aB@ group, the aryl being
op tlonallﬁ substituted wth one or nore atons or

gr oupsBtigalle ctkstitutgd, With g efit Mpreofubstifienis, splerind, frpmopnhalogen or 2
the f@ Qba1B1 O URS-C iflene, halo(C,-Coalkyl,
by LCLEOUNY STy QbalBO & 7%@1%%&@%4)%%“& alo(Cy-Coalky
( C3- €FyEyakaal heJa(Ci-Caakasy) Nekts Aydegavl, @1trocss)cam@;gr@me

| | kyl (C1- C8) al koxy,
1&%?5%‘% %ﬁgﬁndm{lﬁf&z ‘%ﬁ%&%ﬁ % <(3Irox ()oa cg;(gu kyl ,

(Ol adB)edermRipEOH™ m«;acwkyl i GleBHodky A GefT )cycloalkyl(C,-Coalkylene
hal g the aryl being optionally
substl u?@éﬁ&n@%&oﬁg rmre substituents sel ected
Of R@lam«th dbrog érzeiber witl( ﬂibn(ﬁ)gai &yin, whlc(l'ﬂibaﬁﬁ}@y(ah@mweimle,, pyrrolidine,

%gu? ?{?(élag%mk %;ll 1%lh? e) %nY 0?1’18 hal o]g e oﬁp xp)éfazme group, this
n| t eooupr lepen o ogtidkly | sabstiheed omnhof aa (lﬁr;x-s‘e)akkyl Of(Ca-ﬁ:«;)cycloalkyI
addi S t n.acid., 3. of formula (I)
ety Raioabion BB s op s KB Re = e Bhac - o
Ranfd Ramarﬁdepeﬁuiﬁ@ﬁmﬁiﬁaehﬁmh@f one anot her, a hydrogen
atom d - C6) al ky C | or
(CRBEHTEYE BEMYI § TR anEYgratl B MPHp(Cr-Caallytene,
sub e dundd o@f;0up; R4 is: a hydrogen atom

SM(CH 9I gﬂeﬁ (CSUR%I) cycl oal kyl or

0{@“@71} %@t'éﬁaff 3 (Ep-oalyiensareife group optional ly

Re@pstituted with an Rf group, an aryl group optlonally

substituted with one or nore substituents sel ect
- r of & Ralalige (Cs-Creyeloalkyl, (Cs-Cq)eyeloalkyl(Ci-Csalkylene, aryI(Cl-Cﬁ)alkerne

and aryl group;

or Re and Re together form a (C;-Cs)alkylene group;

Rfis
a halogen atom or a (C;-Cyalkoxy, halo(C,-Ce¢alkoxy, (C;-C;eycloalkoxy,
(Cs-Cs)cycloalkyl(Ci-Cg)alkyleneoxy, hydroxyl, cyano, NRaRb, C{O)NRaRb, NRcCORd,
OC({O)NRaRb, NReCOORe, SO;NRaRb, NRcSO;Re, arvl(C;-Cqlalkylene or aryl group, the
aryl being optionally substituted with one or more substituents selected from a halogen or a
(Ci-Celalkyl, (Cs;-Cy)eycloalkyl, (Cs-Cyeycloalkyl(C,-Cslalkylene, halo(C;-Cealkyl,
(Cy-Ce)alkoxy, halo(C,-Cg)alkoxy, NRaRb, hydroxyl, nitro or cyano group;

in the form of a base or of an addition salt with an acid.

2. Compound of formula (I) according to Claim 1, characterized in that:

R, is a naphthyl group or a phenyl group which may be optionally substituted with one or more

atoms or groups selected, independently of one another, from the following atoms or groups:




or a (C-C6)al kyl, (C3-C7)cycloal kyl,
(C3-C7) cycl oal kyl (O -C3) al kyl ene, hal o(d -C6) al kyl
(C - 06) al koxy, (C3- C7) cycl oal koxy,
pal kyl (Cl - C3) al kyl eneoxy, hal o(Cl - pcT/FR2007/001517
) al koxy, NRaRb hydroxyl, nitro, cyano,
(CI 6) al kyl (CO)-, NRcCORd or2%1ryl group, the aryl

Esf, B Jf@l'a (gﬁ%ﬂg ,g (*g“%llbg g@nibgllxg¥(cgeg)ﬁkylene, (Ci-Coalkoxy,

tue S
(C@r)@@)oalkklﬁ&ﬂ()ﬂ@@ﬂ d:ly@bxbd,l kyyapo, mitro, NRaRb, hydroxy(C,-Celalkyl,

(‘E%@&%x&{(& llg%a]}(ap %%%%%yli,l)/}ka?ozé -C Cﬁ% or ﬁ.v d,)tﬁlé 5?1, being optionally

smbstmwedomuhyaﬁm agr oofe; suntitubas f @temedf frambaskalagen odr an(C,-Celalkyl,

CLAPRTEL 48 B Sl TR S MR OB, Sl ooy,

hhla(C, t@;alkoxﬁmm ﬁ}@r@@?ﬁiﬁloto&i eyiho Bﬁm@fl S | nft heb
t OSIIOﬂO en |nte ormao a ase or
in fhe gfrrm%ia PEIoHAT T th%fy‘&Hi%CH‘. 5. Conpound of

af Qérﬂ%]ﬂuﬁd biforrAas g; sHcB@ink Qo Eladth Mod 2, QhardoterEB@inaRdter i zed
t R4 is hydr ogen at om and R2 and R3 are,

Rzﬁ%ﬁeﬁﬁﬁé?ﬂepﬁﬂdé‘ﬁlycﬂgén%’ﬁthﬁ%r a hydrogen atomor a

%I ¥l atonf, C3- C7) cycl oal kyl — or _

(C3 C7) cycl oal Kyl al kyl ene grou tionally

subs®i 1 t(% ﬁcmﬁoaéwbep (Car@n)thlealgﬂﬁ&(b?aﬂal%w@r optionally
of a@?@gﬁeﬁ'vﬁ&aﬁﬁﬁr‘%th an acid. 6. Conpound of

for according'to laim1, characterized in
Rubifat Rl is a napht hyl group or a WD 2008/ 034974

PCT/ F%é‘[%%e/ 17 29 phenyl group which can be
option Stituted with one or nore atons or

gr oups(Cséls)aﬁcvle c(Cs-Ct)cnathpE:mU en{CyCadycloslky 6 ei:)adiylené rgomp optionally
the f or groups: hal ogen, (C, -C6)al kyl,
(C3- cyc kyI CB- C7) cycl oal kyl (C, - C6) al kyl ene,
(C - %)ﬂ@f[ Q@uyopt(o@l-y@ﬁbsctméd)aﬂkgﬁe(oﬁnm@&).lbstlaiek‘(s %glected from a halogen

hydr ox¥ (o8 _‘gsy2 3?@2 g(gég iﬂy %g}%}lﬁﬁ 3%31(2%&310%@1 'I?%ﬂ(%l key |hhlo(C1—Ce)alky1

hal O(G;rcﬁ%mbk OX¥;-Of)cy@loylkoxyt, haCaCyleydk@lyiCoplakyledebyy, halo(C:-

P s, ROl A e S BySRBEERS o ot o

(C3- @%)a%)l %Elﬁg oﬁthdﬁ%{lh)( s@bstﬁ?té(ﬁ\lvfﬁh/ bRNE mok@du@itﬁi’en@@él@dt&yﬁmm a halogen
(d -Co) al koxy ha %SJ 1)(3t oxy, NRaRb dr oxyl
ni t r 67 aéFr-Egalkd 5velps e oAt Rl et Palgfr-Cslio,

addi {¢, )ﬁ@x& HMJ(@ BNal Ry IR AT, B0 @ For cyano group;
i ndepen dﬁently one anofher, a hydrogen atom a

iy e f@@)oéla kgse or Q@La@fb}-l@l}' Eﬂlltd’ﬂm@ll acidy
4&@% 9&}1&1 éscg% 9? Mézg)'n? BECREAY téﬂbﬁet%ﬁ&& that:

g OIO group; an aryl
group, the @"5? bei ng optionally substltuted W th one

i subStedent # tllsJ T e %ala-posmcgn on the phenyl; in the form of a base or of an
addition salt with an acid.

5. Compound of formula (I) according to Claim 1 or 3, characterized in that

R, is a hydrogen atom and

R, and R, are, independently of one another, a hydrogen atom or a (C;-Cg)alkyl, (C3-C7)cycloalky1
or (Cs-Cy)cycloalkyl(C;-Cs)alkylene group optionally substituted with an Rf group;

in the form of a base or of an addition salt with an acid.

6. Compound of formula (I) according to Claim 1, characterized in that R, is a naphthyl group or a




froma hal ogen or a (C, -C6)al kyl, (C3-C7)cycloal kyl,
(C3-C7) cycl oal kyl (C, -C3) al kyl ene, hal o(C, - C6) al kyl,
(C, - C6) al koxy, hal o(C, - C6) al koxy, NRaRb, hydroxyl,

At no group; R4 is: a hydrogen at omp@Er/FR2007/001517
W 208a03098"° 3L 7 eyl oal ky! of

(C3 Cr) cycl o:al kyl (C X3) al kyl Z2he group, this group

opt i,onal I tut.e t
RSB AR R DT B8R B s
uﬁi’epeﬂiﬁﬂﬂysuﬁ)ﬁﬁd iantﬂ]ﬁEtr,S fieml é:etbﬁowilhg onerss balgoges llogan, (Cl-Cs)alkyl
.- C6 | - C7) cyel aal kyl
CEIRTRRY dorpr Rl Ry, Gy g igrioslCrCo:
alkok, 0 by &UANO. oy, ﬁﬁbﬁlmb@%ydr@@(a\m&@u g@ﬁopalkdmy(cl-cﬁ)alkyl,
m of a base._or o n._a I.ON Sa Wt ;
Rl oA ORI T PB<Y Bl e () beISE e arly el ifhne or more
selafent eleletRd framt Baﬁal eni & @ (@p@ dmyll, 9C.OOpcyeloalayl, (C3-C7)cyclo-
henyl up which opt i onal substituted wt
BHUC o sviene, baiesis Cor kg csm;«?)ag@r%@ (RS IR By dro, niro
opéya%] Erofif) o4 A€ rE'ormfd'f Q%Stel'b? of £ dagtiof eh 1l e 48fd; gr oups:

 ogen, (C3-C6)al kyl, (C3-C7)cycl oal kyl,
R@@@K}?zyr@ymdewﬂwly(o@onmpﬂwkyl ene, (C, -C6)al koxy,

C3- I (C, -C6)al k , hyd I, ,
Sn trgﬁ;ﬁ%‘gﬁ%%nﬁzdgoxy(c) aCG;))z;I)/k Iy o cyane

(C, - e8falkatkyl G »ChyvalorNy], orm&ml@@yé(pk@h)amlem group, this group
hal O%&ng % o%%lﬁpdﬁﬁgstmﬁgd . 8 §@% i ndependently of one

anot h rogen atom a C6) al kyl ,
(C3- @7 )myilglioumltlkqdrylmm(g@tl@i)lz yldﬂsmaleﬂynh@@ne G3tnere lkytisaients selected

grou th| S1094.04 p b )
Sr gt baRoBER s JPELORAPIG RIMLRIDRELC s atil o mioin,
subsmalb(ﬂle:d)amt K@E@)a&bxﬂﬂﬂb(@llﬂaﬂkﬁyewls,ehﬁmu N or cyano
2008/ 034974 PCT/ FR2007/ 001517 30 from a hal ogen or a
(d - Y8 kyl , (C3-C7)cycl oal kyl,
RQQ?; C7) cycl oaI ky] (A -C3) al kyl ene, hal o(Cl -C6) al kyl,
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