WD 2009/ 144395 PCT/ FR2009/ 000303 1 POLYSUBSTI TUTED

DERI VATI VES OF 2- HETEROARYL- 6- PHENYLI M DAZ( 1, 2-

a] PYRI DI NES, AND PREPARATI ON AND THERAPEUTI C USE

THERECF The present invention relates to

PO/ 2008444395t ed 2- het er oar yl - 6- phenyl i m dazo[PICZFR2009/000303
a] pyridi ne derivatives, to th? preparation thereof and

to the therapeutic use thereof in the treatnent or
prevention of diseases involving Nun-1 nucl ear

SRRSO R i DR s SR T RO Lo HER S BTV, 2
Conpai)PURIDINES 0K WD IPREPARA TIGN MBS TRER NPRUTIOUSR4HEREDE

10 in which: Rl represents: a heteroaryl or
het erocyclic group, it being possible for this group
to be Tl'@Fﬁés@zﬁ":lhd'eﬁtléﬂgﬁttésttb'E)@l%ﬁ%ﬁtﬁ‘te@ r@h&éroi}?r@?}ﬁhgmﬁdazo[l 2-

or groups chosen, independently of one ano rom

(PRYTIIEIE] Atk Afgem D s RiTPagtion Siereok andtpethe tEEpeutic use thereof in the
|
&%%I%np))% I.Ig¥gent15}§‘lop (igg:(agg Q}'%lvh‘%}g r£ ﬁlngglleegr) r?{:éf:?c?@f also known as

Ny BT I&NR 1 ag{ BYP{.Cl - C10- aI kyl), hydroxyl,
"The BithidPo e inyenti elco nds of formula
R (1 457 of B Pt e Sh R Sl g of formuta

Cl O al kyl eneoxy, NRaRb, CONRaRbR 02N Rb, NRcCORd,
04 Z9; NRcSO Re, 20

aryl (CL- G 0) al kyl ene,Rgmmc clid hetyg il or aryl,
t he nonocyclic heteroa 5 g optionally
substituted with one or, Jubstituents chosen from
a hal ogen, and a (RE=@0) a1, hal o( Cl-Cl 0) ﬁgkyl,
(Cl-Ca0)al koxy, halo(Ci -Cl0)al koxy, NRaRb, hydroxyl,

dxwhichki tro, cyano or OCQ(C -Clo)al kyl group, and Rl
|R§r4 ldked to the imdazo[1, 2-a]pyridine by 25 an
arorratlc carbon; X represents from1l to 4
substit uenashetevmr)d tor heserdogclicdgmip, dabeitgpasibidi fof érieptoup to be
from one

optionally substituted with one or more atoms or groups chosen,
independently of one another, from the following atoms or groups: halogen,
(Ci-Ciplalkyl, halo(C;-Cip)alkyl, (C)-C)g)alkoxy, halo(C,-Cg)alkoxy, oxo,
(Ci-Cio)thioalkyl, -S(0)(C,-Cyp)alkyl, -S(0)2(C;-Cyo-alkyl), hydroxyl, cyano,
nitro, hydroxy(C,-Cjp)alkylene, NRaRb(C,-C)alkylene, (C;-Cio)alkoxy(C;-
Cjo)alkyleneoxy, NRaRb, CONRaRb, SO,NRaRb, NRcCORd,
OC(O)NRaRb, OCO(C,-Cp)alkyl, NReC(0)ORe, NRcSO;Re,
aryl(C;-Cyp)alkylene, monocyclic heteroaryl or aryl, the monocyclic
heteroaryl or aryl being optionally substituted with one or more substituents
chosen from a halogen, and a (Ci-Cialkyl, halo(C,-Cjplalkyl,
(Ci-Cip)alkoxy, halo(C;-Cg)alkoxy, NRaRb, hydroxyl, oxo, nitro, cyano or
OCO(C,-Cro)alkyl group, and R1 is linked to the imidazo[1,2-a]pyridine by
an aromatic carbon;
X represents from 1 to 4 substituents, which may be identical to or different from one
another, chosen from hydrogen, a halogen, (C;-Cjg)alkyl, (C;-Cyp)alkoxy, NRaRb, nitro,
cyano, it being possible for the (C;-Cj¢)alkyl group to be optionally substituted with one or
more groups chosen from a halogen, (C{-Cm)alkoxy, (Cy-Cjp)haloalkoxy, NRaRb or
hydroxyl;
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anot her, chosen from hydrogen, a hal ogen,

(a-ao0)alkyl, (C-Co)al koxy, NrRaRb, nitro, cyano,

it being possible for the (d-Cl0)al kyl group to be
optionally substituted with one or nore groups chosen
fwentohadisgen, (Cl-d 0)al koxy, (Cl-C O hal ogdOER2009/000303
NRaRb or 30 hydroxyl; WO 20091144395

PCT/ FR2009/ 000303 2 R repres%nts, at position 3, 5, 7

or 8 of the imdazo[1,2-a]pyridine, from1l to 4

s]%Jbstltuents which may be identical to or different
i GRTSSTES: ahRpshien 3 SHo¥ Srritheimidazely drajppaisinealrpm|l dg é substituents,

(mcfﬁi@ 15 1Kéﬂt1calh§5@c(1§érerq]fﬂ))r@$r{9élnothé Jhognq}&zhg 9%%03\)@52‘3 halogen,

represent, md&pendent y of oOne anot

H§5dp@§’élﬁ/1 é’fﬂé’fﬁ:I GoplErL 6§:¢)ablkgy; gr oup, opt i onal Iy
SUheE R S%F%gen\f‘”xﬁcﬂpt uclﬁfa/ of?%ﬁroth%? aryl group,

optional Ty subst OnE 'or nore substituents
chosert Wydwgsnaatothal ogen, and a (Cl - Cl O al kyl,

hal o( al g(Cl - CI O) al koxy,
NRaRbg‘;I(ECgO3 ﬂ%ymﬁ? t(O E/LonocﬂrI %:u%gﬁggéx WHB nﬁ.&ér ¥ and X can
form an@@étglrmlp vpttohaltyhmbsmudsm mtatoamr mrectubbt&aemtst dHekdn from a

2t ome 2 R Lo bR ED it Bt B yatkons

gr oupNRmeJh;ﬂaixbzlynmkmstyahugﬁ;dp,by an Rf group; 15 an

ﬁbs? ?{ ﬁfp ont | ggﬁlwlat%/l 6%u%?g%¥%gsng¥c]tégwg gheen'? a cant carbon-based ring
(cﬁiltalﬂn@ﬁah'kyﬂo 7 Ao bfchs G 0) al kyl , (Cl-Cl O al koxy,
lél% -Cl O al koxy, NRaRb, hydr oxyI , hitro, cyano,
1P Sf)%u kyl (CO -, CONRaRb, NRcCORd, OC(O) NRaRb,

OCQ( Clh§drod el akath: , NRcC(O)(Re or aryl group, the aryl
bei ng (gp tonally substituted with one or nore
subst AlueholkyhBagn opiosatasuhsirgedby aniferenr0

Cl s NN mdte c OSEH rom a
( Cbx@)aglll %f)ﬂ;{p kox'oﬁ’eﬁﬁ' Qti‘a)t@d K'}fh & G A0 BIHRNY chosen £

han(CI hydroxyl, nitro or cya
gr ouphalegenasng as: ﬁeqb’#”@éémo(Q -Rdependentiplkoky, dm]e(cl-cm)alkoxy,

anot heirare My | kQ;lqefhlé‘cS om,ak 3((:( @'10 aﬁyﬂw&éybONR&Eb NRCCORG,

aryl (G -Clo) a ne or aryi
t oget REKO bt I@@Q(Ct Em@éﬂl aNBnﬁi(\ﬂiDB\h deays gtolup,mheaanyl being

azet | g;?tﬂ)ﬁally gxﬁstWt@& Q.J th me %r 111% epsugstgu nig’ ch?sze%qlrom & halogen, and a

nor p I ne I onor peraz
(Ci-Cyp)alkyl, halo(C, Cm)alkyl (C] Cm)alkoxy, halo(C,-Cyg)alkoxy, NRaRb,

hydroxyl, nitro or cyano group;

Ra and Rb represent, independently of one another, a hydrogen atom or a (C-Crpyalkyl,

aryl(C,-Cy)alkylene or aryl group; |

or Ra and Rb form, together with the nitrogen atom which bears them, an azetidine,
pyrrolidine, piperidine, azepine, morpholine, thiomorpholine, piperazine or
homopiperazine group, this group being optionally substituted with a (C,-C,palkyl,
aryl or aryl(C,-C,g)alkylene group;

Re and Rd represent, independently of one another, a hydrogen atom or a (C;-Cjg)alkyl,
aryl{C,-Cjg)alkylene or aryl group,

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

Re represents a (C;-Cyp)alkyl, aryl(C;-C;g)alkylene or aryl group,

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

Rf represents a halogen atom, or a (C,-Cyp)alkoxy, halo(C;-Cyo)alkexy, hydroxyl, cyano,

NRaRb, C(O)NRaRb, NRcCORd, OC(O)NRaRb, OCO(C;-Cipalkyl, NRcCOORe,
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honopi perazi ne group, this group being optionally
substituted with a (C1-C Oal kyl, aryl or

aryl (Cl -C10O) al kyl ene group; Re and Rd represent,

i ndependently of one another, a hydrogen atomor a

(WD mho)jighdesl , aryl (Cl- Clo) al kyl ene or aryl MrORR2003%00303
or Re and Rd together forma %CZ- C5) al kyl ene group; Re
represents a (Cl-Clo)al kyl, aryl (Cl-C10) al kyl ene or

aryl group, or Re and Re together forma

(C2-C5) al kyl ene grou represents a hal ogen atom
o?ozwg B%e §iReop] (pqﬂ'é] @f{lbﬂer@l@) aryk GXSHD- Hijed Pk ypeing  optionaily

C¥iBdIRuted NRBREe &l c )
e e e e B A AR nd & (CrCuatiy

FREoBEYD U686l xSARMRERE ) alRs BONRERD, hydroxyl, nitro, eyano or
%dd)&ccc%aﬂlgyigne or aryl group, the aryl being

optlona tituted with one or nore substituents
dhsdprnf @f@rhaae dralf eysivjticanat with Gladd@. o) al kyl ,

hal o( G -G o) al kyl, (C, -C10)al koxy, hal o(G -G o) al koxy,
NRaRb, hydroxyl, ni tro, cyano or QOCQ(Cl - Co)al kyl

gr oup;Ths dompblknels foxﬁrfmxm]ﬂa a) ras ecofipriead oﬁ]oxaﬁhdliet dspRms@icsl carbon

aci id u of .formula (I) .
Al M B o PR B ot P BAP B A Yo eacoisapggs. These
rmglnttohers@‘nd rdéasexdosbmem, drddealfoomingés Be@eH RIS Bfen®d mixtures,
soners. These enantioners and

di ast er.eoi.
GRS fg}ﬁ’ W5HEYS, and al so mixtures thereof, including

r acemTde rcrbmpwness of fohﬂu]@r(g nﬁh@réms@fn thB €od¥EREsOR - of FRGtion salts
é;mlén of formula ( exist in the form of
d5e§1% #a%ﬂﬁntsﬁlﬁfﬁr%%ﬁr?‘g thevWYqﬁtl%fél ds. Such addition

SabdeSsaRy GanPRS frej@fedt ieh paMeL @RIy I&%?ﬁbi% alius bﬁ?ﬁ‘le RRits of other
@Hgfar ed with pharnmaceutical |y acceptable acid but

gy grgugsful &rﬁé%mp adpigamifying ordsodating éﬁwpmﬁﬁmdé&%fnmléa (1) arc

fagt;pﬂu[,hgyinmgltigﬁ i sol ating the conpounds of formula
é‘fh are 15 also part of the invention. The conpounds
Cf

orpRngs ¢fi fpropda (Thmsp alex Pyt in thet fown pOhydrasés dryedselvasss, i.e. in
@r%e 8fm $PL%aLi8%ms lor %f] coftbindiidfs AL Thohr AR5 ]%t%t %ngfgéulgsror with a

combi nati ons w th one or more water ecu
velvamt.ucks rdpasestand Suiedtestayarion rest cdiftd isehtiat es are al so
part of the invention. 20 In the context of the
present invention: - the term"a (C. C/) group" is
lmthe peteekt bthapmsent mventiontp conpri si ng bet ween x and t
car bon at ons;
- the term “a (C,-C,) group” is intended to mean: a group comprising between x and t

carbon atoms;

- the term “a halogen atom” is intended to mean: a fluorine, a chlorine, a bromine or an
1odine;

- the term “an alkyl group” is intended to mean: a linear, branched or cyclic, saturated
aliphatic group optionally substituted with a linear branched or cyclic, saturated alkyl
group. By way of examples, mention may be made of methyl, ethyl, propyl, isopropyl,
butyl, isobutyl, tert-butyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl,
methylcyclopropyl, cyclopropylmethyl, etc, groups;

- the term “an alkylene group” is intended to mean: a divalent alkyl group;

- the term “an alkoxy group” is intended to mean: an ~O-alkyl radical wherein the alkyl
group is as defined above;

- the term “ a haloalkyl group™ is intended to mean: an alkyl group substituted with one or

more halogen atoms, which may be identical or different. By way of examples, mention
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- the term"a halogen atonf is intended to nean: a
fluorine, a chlorine, a bromne or an iodine; 25 -

the term"an al kyl group” is intended to nean: a

| inear, branched or cyclic, saturated aliphatic group
opt(? 3 M4y3%ubstituted with a linear branched@©@r/FR2009/000303
cyclic, saturated al kyl group. By way of exanpl es,

menti on may be made of nethyl, ethyl, propyl,

|sopropyl butyl, isobutyl, tert-butyl, cyclopropyl,

cyclob 0 y cl.ohexyl

net ﬁ%f‘P’ ag?)?iy(%]y’l éﬁ%&él%ﬁ# bQ&ﬁﬁT‘WQT etc, groups; 30

-- t kie ﬁeﬂﬁ e "halBalRbKYEreme §LaRled ks mcht: eﬁd@al 14584 wittrein the
roup; - the term"an al koxy oup” is

di val ent al kyl
i nt éllféig%"‘epowﬁés ined gbavey 2B¢ RIPStitpigH “@talonmremeﬁeﬁxatoa@ atoms, which

al kyda b@ﬁ@é%i@icélsor@ff&l@l{t' E?%a?tbq\éﬁamplest %n&&-{ ﬁh b& made of OCF;,
hal ga Py 3roup is intended to nean: an a ylll group
ufe

sub& Gt Cil:grPubtie or nore hal ogen at oms, which nay

e RSB e D B0l S VRRLL. i

CFSEfO@IE@FQGﬁl@HFQOVGr CCl 3 groups; - the term"a
hal oal koxy group is_intended to nmean: an -0-al kyl
r-adHedsrmaae sl graup @ is 1a1ek<$eld tg mmrp aj igormisycliefot hiegkliaheoneatic group

o 004 DR L OS50 A AT ey o
nenm@ﬁwofmawybgldrmplhhyifgrcﬁﬁifs 5 OCHF2 or OCCl13 groups;

-t r h|oa Ky, IS |ntended

& oM b Dpderd OB s HGIE 8 Fesryp Giigore he or Bardlip dgpmatic

abogreup confdigng &omms"tan0 aﬂbyxh 1g¢mu 'fro 11018 @ee@etond chlRaé from N,
bi c ont ai ni ng

ckhic Or arona ro
fr omaéSBé Y §ax b rEe IXP%V (&élfltefﬂa Hgﬁ g%‘?n max e Frasupspyrole,
me nﬁllramnthm}dertéepyréﬁlw&ﬁi&az@fe ﬁiﬁﬁﬂé/ ketABSle, RaRAEN KbX 610 Llﬁﬁdlazo]e

- the Hernu a 8 éx I%ﬁg IS |ntended to nean:

mon B BotBiazyls: ‘5‘8 P FOREIE-CPYTGHEND RYEHFS HYW@ZIﬂ?ao‘ﬁ*ﬁzme
5 thickOthidbns, ﬁlrﬁﬂﬁdﬁdltﬁlgncffﬁxﬁﬁn iur&];?rn%leh Qh@ﬁdf)?ﬁ&gs pyrrolopyrrole,
chosen from N, = O and S way o xanples of

het BFELSPRa7g1%0 fjyeisormenle W“ﬁﬁ?"%‘ée’m&@F@Z@PISOW‘PI?aoPBQTOIOOXFiZde
f ur @fboxabltl OBRBOGazd " 328bRisokIbdazL Ly 0‘5{520?&2 obﬁm}msothlazo]e
tetrazol e, oxazole, isoxazole, oxad |asz

t hi #5608iazpkot hithisesisthiszhicadi amhlﬁzolops)ﬂmzolene isothiazolooxazole,
PY Iikdthidl ol sotiRYAoRZ a '

t hi 1enolt hi osbottwené) I%frg Oﬁ%{%hg ﬁ%l g‘ﬁaézélur g‘ﬁén%ﬁi &arzgiey thlaﬁ(ﬂooxamle
t hitBygpeipaxerade, tb@l‘ll@ﬁc@]pgqoieo ltlgazolquyiazote, pysexgzalol, furopyrazole,
furtﬁfeﬁcgygﬁz%&%e tgyraezlaf% s%ga)%gl%,o le, p)lfrgz% %)an(l)zlo el, Soxg%rgzo?omothlazo]e

pyrro Xazol
pyrazolothiazole, pyrazolopyrazole, pyrroloimidazole, furoimidazole, thienoimidazole,

imidazoisoxazole, imidazooxazole, imidazoisothiazole, imidazothiazole,
imidazopyrazole, imidazoimidazole, pyrrolooxadiazole, furooxadiazole,
thienooxadiazole, pyrazolooxadiazole, imidazooxadiazole, furothiadiazole,

thienothiadiazole,  pyrrolothiadiazole, imidazothiadiazole, pyrazolothiadiazole,
thienotriazole, pyrrolotriazole, furotriazole, oxazolotriazole, isoxazolotriazole,
thiazolotriazole, isothiazolotriazole, pyrazolotriazole, imidazotriazole, indole, isoindole,

benzimidazole, indazole, indolizine, benzofuran, isobenzofuran, benzothiophene,

benzo[c]thiophene, pyrrolopyridine, imidazopyridine, pyrazolopyridine,
triazolopyridine, tetrazolopyridine, pyrrolopyrimidine, imidazopyrimidine,
pyrazolopyrimidine, triazolopyrimidine, pyrrolopyrazine, imidazopyrazine,

pyrazolopyrazine, triazolopyrazine, pyrrolopyridazine, imidazopyridazine,
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furooxazol e, thienooxazol e, oxazol oi soxazol e,

oxazol ooxazol e, pyrrol oi sothiazole, furoisothiazole,

t hi enoi sot hi azol e, i sothi azol oi soxazol e,

i sot hi azol ooxazol e, 20 isothi azol oi sot hi azol e,

pHQ 043 14#300l e, furothiazol e, thienothiazol @CT/FR2009/000303
t hi azol ooxazol e, thiazol oi soxazol e,

t hi azol oi sot hi azol e, thiazol ofhi azol e,

pyrrol opyrazol e, furopyrazole, thienopyrazole,

pyr | 9l soxazol e, razol opxazol e, - . .
pyr 2?% cg?pg 51? "8z 0l el,%){azﬁ P%?%F%?’hi azRyrglotriazine, imidazotriazine,
pyr @m!zcdplyiﬂﬁﬂd;)l eﬁlr@yrﬁﬂiﬁép! Iﬁird@&iﬁ{i&ne,f U!fLQb]mrﬁﬂéPl Suropyridazine,
t hi enoj m.dazol e Lglda20| oxazol e, i m dazooxazol e o

i mi Qféliﬂglgi‘t, r?ﬁingz,qul"l 1Ny Ddézfgﬂ’mlﬁuﬂb‘fee pxazglopyrazme, oxazofopyndazme,
| M RZOPYP LIS,  iEdRaEAGILHIERZ Ol Soxa BN SR R0X aho228]oByridazine,
furooxadi azo|l e, hienooxadi azol e, pyrazol ooxadi azol e,
imé Q(Ig@{rgiﬂ;} epenfzgﬁaé@lﬁi d@pza%p@’le, benzoxadiazole, thienopyridine,
t hi ﬁﬁ%ﬁ}rﬁﬁiﬁ_ﬁ@,oklﬁenopﬁﬁﬁﬁ’é, %Qh@}g&iﬁﬂe?’thienotriazine, thiazolopyridine
i m dazot hi adi azol e, pyrazol ot hi"adi azol e, ’
t hi B¥selopyiprme. pythiaaplepyrizingo| e thigzgloprmidazine| e, isothiazolopyridine,
OX 2ZQIOLbIbAEHiBine,| SAKAZALRLLIAZ BbiazolblY Ot h A2 Syriai

I sot hi azol 1%t%ri a?%l e, pyr a@oﬁr clilt@ T %l&jl@)alz%lgwn %ﬂle’ t{na‘%azolk’pyndme’
i mi Berzeihieraleol dendoisdiblagole.i s bermpiiialiaz8®, beraiomiatalzol equinoline,

I ndagaligiink Nd9liALoe, furan, isobenzofuran, .
benzo@%{oﬁ’eng%&ﬁ%gn s ﬁ?bpﬁ%ﬂ%?ﬁﬁ§rf%F%ﬁ§P%diW@PmY”mnq
i ni benzoipyaiiadi meidopyritaidmk.opyridatiyreeine, tpytidapytidgitel Opyfidotriazine,
t et .k gl ne, rr.ol opyri m di ne . . :
B R T A —
t r i pzoliopyndagind, pyedaznopyridasipy.r azi ne, i m dazopyr azi ne,

pyr | opyrazine,. triazol.o zine, pyrralopyridazjne,

i 8 S50V F ML P 5 008P1H SoB-Hck Plergisos) Boeses Do 9
pyr @zidl opys ¢othazising frobt 1 &0 bhepphioiazhdien from N, O and S, one ring of
pyrrRIotr|a2|ne I,m dazatri azine, pyrazolotrjazine,

f ur‘gpl)c/ }Sdlil’%a’tm H? 816)%  hiRS Whlf'}lj‘lséw]ia%ioﬁ partially saturated, each of

f urpyingsdaahfesing itUnd rdnRZ b NMRter@XR&0RIPYLY oflbl@ples of bicyclic
oxazol opyri m di ne, oxazolopgra2|nel oxazolopyr!552|ne,
i SOXAFS! IPSFIPRi HRY P gRadeolobpyleneadinxale, benzoxathiole, benzopyran,

| S eaZahiORYARZI Behzoka3 ¥ aZ ObedPWRibARZ 1 NBenzBdioxine, benzothioxine,
oxadi azol opyri di ne, benzoxazol e, ben2|soxazore,

berfJeWyaddt-e, tHrGINgRyFiliatne, pyrdopyrsine: i ni diippyranopyridine,
t hi gpamaginne, thien -kdazine. thi riazine, . -

t hi azol opyrli di ne, 1t i clu‘{hg%yri rri’dl }(ﬁgﬁﬁ%ﬁm, t%ioxm()pyndme’
t hi yelwpynitnien e oxathiplapoinogye.i dazinopyrinidiot,hi thippyrapyiimidine,
di NG arind 270l rim.di.ne, igothiazol.apyrazine, . ..

s oFprnd i S SRBLMAR: | SRRORRREY B iopyrimiaine,
bertovhipazohe, benatiokpyhriazol e, pybanzeidtiecadi ad@dpgranopyrazine,

be .riazol e, quinoline, .10 i soquinoline, cinngline, ]
ot RS SPYRETE Ui WA OHG i nas OPFAE At hyrhBY g rezine
benlebloppadaniee, pyratideipyyridbthd)e, pypdobHIRNAAZ | MBpyranopyridazine,
pyri do rngzln . _pyridotriazine, pyrimdopyrimdine,
pyrorx?ﬁ1 W ?Pn&lﬂBVPW%B%ﬁlPHWﬁéﬁzme’ thioxinopyridazine, indole,
py H@Zﬂdﬁﬁpyrlﬂ:ﬁﬁﬂﬂlamle, indazole, indolizine, benzofuran, isobenzofuran,

benzothiophene, benzo[c]thiophene, pyrrolopyridine, imidazopyridine,
pyrazolopyndine, pyrrolopyrimidine,  imidazopyrimidine, pyrazolopyrimidine,
pyrrolopyrazine, imidazopyrazine, pvrazolopyrazine, pyrrolopyridazine,

imidazopyridazine, pyrazolopyridazine, furopyridine, furopyrimidine, furopyrazine,
furopyridazine, oxazolopyridine, oxazolopyrimidine, oxazolopyrazine,

oxazolopyridazine, isoxazolopyridine,  isoxazolopyrimidine,  isoxazolopyrazine,
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pyrazi nopyridazi ne, pyridazi nopyridazine. the term"a
heterocyclic group"” is intended to nean: a bicyclic

group containing from9 15 to 10 atonms conpri sing

froml to 4 heteroatons chosen fromN, 0 and S, one
rYHYZMP/146HA5ch i s aromatic and the ot her ri n@GIiFRE00OI000303
is saturated or partially satyrated, each of the

rings conprising at nost only 2 heteroatons. By way of
exanpl es of bicyclic groups, nention nmay be nade of::

ben benzoxat hi pl benzopyr an, i ) L
ben S LR LBy R RV BT e onB GG QBrpeadiszcle, thicnopyridine,
ben Zlmdlopwmné:,ne benzahibhdpxtabige, 20 ;i Bf@d@ﬂﬂhb di ne,thiazolopyridine,
oxa h|o rhdlne E%ranopyrldlne yranopyrldlne

oxa {/’ BERE, ¢ BIIPRGHAS di H’éaZOH’P WideaBpy r i EAthiezolopyridine,

t hi Mihﬂﬁﬂy]byrﬂxhlﬂhﬁe B30 ORYAAIY diiddéhiazolopyridazine, benzothiazole,
oxaghlolo yrim dine,. pyranopyrlnldlne _ _
t hi BEFPANBATHS: miinglDe. * dseazppidnsy r cianelime, phthalazine, quinoxaline,
thi gahrep | Kk di @'0 AP BH D! idazi
t hi oxi nopyr.i mqutﬂr?gi . di %S};o }(Ea%yrlaz? ggmdc}pymzme pyridopyridazine,
0X aFW”é)‘fi‘EPpWP%@F% e, Pmlrﬂéﬁlm@%r&z i neyrindpopigazimo pymysazinoeyrazine,
25 ByaAh YAz fAE) YhLEZ! X r
thi %))El nod%%?aZI neﬁﬁldg&ﬁ%ﬁh&% Qezof]?he gh,g% J)fn R ﬁcyo‘ﬁc groups
ox aPHRD 1B p‘WLir%i%& ioneparyliva n@pymd d@zmn e’or example dihydrobenzofuran,
| b QR RRARNELAREL IRopen IXBAIORKELARELDS

|a2|nop azi ne I OXI NOpPyTi
t' hi &% ﬂqmp)amaumzann earbbmtslistendeld SO mdmlaecarlhﬁnﬂ{ifﬁ dazadd in an
i ndaghe. «d,ndol i zi ne, benzofyaran, isobenzofuran
benzot |op éne, benzo[c]thlophene pyrrol opyridi ne,
Lm tggfe%xﬁlpmrggd m%roiggry egcgz ol Of ﬁ?ﬁn&k%g}’ddized state (N-oxide, sulphoxide,

pyrr ol opyr
py remdbopyri m di ne, pyrrolopyra2|ne, i m dazopyr azi ne,

pyrazol opyrazi ne, pyrrolopyridazine,
i m dazopyri dazi ne, pyrazol opyridazine, furopyridine,

fﬂxm‘o@g)ylfel G’fmqbbmﬂs of ﬂl‘r@ipbﬁr(ﬁzdzﬂiﬁa are fotlij @Ry 51 M@ ZvBRion, a first group of
xazol opyrim di ne, oxazol opyrazi ne,

SRRSO BBy P o EORaRb By P ne.

Rs @eg:ﬁésexht@ ;ay rikdXuliiye }TIW agRboapy rqalzabmﬁn %@ﬁ@@ﬁé&é@? SRdolyl,
E /FR%%g 000303 i soxazol opyri dazine, benzoxazol'e
fenolgihz &%@fﬂé@ah e dibg'foberapfirani nélhydmbenZOWOlyl

fuRy1e Ry %}gﬂoﬁ@ BIb{Eﬁ/ﬁHﬂﬂ ﬁ)ﬁ'hﬂ@m)élt hbe%g&pﬂc}l)qazﬂeﬂz%thlophenyl

t hi azol op di ne, azo opyri m
W@?@ﬂzelﬁij/ insiazohd, bentibexaeil dpyequialinyi er pyrazolyl group;

jt %@&E'p@é@l@ﬁ%rthqua %ﬁmpl SZl?ehcmtl%ﬁﬁ%oﬁg (Ij'umecg WilE 'one or more atoms or

i sot hi azol opyrazi
ﬁe\d@@hmeazweeend@ntbequc swther, doal Iei,logqnu(ﬁpCjo)mﬁcyL oxo, NRaRb, (C)-

ﬁﬁMk%ghhgﬁicéNﬁgﬁl'ne pht hal azi ne, qui noxal i ne,
qui naz

['1"ne, nap yridine, pyridopyrimdine,

Ry pidi Bp yremarzdeng indeyandetolyysfi cha zinbfer, aMykdiofbrd @pyr i €l 0@ alkyl
Xrlnldopyra2|ne pyrlnldopyrlda2|ne
yﬁ32|nopyra2|ne

the other substituents being defined as above.

Among the compounds of formula (I) which are subjects of the invention, a second group of
compounds is constituted of the compounds for which: _

R, represents an isoxazolyl, pyridinyl, thiazolyl, quinolinyl, benzo[1,3]dioxolyl, indolyl,
1,2,3 4-tetrahydroquinolinyl, benzofuryl, dihydrobenzofuryl, dihydrobenzoxazolyl, furyl,
thienyl,  pyrrolo[2,3-blpyridinyl,  pyrimidinyl, benzothiazolyl,  benzothiophenyl,

benzimidazolyl, indazolyl, benzisoxazolyl , isoquinolinyl or pyrazolyl group;
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pyrazi nopyri dazi ne, pyridazi nopyridazine, one of the

rings of these bicyclic groups being in saturated or
partially saturated form for exanple

di hydr obenzof uran, 10 tetrahydroqui noline,

dMHYy 283 xazol e or benzodi oxol e; - the terrul/ER2009/000303
aromatic carbon" is intended 90 mean: a carbon which

is included in an aromatic ri'ng; - the term sul phur

and nitrogen atons nmay be in the oxidized state

oxi de u hoxi de, sul phone 15 Anong t he
16 r‘F—BlBa ﬁ?&%?‘bi? ‘F SheitIERupS o %ﬁ?pélﬁngélrewws}t@cwh e piggore atoms or

| ere@RtchGRn, iBddpbidehtlyOs QP a%ther%mﬁaagéﬁ h&hPORI! NRYRE Gnethoxy,
of the conpounds for which: R represents an

i SRR, IseRF R NG HONHHCEET yI | qui nol i nyl

bl%ﬁiiﬁ[% ng,ﬂargéeﬁtx QJd¥I.I)endénﬂ9 9}' b(rle 'ano ger a hydrogen a jom ora methyl group;
4-tetrah SUI nol | ny enzof urany

dbnwaﬂﬁﬁeﬁﬁﬁﬁﬁ @ eﬁr@ﬁhy@mwﬁaenzoxazolyl ' 20 furyl,

t hi enyl, pyrrolo[2 3- b] pyri di nyl, pyrrnrdrnyl
benzothlazolyl benzot hi ophenyl , ben2|n1dazolyl

i Meieneothy r-omm:réa efdrandd {f} whick aq:m.lbgetts nfythe rvemrionaz ediml group of

%&B&de s RfAY ?doc%‘}‘??ec 'm\%m% or (L hese groups to be

optironally sub one Of “nore atons or
g¥Umpsﬂnhbsewndngdepemﬁgmianqf one anot her, from

0X NRaRb, (C C, o)alkoxy,
ar y gbségsﬁg%ng %HE% eRb represent,

|ndependently of one another, a hydrogen atomor a
e .ot her gubstltuents bei ng

.t
d‘“P"“ﬁ @2”&,‘“%%‘%?% ?Kﬁ’ﬂﬁéﬂt"ﬁ%"h&é {RTEST 81 FBRiRR af((qrah group of
whinpdunds &8 censijieats tRfcombeundhRe MhicAn, a second group of
ég cO % nd ié constjtuted of the conpounds for
TR ?[h’y e ¥ IATNeE®EBZ ol yI, pyri di nyl
telhe AR kytstitueits Fdhd db¥ined f2@B&R[ 1, 3] di oxol yl, indol yl,
1, 2, 3, 4-tetrahydroqui nol i nyl, benzofuryl,

dlhydrobenzofuryl drhydrobenzoxazolyl furyl
AhhaRB Yhe cc@ﬂﬂoﬁﬁis%&%@rﬁmm (@y\%lg{ Eﬁélsubjgéé{] J%HIFPnQ d‘fgz)fxlqon a fifth group of

benzothlazol% benzot hi'ophe
CRBRRYBHYS cons WEﬁs@Qﬁfwmymmdsﬁswhuhnol|nyI or pyrazolyl

@rﬁﬂﬂésenréoatzﬁgﬁfogr%4§g’5mp &Lk 'trl‘fé)zr (8‘? ) dme a B%c?o%e atom or a

possi bl e for thesée groups to y su ut'e
Wirhoekel geupor e at ons or groups chosen

HIIRRE AR LY: Ol ONR-ANZLARL, [T om hal ogen, wethyl

0X0 ﬁoxy, phenyl , isopentyl and

CONHC( CH3) 3; '

Among the compounds of formula (I) which are subjects of the invention, a sixth group of
compounds 1s constituted of the compounds for which:

R represents, at position 3, 5, 7 or 8 of the imidazo[1,2-a]pyridine, a hydrogen atom or a
methyl group; |

the other substituents being defined as above.

Among the compounds of formula (I) which are subjects of the invention, a seventh group of
compounds is constituted of the compounds for which:

R, and R; represent, independently of one another, a hydrogen atom or a (C;-C,g)alkyl
group;

the other substituents being defined as above.
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Ra and Rb represent, independently of one another, a
hydrogen atomor a nethyl group; 5 the other

substituents being defined as above. Anong the

conmpounds of fornula (1) which are subjects of the

| W(eped90443% third group of conpounds is cOPIT/FRRE®/000303
of the conmpounds for which: X_represents | or 2

hydrogen or hal ogen at oms; 18 the other substituents
being defined as above. Anmong the conmpounds of fornula

( %_ ch are d% j.ects of the invention, a fourth
g%l o ?COW&% damula (B gvhagh arg stgcis P thﬁ@veweoam@th group of

f @mpotiide b codsth@RE S8 oBpbuRis fa WYGE 0gen or fluorine
atons; 15 the other substltuents bei ng defined as

abcpe Rs pperREnte idepensipbLa @se arotlfep rarhytirag¢n dfompi methylgroup;

&H@btﬁ&tsﬁbs@ihehﬁ%elhm&mﬁehQs”aboéef' fth group of —conpounds
is constituted t he conpounds for which: R

represents, at p05|t|on 3, 5, 7 or 8 of the

'(%féj%itgg g?r%/o?llmwgf*fgﬂnﬂl?%%%{ﬁ lggr%%u t Q¢ OFO8 nverblon a ninth group of

: rou er su uen
d@ﬁmﬁ@dsﬁsma%mvehﬁmwnmgmbhﬁsﬁmmmumnds of fornula (1)

[ of th r oup, of
Qe B8 KGR ol ob § ORI L B i o B in an Re
Z50uR; r epresent s, at p03|t|on 3 5 7 or 8 of the
[ i di ne, a hydrogen atomor a nethyl
éPHPw“+% o?%g%ﬁgﬁ%%?W¥uents bei ng defined as above.
A]mwtgertshl&tlmeﬁpb&imgi&ﬂaéd isabrd a (1) which are subjects

of the invention, a seventh group of 30 conpounds is
constituted of the conpounds for which: R2 and R3

I‘mmr@&m’l&ompoﬁﬁiﬁﬂﬁm&i‘ﬁﬂla| (¥) WlicloRe saQhN& the AvENR.008R group of
al kyl ~ group; the other substituents

68?3@“8%% é‘fb‘&m&‘éi o Hwempwad%@o Yhith1395

RCTEFTEZ00 Y BRRZES atofh, AFRNGodphého&ANRAH Mekehy® fhub? ram.l‘ lnﬁthoxyethy]
é$%@mh|ch are subjects of the i nvention, "an é€i ght
p of conpounds is constituted of the conpounds

ﬂﬁymmﬂkgﬁnmﬁﬁs@ﬁ@ugﬁﬁﬁnggggéent i ndependently of one

anot her, a hydrogen atom or a nethyl group; the other
substltuents bei ng defi ned as above.

Among the compounds of formula (I) which are subjects of the invention, an eleventh group
of compounds is constituted of the compounds for which:

R3 R2
the group F4=C s at position 2, 3 or 4 of the phenyl which bears it;

the substituents being as defined above.

Arnong the compounds of formula (I) which are subjects of the invention, a twelfth group of
compounds is constituted of the compounds for which:

R, represents an isoxazolyl, pyridinyl, thiazolyl, quinolinyl, benzo[1,3]dioxolyl, indolyl,
1,2,3,4-tetrahydroquinolinyl, benzofuranyl, dihydrobenzofuranyl, dihydrobenzoxazolyl,
furyl, thienyl, pyrrolo[2,3-6]pyridinyl, pyrimidinyl, benzothiazolyl, benzothiophenyl,
benzimidazolyl, indazolyl, benzisoxazolyl, isoquinolinyl or pyrazolyl group;

1t being possible for these groups to be optionally substituted with one or more atoms or
groups chosen, independently of one another, from halogen, (C;-Cp)alkyl, oxo, NRaRb, (C,-
Cip)alkoxy, aryl and CONRaRb;

Ra and Rb represent, independently of one another, a hydrogen atom or a (C;-Cjp)alkyl



5 Anmong the compounds of formula (1) which are

subj ects of the invention, a ninth group of conpounds

is constituted of the conpounds for which: R4

r éesents a_hydrogen atom or a (Cl-GCi o)al kyl group

SF A% 14#3%bstituted with an Rf group; 10 RET/FR2009/000303

represents a (G G o)al koxy greup; the other

substituents being defined as above. Anong the

conmpounds of fornula (1) which are subjects of the

ig%gﬁtion a tenth group of conpounds is constituted
e conpounds for which: 15 R4 represents a

h%?@g@ntSém%y@pgwoghsdogmncatmsen fromnet hyl, butyl

SRR o2 1B oL e Sl Substatuent s et
1dh&dhdg&mb;ects of the invention, an eleventh group

mg d oun S. hs C %tltuted of the conpounds fo

i &M Ré Pff'z“'e hi Eﬁeagi? ReIg0f éﬂ%berpémlﬁosw OM3POT (% Ciojalkyl

ogrotfhe phenyl mhlch bears it; the substituents being
deflned bov Anong t he conpounds of formula (1)
‘&?Hreéﬁﬂg % ‘éﬁ’c?{l £to8h of AdCI-hvHp eieup grtanelly substgpied with an Rf

Qﬁ0m25 conpounds is constituted of the conpounds for

wgé represents an isoxazolyl, pyridinyl,
%&%ﬁ?ﬁa(SUFNBﬁWﬁyE”Wbenzo[1 3] di oxol ylI , i ndol yI,

lin 2heForn b gaa@mggyamnl sQlYlv o beRagf uranyl |
di hydr obenzof ur anyl , hydr obenzoxazol yl, furyl,

thienyl, pyrrolof?2, 3 b]pyrldlnyl pyr|n1d|nyl

ben o

DR, i BT SRS e BEDEP BN s o
g¥6 @BPOUP,@S ip poriséiureg of s sobpamfofor whiese gr oups t o be

Qﬂt depaddnlsYars #Qf‘atzbg BJS'Q It t‘ﬁ‘uazo uu@ﬁgl ﬁg}znﬁf?ﬂ%%ol}l indolyl,

gr oups chose

Had: %)@'@qfifahxctﬁqu@b?ﬂl Ibyrizpﬁmydo dlh'}d%%l,zoﬁl@'i Goyabkdxdkazolyl, furyl,

nd resent L ndepend ntI
e AL Do O o BRYGy - T Bralia k pforophens
mmﬁan %ﬁ&@i&ﬁ@l@ﬁ &quﬁbhnglfcﬁlppnazc%ylrg@fﬁﬁae sents
:l't l?elngzp éllg]r qgre{tlles%rgrg%s (%(9 %Q ogtgonnﬁy substituted with one or more atoms or

groups chosen, independently of one another, from halogen, methyl, oxo, NRaRb, ethoxy,
‘phenyl, isopentyl, CONHC(CHs); and methoxy;

Ra and Rb represent, independently of one another, a hydrogen atom or a methyl group;

X represents 1 or 2 hydrogen or fluorine atoms:

R represents, at position 3, 5, 7 or 8 of the imidazo[1,2-a]pyridine, a hydrogen atom or a
methyl group;

R, and R, represent, independently of one another, a hydrogen atom or a methyl group;

~ Ry represents a hydrogen atom, or a group chosen from methyl, butyl and methoxyethyl
groups;

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

Among the compounds of formula (I) which are subjects of the invention, a fourteenth group
of compounds is constituted of the compounds for which:

R; represents an isoxazolyl, pyridinyl, thiazolyl, quinolinyl, benzo[1,3]dioxolyl, indolyl,
1,2,3,4-tetrahydroquinolinyl, benzofuranyl, dihydrobenzofuranyl, dihydrobenzoxazolyl,
furyl, thienyl, pyrrolo[2,3-b]pyridinyl, pyrimidinyl, benzothiazolyl, benzothiophenyl,
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R represents, at position 3, 5 7 or 8 of the

i m dazo[ 1, 2-a] pyri dine, a hydrogen atomor a

(Cl-Clo)al kyl group; 5 R2 and R3 represent,

i ndependently of one another, a hydrogen atomor a

(B0 WG HHIBAN  group; R4 represents a hydr ogarCBFRIN0Y/000303
or a (Cl-Q0)al kyl group optlcpally substituted with an

Rf group; Rf represents a ( C30) al koxy group; 10 in

the formof a base or of an addition salt with an

the caonpounds of fornmula (1) which are
Z‘Efﬂflga g és‘fgl lﬁ MFBATPERIYdsqanineind Ax B e bhgrouRsf

Cio BPiaY PESiblS fof QNsd lgzto%se@ waf optnbﬁa @%ﬁpﬁﬂﬂgﬁwftp 'E)nc?’\’g'r' Gbre atoms or
Rl represents an isoxazolyl, pyridinyl, thiazo

GAPHRSISheseh Indsaendently a3 pes wesiey fiom etk I(Ci-CaBlkyl, oxo, NRaRb, (C;-
,%aﬁpﬁyﬁgﬂgﬁygmgmgﬁg nol i nyl, benzofuryl,
di

hy robenzofuryl, dlhydrobenzoxazolyl furyl
tha By RD reyeseul B{deneBdtiipyafi e mpbtherpy hiviiogémnathm or a (C,-Cioyalkyl
ot hi azol yl, benzot hi ophenyl, benzi nm dazol yl,
indazol yl , ben2|soxazolyl |squ|noI|nyI or pyrazolyl
gk oupesenty ) myrqeossi Halged gioms;hese groups to be

%Fép%aé}lt SE(S’S*&%Q ISI %t ?%r\@ fllheolg*?ld%rﬁg A §¥ra pe, af}?fgrﬁgen atom or a

groups c I ndépenden
H&l-Ggeatkyl ptiny| , oxo, NRaRb, ethoxy 20 phenyl

Ihs0 3,an XY; and
rI§e p@gg’i {epre?%ngggﬁcéeﬁafé%?ﬁ% gf’ %k%o&t ﬁgqmgea ARFE 9 Geffrr-Crojalkyl
@mnmlor a methyl group; X represents 1 or 2 hydrogen
uori n tonms; R represent at posjtion 3,

% g “ ns ﬁg‘yg’f%‘h%ﬁ?fzf é‘ﬁp@Bﬁﬁfwln%oupaomva%llyg%lhs%ttwgb an Rf
gnmppthyl group; 25 R2 and R3 represent, independently

one ano er, hydrogen atom or a nethyl group; R4
:ﬁéﬂi é‘?‘é’ﬁf% '(Fi?)@l??fae%ﬁo‘g’é om or a group chosen from
net hyl , B WI and met hoxyet hyl groups; in the form of
%ﬁbase an addition salt wth an acid. 30 Anpbng

HE B pou ndEe”&ﬁ SHPETIHRN 4 3(OF f ol ehenat whishibjeesot's of the

i %e Arin@M a baksefoP U 38R0 HIQWR, arQkigcompounds i's
constituted of the conpounds for ich: R represents

an isoxazolyl, pyridinyl, thiazolyl, quinolinyl,

k%%{zﬂﬁg ket c%]gx?!r)lg?gg’ g%’ %aralﬁlg g]? Il“)rﬁlklclh arebsub e lj)f tahe 11|1vent1on a fifteenth group

ﬂf W@@é #mpﬂﬁ@ﬁ®¢fthd¢deIlmbé®Mdzol yI furyl,
e
P@Bl%@@’@l/(}@@ﬂ@ﬁ@l benzofuryl, dlhydrobenzofuryl dihydrobenzoxazolyl, furyl,
thienyl,  pyrrolo[2,3-b]pyridinyl, pyrimidinyl,  benzothiazolyl, = benzothiophenyl,
benzimidazolyl, indazolyl, benzisoxazolyl, isoquinolinyl or pyrazolyl group;

it being possible for these groups to be optionally substituted with one or more atoms or
groups chosen, independently of one another, from halogen, methyl, oxo, NRaRb, ethoxy,
phenyl, isopentyl, CONHC(CHs); and methoxy;

Ra and Rb represent, independently of one another, a hydrogen atom or a methy! group;

X represents 1 or 2 hydrogen or fluorine atoms;

R represents, at position 3, 5, 7 or 8 of the imidazo[1,2-a]pyridine, a hydrogen atom or a
methyl group;

R and Ry represent, independently of one another, a hydro gen atom or a methyl group;

R; represents a hydrogen atom, or a group chosen from methyl, butyl and methoxyethyl

groups;



10 benzi m dazol yl, indazolyl, benzisoxazolyl,

i soqui nolinyl or pyrazolyl group; it being possible

for these groups to be optionally substituted with one

or nore atonms or groups chosen, independently of one

amd? ped9/14#3%m hal ogen, (C, - CQ0)al kyl, oxo, NRaRbI/FRE809/000303
Ci o) al koxy, aryl and CONRaRb; .5 Ra and Rb represent,

i ndependent|y of one anot her, I hydrogen atom or a

(C -C,o)al kyl group; X represents 1 or 2 hydrogen or

hal ogen atops; R represents, at position 3, 5, 7 or 8

of the inidazo[l 2-a] pyridine, a hydrogen atomor a

(rﬁagﬁup)ra+¢<yl b@AOH Rosiéh R3 ABAr A3 ph&R! €8Nbears it;
ndﬁgfndentl of one another, a hydrogen atom or a

(8 thecogy ) adase org g pdditren sRls Btk éeAdié a hydr ogen at om

or a (G - C o)aIkyI group optionally substituted with

an Rf group; represents a (C, -C, o0)al koxy group;
R3mopthy sommnﬁrcrﬁdmm @ whirngre awbjgptssifttheoinvetio agrxtenth group

OJfcbﬁsmﬂli@mé!msmlte‘a%fP:%%&{)Jﬁkds fok Q/h%ﬁe formof a base

or of an addition sa Armn t he

C%ﬂ‘f?ﬁ(?pﬂﬂlés of isbwazalyl. apy(idipyithiedolsar qallsqlinylecbt:n;zoplf 3]tdoeolyl, indolyl,
i nvent en oun

cat ﬁ%t%?}édé@%ugrﬁoﬁ h)g c%%%ﬁ’%ﬂ@ f & Eya‘.:robn% @d’R dihydrobenzoxazolyl,
rféﬁ’lhei@lﬁﬂs paIIOIIO@cﬁéé}Pml%zhyl ngyllp, dt rbyilgglliobmuz abi lthese groups to be

1.3

05 Mg BEDSRA e 01 TS eontser, iy fhosen, independenty of one
chinpijrelr ﬁbxenzlogdamr §0,:C dalkyids@bERZRIX Ak , furyl,

n rroIo[2 3-b] pyridinyl, pyrimdinyl,
gg%%‘%ﬁﬂ5£y ’benzothlophenyl benzi m dazol yl ,

ﬂhdawmh%hﬁwhﬁ@ahsd&@;d%mmwl@eeguinoIinyI or pyrazolyl
it bein le for these ups to be
‘gﬁ%ﬁ”&?s?ﬁ B‘g’ﬁ%"g g ‘\?P‘E%DBWSI & Py‘?gfﬁg‘fé ABNs or 25
ga;, Oﬂﬂpﬁse‘ﬁﬁos &ﬁdrogcﬁﬁ epende @E{)O{ -Qfa1RR eglﬁﬁ}ptthﬁ r %rmfrﬂ' 88hg optionaliy
qgo qg@é% 0XO, et hoxy, ‘pheny
8 gﬁ%@ﬁ SEeH3) 3 and met hoxy; Ra and Rb

R € SN tepres il CRESERRLIY 0P bnd B 1RRO
ato#ror ;pnéthylgggoup yox ?epresen%gﬁ%mgg 2 OPQ%& thmyl

&f°"P1 uori ne atonms; R represents, at position 3 5 7

wr%réggmm@;,rdn)ggg,@[g}o@ a] pyri dine, a hydrogen atom or
group;

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

Among the compounds of formula (I) which are subjects of the invention, mention

may in particular be made of the following compounds:

* {3-[2-(5-methylisoxazol-4-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl} methanol;

3-[2-(pyridin-4-yl}imidazof 1,2-¢]pyridin-6-yljphenyl Jmethanol and the
hydrochloride thereof;

* 6-(3-tertbutoxymethylphenyl)-2-(pyridin-3-yl)imidazof 1,2-z]pyridine
hydrochloride (1:2);

* [3-[2-(thiazol4-yl)imidazo[1,2-a]pyridin-6-yl] phenyl}methanol

* [3-[2-{quinolin-3-yl)imidazo[1,2-a]pyridin-6-yl]phenyl|methanol and the
hydrochloride thereof;



R2 and R3 represent, independently of one another, a
hydrogen atomor a nethyl group; R4 represents a
hydrogen atom or a group chosen from nethyl, butyl
and met hoxyet hyl groups; WO 2009/ 144395
P®IQ 2600929500303 11 R3) the group R4-0 beimgriFR2009/000303
position 2, 3 or 4 of the phenyl which bears it; in
the formof a base or of an addition salt with an
acid. Anong the conpounds of forrmula (1) which are
subj ects of the invention, a sixteenth group 5 of
conpoyds!, Bse&@msidrlsqllﬁﬁldg.{ori ilﬁ}p‘gfﬁam%%}%ﬁerfyﬂ%ewlr&hénd the
R re resents an isoxazolyl, ,
qui HEEPRaTde fhererd] 1, 3] di oxol yI  ndol yl
1, 2, 3, 4-tetrahydroqui nol i nyl, benzofuranyl
du hydrgqb%zrraixui 9?1;441@1329 g raﬁrlg.gaggrreﬁjgr&et?ané%x he

|ené‘1 pyrro 0 ] pyridi ny
pos@W 0@1W' theieode groups to be optionally

substituted with one or nore atons or groups chosen,
i nd&démEnttiydobs-ybireidazbil, 2njpl tidin-6-1 jpbanyh alethgen and the

(C 1Gar8l I 0, NRaRb and aryl; X represents a
hyd rggegﬁhgxﬂgﬁgﬁsents a hydrogen or a (C CO)al kyl

gro ent endent | f.. one

anoi'J ﬁe[é%?}@ Wdr eth arf} fﬁndﬁ-’ lr*gﬂ?’é% ﬂigs?’lﬁ:/? %%V@f@é#

at omlmphraz-()@ an@@l)ea{yldmyhlog&auaeoﬁ hi s group being
optionally 15 substituted with an Rf group; Ra and Rb
r eps@g@btomd-nilapendentdinaal0pe(Bpat her, a hydrogen

atom or a roup; Rf represents a
(Clwﬁ&%ﬁt&g%@nﬂ}‘%‘l#ﬁm% %‘aiqpﬁ(@ I1“6°rm of a base or of an
addltlgn sal]t with an acid Anong t he conpounds of
f or Ml <3(rr5dfwrrnerlry1§rey§%ﬁeerlsz -@Pyridie2ivihvidhbdnggrazol-2-one

menkhdde hyRYchidRidPRketbgul ar be made of the fol | ow ng
compounds:

I{ ]sprh giﬁ?ﬂn@gﬁwfhﬁ%@z@wﬁnxhk iR Bt Ao ¥ dnilie Br.¥).

3- I ] ph |
L i S sz
6- (Buﬂ@ﬁibnﬁbuwhethylphenyl) 2- (pyridin-3-yl)inidazo[

1, 2-a] pyridi ne
* {3-[2-(5-chlorothien-2-yl)imidazo[1,2-a]pyridin-6-yl]phenyl } methanol and-the

hydrochloride thereof:

¢ {3-[2-(6-dimethylaminopyridin-3-yl)imidazo[ 1 ,2-a]pyridin-6-yl]phenyl} methanol
and the hydrochloride thereof;

* {3-[2-(1H-indol-4-yl)imidazo[ 1,2-a]pyridin-6-ylJphenyl} methanol and the
hydrochloride thereof;

* {3-[2-(6-aminopyridin-3-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl} methanol and the
hydrochloride thereof;

* {3-[2-(1H-indol-3-yl)imidazo[1,2-a]pyridin-6-yl}phenyl } methanol and the
hydrochloride thereof;

* {3-[2-(2-aminopyridin-3-yl)imidazo[1,2-a]pyridin-6-yl]pheny! } methanol and the
hydrochloride thereof;

. {3-[2~(‘1H—pyrrolo[z,?s-b]pyridin—s-yl)imidazo[1,2-a}pyridin-6~y1]phenyl}methanol




hydrochloride (1:2); [3-[2-(thiazol-4-vl)imdazo[

1, 2-a] pyridin-6-yl ] phenyl ] nmet hanol
[3-[2-(quinolin-3-yl)imdazo[1l, 2-a] pyridin-6-yl]phenyl
] met hanol and the hydrochl oride thereof; WO

2809 20001B38395PCT/ FR2009/ 000303 12 PCT/FR2009/000303
{3-[2-(1, 3-benzodi oxol -5-yl )i mdazo[ |, 2-a] pyri di n-6-yl

] phenyl } net hanol and t he hde%chIoride t her eof ;
[3-]12-(pyridin-3-yl)imdazo[ 1, 2-a] pyridin-6-yl]phenyl]

met hanol _and the hydrochl ori de thereof;

{3- [aﬁg ?*tﬂh#ﬁiﬁoﬁla@lliesbf‘yft)fi ni dazo[

1,2-@%p¥ridin-6-yl] henyl ) net hanol and the

hy di* oeHE &1-Plreykisesazeb$-yl)imidazo[ 1.2-a]pyridin-6-ylJphenyl} methanol;
6-[6-&3-hydroxynethprhenyI)inidazo[1,2-a]pyridin-2-y|

] - 3 243U -thperodurin-2-yhimideazb | Li2-pyrivin-Guytiplicne ) thathtmet: hl or i de

t her eof ;

2- ( 8{bibthenz2figard3 -y im ez Db pyadin G- Wipher]n3thb1 -

but oxymet hyl phenyl )i m dazo[ 1, 2-a]pyri dine;

6- [ 8{4-82-thyahobxymby hiyti@hen plg) pyridieg 9{jphenyljmethanol;

1, 2-a] pyridi n-2-yl ] - 3H benzoxazol - 2-one and t he

hyde ®E-[ﬂ-@midi6-2tyh)¢tﬁiﬁ@zfd[ 1,2-a]pyridin-6-yl]phenyl]methanol;
[2-(2-furan-3-ylimdazo[1, 2-a] pyridin-6-yl)phenyl]neth
anob [hm@smchhmﬂ]ﬂﬁidéz?eﬁllﬁ-b]p ridin-é—yl]phenygmethanol;_
{3-[2-(5-brono- 2, 3-di hydrobenzofuran-7-yl )1 mdazo[ 1, 2-
a] py (i-gi-@riér-2-yhihhes !Q}A]F;grlaﬁ{l@-}f heny! -
(312 (5ochi ot othion By dgz]%[eﬁ’f Srefienek i din-6-y11p
heny by pabéranels a0 I Beneik ' L[1 2-alpyridine:
[3-[ 20 (6-di met hyl am dr?ope;fr | gigtﬁ&%%“gf]‘;’ﬁ%eggf%“ﬁﬁm[l’z aJpyridine;

1, 2+ gl pyingh b Egﬁ%%m% Bt hanol . .and t .
hydr oc‘[h?{)r i ggkyt@%lé% eof ; %%‘y F?(E}%Iﬁ ﬁl&lﬁlq%ig@%‘ﬁ]wglfé[’d
| | 2thgppsiptaihsregfiy| | phenylj net hanol and the
hydrochl ori de thereof;

{ 3- t B~ 6higmdybmydarad i .A-aFpyyikiin- 63y olazo] jmethanol;

1, 2-a] pyridi n-6-yl ] phenyl } met hanol and the

hy dr dé&H-oethde-thhe2eoinidazo[ 1 ,2-alpyridin-6-yl)phenylJmethanol

{3- i,ndol - 3-yl )i m dazo[ 1, 2- a] pyri di n-6-yl ] phenyl
}ne%ﬁ%%%ﬁhg%nghe hydr ochl ori de t hereof;

* {3-[2-(1H-indol-3-yl}-3-methylimidazo| 1,2-a]pyridin-6-yl]phenyl} methanol  and
the hydrochloride thereof;

o {3-[2-( 1H-indol-6-yl)imidazo[ 1,2-a]pyridin-6-yl]pheny! } methanol and the
hydrochloride thereof;

* {3-[2-(2-ethoxypyrimidin-5-yl)imidazo[ 1 .2-a]pyridin-6-yl]phenyl} methano! and
the hydrochloride thereof:

* [2-(2-quinolin-3-ylimidazo[1 .2-a]pyridin-6-yl)phenyl]methanol and the
hydrochloride thereof;

* {3-[2-(2-chloropyridin-4-yl)imidazo[ ! ,2-a]pyridin-6-yl]phenyl *methanol and the
hydrochloride thereof;

* [3-(2-benzothiazol-2-ylimidazof 1 .2-alpyridin-6-yl)phenyljmethanol and the
hydrochloride thereof:

. [3-(2‘benzo[b}thiophen-Z-ylimidazo[1,2-a]pyridin—é-yl)phenyl]methanol and the



{3-[2-(2-am nopyridin-3-yl)imdazo[1, 2-a] pyridin-6-yl]
phenyl } met hanol and the hydrochl ori de thereof;
{3-[2-(I Hpyrrol o] 2, 3-b] pyridin-5-yl)imdazo[ 1, 2-a] pyr
i di n-6- Uéphenyl}nethanol WD 2009/ 144395
PW??@% BYO0303 13 and the hydrochl ori de poeFE2H09/000303
{3-]2-(3- phenyl|soxazol-5-y|)%£1dazo[1,2-a]pyridin-6-y
| j phenyl } net hanol ; [ 3-[2- (behzof uran-2-yl)imdazo]
1, 2-a] pyridi n-6-yl]phenyljnethanol; [3 -[2
-(b furan-3 -yl )limdazo[

Zqﬁégmﬁoa&ﬂﬁge r)phenyljnethano

4-[2- r.an |n1dazo 1,2-a ri di n-6-yl] phen
£/| ] [ (@gﬁ Eﬁth?ophen ¥ ylimidazo[ 1, 2-E:z]pyr1d1n]6p)%)phenyl]mechno]l gnd the

[ 3- U@dﬁpmbm&ﬂﬁﬂaﬁyl)ln1dazo[1,2 a] pyri di n-6-yl ] phenyl ]
met hanol ;

[4- ['23" ((gpjéﬁi()@ﬂ]fh'lc%hw 3%/11’%1@1%?{ é—-aﬁ)yﬁhlmér)llﬁhg}]yﬁm\é h]atpol G, tlhle

met hanol

[ 3- [P Hprdsthereaf) i mi dazo[ 1, 2- a] pyri di n- 6-yl | phenyl ] me
t hanol ;

2- (BeRESTUF mdolzﬁ-ylDa)m@zm,z(@pmtm@mfemwmwnnpme nyl

]|nmg@%gh (% Qyridin;
3% (2- et oxyethoxynethyl)phenyl] 2- (thlen 2-yl)imd

‘E‘§°E’§3?%@? ey S BB GG g by e
anohndeBwﬁ@thmhﬁkﬁﬁfth|en 2-ylim dazo[
1, 2-a] pyridi n-6-yl)phenyl ] met hanol hydrochl ori de

( 1 1){2 [2-( IH-indol- S-yl)lmldazo[l 2-a]pyridin-6-y[]phenyl} methanol and the
%F— gﬁ g yl)-3-nethylimdazo[l, 2-a] pyridi n-6-
yljp%eny‘¥ Eﬁ | "and the hydrochl oride ther eof
| -6-yl)imdazo[1, 2-a] pyri di n-6- yI]phenyI
} rret ﬁ’ é? a‘i Aratimidagal be wilryFifaes-ylimemdimethanol;

3- di n-5-yl d
R ST AR S —

hydrochlorlde t her eof ;
[ 2- t 2 BRRrpsilihe-meyiisekaral by hindapPyted|pirnkiBsy | ) phenyl ] m

eth gﬂngqgﬂ&ggl hydr ochl ori de thereof,
(2 chloropyn

d' ng 4 '{y 2) ﬁﬁ' dl?@tﬁ %[);r)n% dﬁ;o? Kﬁ-ag)&gdm-éy 2yl %envﬁ I pan ?nm

and t ochl-ori

[?]ﬁ% h§ A B S A erie ChB e propandol "

2| 3—(2-thlen-3-yhmldazo[l,2-a]pynd1n-6-yl)phenyl}propan—2-ol;
2-[3-(2-pyridin-2-ylimidazo[ 1 .2-a]pyridin-6-yl)phenyl|propan-2-oi;

¢ 2-{3-[2~(5-chlorothien-2-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl} propan-2-ol;
2-[3-(2-benzofuran-2-ylimidazo[ 1 »2-a]pyridin-6-yl)phenyl]propan-2-ol;

¢ 2-[3-(2-thien-2-ylimidazo[ | ,2-alpyridin-6-yl)phenyljpropan-2-ol;

* 2-[3-(2-benzofuran-3-ylimidazo[ 1 ,2-a]pyridin-6-ylphenyllpropan-2-ol;

* 2-[3-(2-benzothiazol-2-ylimidazo[ 1 ,2-a]pyridin-6-y!)phenyl]propan-2-ol;

® 2-[3-(2-benzo[ b]thienyl-2-ylimidazo{ 1 ,2-a]pyridin-6-yljphenyl|propan-2-ol;

® 2-{3-[2-(1-methyl-1H-benzimidazol-2 -yl)imidazo[1,2-e]pyridin-6-
yllphenyl}propan-2-ol;



[3 -(2-benzo[b] thiophen-2-ylimdazo[ 1,2

-a] pyridin-6-yl)phenyl] nethanol and the WO
2009/ 144395 PCT/ FR2009/ 000303 14 hydrochl ori de
t her eof ;

[ﬁﬂ?ﬁ{bﬂﬂlﬂ;b] t hi ophen-5-ylim dazo[ 1, 2- a] pyrlp@mﬁzw9)000303
phenyl ] met hanol and the hydrochlorlde t her eof

3- (2-benzo[ b] t hi ophen-3-yl i mdazo[ 1, 2- a]pyrldln 6-yl)p
henyl ] met hanol and the hydrochl oride thereof;
{2-[2-(1Hindol - 6-yl )i m dazo]

ﬁy g h (a)L']é |y g 'r(? g g:h?%%béﬁ?ﬁ%l iﬁﬁ&%@o‘f k —an(%fritdll?l%—yl]pheny] }propan-2-

{3- k- (2, 3- di hydr obenzof uran-5-yl )i ni dazo[

1, 2-a] pyridi n-6-yl ] phenyl } et hanol and the

hy dr @€ Bl Dfurghe2-yleiden 1,2-a]pyridin-6-yl)phenyl|propan-2-ol;
{2-[2-(1Hindol -5-yl)imdazo[ 1, 2-a] pyridi n-6-yl ] phenyl
} met REROL-bancfutdnes-yliyekz60 [U-apyetEn-6 HBpIRAH propan-2-ol;

[ 3- (2-benzof uran-5-ylinm dazo[ 1, 2-a] pyri di n-6-yl ) phenyl

ek -benz iény(-3-yiietid 0610t i n-2-0
]1 2- a?gﬁl dlﬁ@gﬁylﬁlph%nyl }rretzhmal%m il W&Qﬁhﬁhﬂ% 2ok

2- by DaRrbi2>-¢ian; L [1,2-a
ildlnqg{ ?I]%heﬂyl?ﬁ% hano?")t((ﬁ@-@y])éhe)ﬁgpl1!’1{]?"9‘6!225jl I'py

H- i edahobioXlhi MSRBa1-3-y1)inidazo[ 1,2- -
1 o g grl ot n 6 ik phenyy)l 1D?Z(§)F[)a a]é)yn?mé yllphenyl}methanol and

2 [§w@3 Rettefdetheredii en- 2- yl i mi dazo[
g yridi n- 6-yl ) phenyl ] pr opan- 2- 01;
2 [ 32({ {3 hhféwd@aoywmrmmm -BppidinySiytipiren gy yropapEolynd fiie

opa al.,
%“%‘.’2" oves 05 _ 1 i mi dazo[ 1, 2- a] pyri di n- 6yl ) phenyl ]

p °‘°??§51{@Lmhﬁ R OERsR- imidarai L giyriging vipbea hesghapp!

] phenithd iprdopaiv:ide tkreof;
2-[3-(2-benzofuran-2-ylimdazo[ 1, 2-a] pyri di n-6-yl)phen

y| ] pi2efharn-@4Bihjen-3-ylimidazo[ 1,2- a]pyr1d1n-6 yl)phenyl]methanol
2-[3-(2-thien-2-ylimdazo[1, 2-a] pyridin-6 yI)phenyI]pr

opan22udks-6-(2-pyridin-2- ylimidazo[1,2-aJpyridin-6- yl)phenydm'*thanol
2-[ 3-(2-benzof uran- 3- yllmdazof’r 2-a] pyridin-6-yl)phen

l i€n- LITkICA.Z cn
e e

2 [3[2((2-139;%141%9115 ﬂfrﬁﬁyﬂoy_gl-{]'g&%ﬂ?@E%{lﬁo;;?ﬂh?%(ﬁjn%%h&; yl

p henyl ] propan-2-0

yl ]b'e[%e n?,’}: r%@[fb ﬁﬁ%"-'%’1ml@%%g%épﬁtﬁg-géﬁ)i-é:jh@(fr(%_henyljmethanol;
PCTJ {Fz%% QQ % 919/8rogenzofuran-5 -yl)imidazo[1,2-a]pyridin-6-y1}-6~

fluorophenyl } methanol;

* [2-(2-benzofuran-5-ylimidazo[1,2-a]pyridin-6-yl1)-6-fluorophenylJmethanol;

* [2-(2-benzo[b]thienyl-5-ylimidazo[ 1,2-a]pyridin-6-y1)-6-fluorophenylJmethanol;
* [2-fluoro-6-(2-thiazol-2-ylimidazo[ 1,2-a]pyridin-6-yl)phenylJmethanol;

* [2,6-difluoro-3-(3-methyl-2-thien-2-ylimidazo[ 1,2-a]pyridin-6-
yDpheny!]methanol;

* [2,6-difluoro-3-(2-thien-3-ylimidazo[ 1,2-a]pyridin-6-yl)phenylmethanol;

* [2,6-difluoro-3-(2-pyridin-2-ylimidazo[ 1 ,2-a]pyridin-G6-yl)phenylmethanol;
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2-{3-[2-(2, 3-di hydrobenzof uran-5-yl)im dazo[ 1, 2-a] pyri
di n- 6-yl ] pheny] } propan-2- ol ;
2-[3-(2-furan-2-ylimdazo[

1WA 2)qg9ykdualan- 6- yl ) phenyl | propan- 2-ol ; PCT/FR2009/000303
2-[3-(2-benzofuran-5-y|inidaz&il,Z-a]pyridin-6-y|)phen
yl ] propan- 2- ol ;
2-[3-(2-benzo[ b] t hienyl -5-ylimdazo[ 1. 2-a] pyridi n-6-yl
)phenyl]propan 2-o0l;

2-[ 1(34‘91(511:1@@1@{111& zzymmdaﬁ;[@ bliRriddnPeyii-disn- 6- y1 ) phenyl |
propan- 2- ol {2-fl uoro-6-[2- 8 H-|ndazo 3-yl)imdazo[
1, 2-Giysyanhemmgsigngloheny | | mat hanol and the
hydrochlorlde t her eof

2 { 21p62-berrpiura 22 dimidazgl | R atp tisinf-11) 2, 6adiByarprtieny! Bagyhahph
enyl } propan-2-ol and the hydrochl oride thereof,

{ 2, e{dpfifivore3-G-hzn2tHiniddad d«|Byridin-b-y)plen g detBanal; pyr i
di n- 6-yl ] phenyl } met hanol and the hydrochl oride

t here¢df2-benpPufah Geylioni €z 2 2t diperitiBé-yl)i2m-d AZ@pphenyl Jmethanol;
1, 2-a] pyridi n-6-yl) phenyl ] mret hanol ;

[ 2- fol[ BrOd-DenBothi2zd 2 Fyilichi dez 4 Y hd] pRirdaz®f])-2,6-difluorophenyljmethanol;
1, 2-a] pyri di n-6-yl ) phenyl ] met hanol ;

[ 2- fol [ 264 Thibrot 26t thiaesl ﬂylyﬁluﬁbnazZ&qbﬂradZH alyDitehfifet®myl;) ph

enyl ] net hanol ;

[2-(2- (Bexm&ﬂh@gﬁbheaylym(m&a&p[f}-,lr%roﬁlswﬁmaidzs 18- Mbyri el
| uor ophenyl j met hano
[2 €?£@8H$%?%T¥WF8§ﬁ@ﬁ 2-ylimdazo[
] pyri di n- 6- | uor ophenyl j met hano
{2 ré (¢ l@o&ﬁﬁ&hﬁ—/@m&% tawpsmyfll)tm@ﬁzqﬁzzor{]nyr@@]apwhedu

n- 6h¥ér])6h@orfd'e%fégphenyl } met hanol ;
benzof uran-5-yl i m dazo[ 1, 2- a]pyrldln 6-yl)-6-flu

F;o ’(3 g efg)ef% LS [ bt??l%g;e%z)(/)i gl)lrrrldazo[é 2 a&fyndm -6-yl]phenyl}propan-2-ol;

[ 2 f ugbf/(gb (? én% h%g/! %a éhgcfnygﬁl Ofi Pcfg%i)EYE ?Eyii-riE%[‘B%lzl).pheny]]methanol;

2. 5% F’y{ﬁu%roaotﬁw%‘%%%ﬁﬁ%@%ﬂ=E?Eq¥siaen;ﬁ-xw-dazo[
1, 2fladrpptrendi metbanolil ) phenyl | met hanol
[2 6-di fluoro-3-(2-thien-3-ylimdazo]

, 2 fl-@ybeh£bifitaf2-ylihpi edny,b LAY )-6-he 3
(2 glyﬁ ed| n- 2- ylyllm d?z“o Mﬁi’hz g@{);‘rsl dlrﬁé%e%llf]ﬂ)n%%%{/l]

met b L enﬂA@[rgrQ i -P n ethan
{3- [%nggnchloro?%{%ﬁéﬁgﬁv ﬁﬁégg&%ﬁgéz %%gs}ﬂéﬁgh O; l]

2, 6s {ﬂhﬁérb’-%[[@l@h%ﬁﬁ&l 1 BELRAAL - yhimidazol1,2-a]pyridin-6-
yllpheny!} methanol;

® [2-fluoro-6-(2-furan-2-ylimidazo[ 1,2-aJpyridin-6-yl}phenyljmethanol;

* [3-(2-benzo[b]thienyl-2-ylimidazo[ 1,2 -a]pyridin-6-y1)-2,6-
difluorophenyl]methanol;

* {2,6-difluoro-3-[2-(1-methyl-/ H-benzimidazol-2-yl)imidazo[ 1,2-a]pyridin-6-
yl]phenyl} methanol;

* {3-[2-(2,3-dihydrobenzofuran-5-yl)imidazo[ 1,2-alpyridin-6-yl}-2,6-
difluorophenyl } methanol;

* [2,6-difluoro-3-(2-furan-2-ylimidazo{1,2-alpyridin-6-yl)phenylJmethanol;



3-(2-benzof hran-2-yl i m dazo[ 1, 2-a] pyridin-6-yl)-2,6-d
i f1 uorophenyl ] net hanol ;

2,6-difluoro-3-(2- t hi en- 2- ylinidazo[
,2-a]pyr|d|n 6-yl ) phenyl] nethanol;

2009&#43f5ur an- 3 -yl i m dazo [ 1, 2-a] pyri di rPGF/F¥RRe®/000303
dlfluorophenyl] nmet hanol ;

2- benzot hi azol - 2- yIinidazgil,z-a]pyridin-6-y|)-2,6

| uor ophenyl ] net hanol ;

-di fluoro-3-(2- thlazol 2-ylimdazo[ 1, 2-a] pyridin-6
)ﬂh@ﬂﬁérﬂzﬂiﬁf&h@%ﬂimldamﬁl 2-g]pyridin-6-yl)-2,6- dlﬂuorophenyl methanol;
3- met hoxynet hyl pheny y-2-(1- neg [-THindol-6-yl)im

I
(
a2Q5-2-BerAbBY Kb A1 RS in Aol il de thereof;
(IZ.I(-Pl-—llndoI [Wy 4 ?y -rreo[hg%%?ﬁh@&ghgr?yl)l mi dazo[ 1. 2
]&thawh@waﬁ@&@wé hydr ochl ori de” t her eof |

-{3-[2-(5-net hyl i soxazol -3-yl)i m dazo[ 1, 2-a] pyridin-6
| 1*pHéHAyrdobHopani3d2 gmethoxyethyl)oxymethyl Jphenyl]imidazof 1,2-

- L HREQ: 6- (3- et hyl - 2-thi enyl - 2-yl i mi dazo[ 1, 2- a] pyri

-yl') phenyl ] net hanol ;

[6. ]E[F' E%E%Hﬁﬁ[rdﬁgc]xaz} Eﬁ?ﬁédﬁ%?ﬂ I2-a];9yarllzd [61 yl%ph%lﬁ]\{}%p% -0?-)/
s T S
|2 (2 henrautar RS grang ottt propan-2-o

o f _ethyl -i H- b dazol - 2-yl d
{1 2‘2%8%21131%%814 iﬂﬂeﬁ&iﬁ‘éﬂ%‘ }%t?%%‘glvl Pe%l%»'r?yl}Propan-)2I o ezl

[ 2- fé% 0-6-(2-furan-2-ylimdazo

1’ 2 @pyl’l In-6-yl|phenyl;propan-«-o
: ]8% Pdﬁnﬁthwwmcbwénénrylﬁﬁohlam idin-6-ylJphenyl} 2-ol;

[3-(2- benzo[b%thle i mdazo[ 1, 2-a] pyridin-6-yl) -

2, 62 2d14-{fome #eill ,2-alpyridin-6-yl]pheny!} propan-2-ol;

{2,6-difluoro-3-[2 (I-nEthyI-IFLbenZ|n1dazo| 2-yl)imd
azof 11> &{1ppethydi Idi-@dolyA-Jlsmedagd] 1.2 -aiptidmeoyliphenyl} propan-2-ol;
{3-[2-(2, 3-di hydr obenzof uran-5-yl )i m dazo[ 1, 2-a] pyri di

n- 6 y{3-C2qunolidiStlwradaapl @ralbyridinvéy hptreoy jpropan-2-ol;

[ 2, 6-difluoro-3-(2-furan-2-ylimdazo[1, 2- a]pyrldin-6-y
|) ph2ti(ZHimethvabiod ;y1ida2609/:144395-RiphenRpeH4-000303

17 [3-(2-benzofuran-5-y|inidazo[

1, 2¢ 2} Pi2-(206-diflGorypy) dh - Byl 'm‘dau SRk yropan-2-ol;
[3-(2- benzo| b]trfiﬂ(’ey?]yl 5y§9}| e LS aﬁ%@@q}p TR

2, &ﬁ(ﬂld[qr%&&@w}lm AaRM4-ylimida 6.
|ndol( T3 1 2- (methoxyarhyl SRS 11 phen
y|]3?¢§ 29 gopgn ik

2-[3+2-quinolin-3-ylimidazo[ 1,2-a]pyridin-6-yl)phenyl|propan-2-ol;
* {2-fluoro-6-[2-(1 H-indol-5-yl)imidazo[ 1,2-a)pyridin- -6-yl]phenyl} methanol;

* {2-fluoro-6-[2-(6-methoxypyridin-3-yl)imidazo[1,2-a]pyridin-6-
yl]pheny!l}methanol

* {2-fluore-6-[2-(3-fluoropyridin-4-yl)imidazo[ 1 ,2-a]pyridin-6-yl]phenyl} methanol;
* {2-fluoro-6-[2-(4-methylthien-2-yl)imidazo] 1 ,2-a]pyridin-6-yl)phenyl} methanol;
* [2-fluoro-6+2-pyrimidin-5-ylimidazo{ 1,2-a]pyridin-6-yl)phenylJmethanol;

- ® {2-fluoro-6-[2-(1 H-indol-4-yl)imidazo| 1 2-a]pyridin-6-yl]phenyl} methanol;

. {2—ﬂuor0-6-[2-(1H—indol—ﬁ-yl)imidazo[1,2-a}pyridin-6-y1]phenyl}methanol;



a] pyridine; 2-[3-(2-benzo [d] isoxazol-3-ylimdazo[

, 2-a] pyridi n-6-yl)phenyl ] propan-2-ol;
[ 2-(2-benzo[ d]isoxazol -3-ylimdazo]
1, 2-a] pyridin-6-yl)-6-fl uorophenyl ] net hanol ;
2W{(B2402/144393 ndol - 5-yl )i m dazo[ 1, 2- a] pyri di n-f@=pERBRM00303
yl } propan- 2-ol ;
2-{3-[2-(1Hi ndol - 4- yl)i mdaz@[l 2-a] pyridin-6-yl]phen

I}p opan- 2- ol ;

{3 [2-(2- rrethoxypyrl di n-3-y])imdazo[1, 2-a] pyridin-6

| lsp b%ﬂo}-@{]ﬁ(‘@?ﬁkﬁ%ﬁ&?ndr% 2y IYﬂ)I 1dazi)[l ,2-alpyridin-6-
2 HPWV}WW@W ] phenyl }propan-2-ol;
-{3-[2-(1-nmethyl -1 Hindol -5-yl)i mdazo[l 2-a] pyridin-
yI‘){éﬁ]@ﬁW’Fq Br@peathyRhigh-3-yl)imidazo| 1,2-alpyridin-6-ylJphenyl methanol;
-[3-(2-quinolin-5-ylimdazo[
, 228} fiporioeh-i1-(-mychyph&Fiydo]-rytyraidazdf 10d-i]pyridin-6-
-[ 31 %hen 1? ﬁl n9| i n-5-ylimdazo[
2ya{ ey yI ) phenyl ] propan- 2- ol ;
-{3 di n-4-yl)i mdazo[12a]pyr|d|

- 6- # ﬁb’%% ﬁ)ﬂ?%b‘{“lﬂg‘g% _Vgglﬁazo[l 2-a]pyridin-6-yl)phenyljmethanol:

3- hyl butyl ) - 1H d 1,2
5)# ﬁb‘%ﬂ 6é§ﬁrg%m%ﬁ’e?ftyﬁm%ﬁ%b%iﬁ%gw Y Dphgnly{]nmet%frg)[l
2 3- ui nal i n-3-ylim dazo[

1, 'é]{ &r%ﬁi‘ﬂu‘ﬁowrbdﬁh‘éﬁlg}ml%ﬁidéérﬂ Ipyrigiin-6-yl]-6-

{2 flstepiRn i &&h&n’eﬁl ndol - 5-yl )i m dazo[
{

{

r—|

l\):) I\JHI\)I—\I\JCDI\)I—"""

, 2-a] pyri d| n- 6-yl'] phenyl } met hanol ;

ﬁtm&o@ bdr (ﬁm%ng@mﬁwﬂwr3;%5)@%& 3zl a8l PY

2 ﬂfl?l@ﬂb‘ @EtF (3 fI uor opyri di n-4-y1)im dazo[
1, 2-a] pyridi n-6-yl ] phenyl } net hanol ;
{2-¢ Hl;ﬁrdiélu@mfﬁ%mﬂrmddwLyﬂ)hh'ﬂmao&,yh])pwmdazm]ﬁ;henyl}methanol;
1, 2-a] pyri di n-6-yl ] phenyl } met hanol ;
[ 2- f I{Zj@d@uﬁm(ﬁﬁp(ﬁnmam@ymﬁmw -yihtkazs(fl ,2-ajpyridin-6-

-yl ) phenyl ] met hanol ;
{2 )fl J&gi(yc]) %ed[?afo 1Hindol -4-yl)im dazo[ 1, 2-a] pyri di n- 6-

(2! PR G 2 it Syt pyr i i -

yI | aieen imeidaanol ; WO 2009/ 144395 PCT/ FR2009/ 000303

2 &}
i/ > dlzr'fi)félﬂuglﬁ[ﬂ[h (e(ﬂﬁjzzl’ﬂﬂoh@)ﬂ)mﬁﬁﬁoﬂ' NaFevdind 5'%]9%91}&1&@1&1@1 P

{2-44 m@u@roh%z(dng%tsyaﬁm%ﬁmyda%[mwhaa62 a] pyrid

in-6 henyl } met

{2- XUP%@W yg:lfagolf 1- net hyl - | Hi ndol -5-yl )i midazo[ 1, 2-a] p
yridin-6 yl]phenyl } nethanol;

[2 'fMfodlﬁu@o(322fﬁ%ﬁm&lylthiexﬁ%-yr[)irﬂﬁﬂam@[mpﬁicﬂﬂ-syri di n- 6-yl

W?%%W%% i’soqm nolin-5-ylimdazo]
XN ﬁ],GQCYL 1|1¢9r|0 9(¥n2 81 le{pf lr]ang I;l%lrr]mdazo[l 2-alpyridin-6-

yllphenyl } methanol;
» [2,6-difluoro-3-(2-quinolin-5-ylimidazo[ | ,2wa]pyridin-6-yl)pheny1]methénol;
* [2,6-difluoro-3-(2-isoquinolin-5-ylimidazol 1,2-a]pyridin-6-yl)phenyl|methanol;

* {3-[2-(2,6-difluoropyridin-4-yl)imidazo[ 1,2-a]pyridin-6-y1]-2,6-
difluorophenyl}methanol;
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{2-[2-(2,6-difluoropyridin-4-yl)imdazo[1, 2-a] pyridin-
6-yl]-6 fluorophe nyl } nethanol;
(2-fluoro-6-{2-[I-(3-nmethyl butyl)-1H pyrazol-4-yl]imd

azo[ 1, 2-a] pyri di n-6- yl}phenyl)nmethanol ;

{ N @26e1971448950- 3- [ 2- (1H—i ndol - 5-yl )i m dazo[ 1, Zp&}RYRb6Y/000303
n- 6-yl ] phenyl } net hanol ;

{2, 6-difluoro-3-[2-(6- nethoxyﬁ@rldln 3-yl)imdazo[ 1, 2-

a] pyri di n-6- yl]phenyl } et hanol ;

{2, 6-difluoro-3-[2-(4- nethylthien 2-yl)imdazo[1, 2-a]p

%’rzl d'(@ﬁﬁhf}%)kaop & FZ 3}-1{%‘@_%1%9139{) 1 /- py}'a)zol 4-3&51 d[aio 5,2 afpﬁ/rldm- -

n-6 Y}/}IPPB‘WQHVWPWI hanol

{2, 6-difluoro-3-[2-(2- nethoxypyrldln 3-yl)imdazo[1, 2-

a] p)er @i trpugd- Sﬂﬁ{hhémjﬂbl}wﬂahmhmthylpheny Yimidazo[1,2-a]pyridin-2-

{2 3-[2-(4-nmethyl thien-3-yl)imdazo[
@J?cﬁﬁ&%ﬁé% 6- yl] phenyl } net hanol ;

{2 6-di fluoro-3-[2-(1- nethyl-lFLlndoI-S-yI)inidazo[l,Z

-a]pyridin-6- yl ] phenyl } net hanol ;

[ 2, 6-di f | uoro-3-(2-quinolin-5- ylinidazo[

2. o QP Laed bl R ST Ve B o gl formula (1) can e

prévagg pyrordinntobheyprpqahedegdribee irhahahe 1.

{3-[2-(2,6-difluoropyridin-4-yl)imdazo[1, 2-a] pyridin-

6-yl]-2,6- difluorophenyl } mefhgapol; WO 2009/144395

PCT/ FR2009/ 000303 19 (s2, 6-df1 uoro+@ =§2-[ Qe
1- (3-met hyl butyl ) - 1H Y| ] T hgaeml 1, ™
n-6- vyl }phenyl) met hanelg i) eP—¢

N-tert- butyl 5-[6- (2, 4-di fl ubro-3- hydroxynethylpheﬁyl)

i mdazo[ 1, 2-a] pyridin-Zg yl]nscdtinanmde. In "
accordance with the invention, it he compoundsiugte J row
general formula (1) can be f'prepared according to they,

process descpjbed in sche
NeH,  R2 Re=

1. NH, NH R3NR4=HRRB

N

:,?—R* R3 o N:>~R1

s />-R1 Rz - s
Y R3 7 Ru—G ) Deprotection
R2 - { - XN
IV} iy ?—@:x X GP—0 « (X1
(Vi
pathwayg  Pd" R&SW pathwayc  Pd” |R1-w
X}

R
N
== =N
cl
R2 R3 ™ N\‘)_ RS T N\/)—C1
R4—0 {1X} GP—0 (X1}
X

Scheme 1

The compoundé. of the invention can be prepared according to scheme 1 (pathway
A} by means of a coupling reaction, catalysed by a metal such as palladium, between an
imidazopyridine of general formula (IV), in which R and R1 are defined as above and Y
represents a halogen atom or a horon derivative, and a derivative of general formula (VII), in
which R2, R3, R4 and X are defined as above and Z represents a boron or tin derivative if Y
represents a halogen atom, or a halogen if Y represents a boron derivative, so as to obtain

the compounds of general formula (1), for example according to the method described by A.

Gueiffier in Helv. Chim. Acta 2001, 84, 3610-3615,
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Protection R4-0 (X111) X GP-O X (XIV) O pathway D
H81 R pathway ERei R R (M) (VI) pathway ARR N
Pd10l R Rt IN /\r RE R N/ R RBRL\\ N Y\ N

Deprotection R3 z (I1V) Rz Il "I XR4-0 X O GP-O X

(NP pORA4EEIVI 1) pathway 8 Pd (0) R11-W pat hiegTHRR2009/000303
Rl-W X) R _N~ R3 N~%Cl RBOCI R\ \' \ N~ R4-0

(IX) GP-0 (XI) X X 5 Schene ¥ The compounds of the

i nvention can be prepared according to schene 1

b f l.ing. reaction, _
ot al yakr el S aratior 4L R E b or wednccording

i whetaz bpyatineliynB) 6f geRebhk doQpimyl Raddth, cdiflydthitgh Re@N%uch as
bove and represents a hal ogen

) fi d / L : ;
Slf}%lgﬁﬁ‘g?ﬁj %“%%Sérﬁélﬁ?%%z?ﬁé?d@ﬁ @f gengral fopmplp VIX).oh which R, R2, R3,
oRnendlX froupmidea ok Vb&\)e; anda B L era n‘mﬁé (%?,q{l ?\%}hich Rl is

are defined as above and Z represents a boron of
o‘%?lp?}ja"l‘si apave Fnd YW renaeseRis @ hpren &1 Halertyetivea s@as to obta@ the compounds

hal @e8R fofma EPEESERLS a%c&%g % ﬁ?%éfﬁ‘cfdi &é? r'}b%&) pg3. BSchwald in
obtain_the conpounds of general formila , r
ekhhpt 0%cbYr #%g to the method described by A
According to scheme 1 (pathway C), the derivatives of general formula (XI), in which R,
R2; R3 and X are defined as above and PG represents a hydroxyl-function-protecting group,
as described, for example, by T. Greene dans “Protective Groups in Organic Synthesis”
(Wiley Interscience), can be subjected to a coupling reaction, catalysed by a metal such as
palladium, with a derivative of general formula (X), in which R1 is defined as above and W
represents a boron or tin derivative, so as to obtain the compounds of general formula (XII),
for example according to the method described by S. Buchwald in JA4.C.S. 2003, 127, 4685.
 Finally, the compounds of general formula (XII) can be subjected to a deprotection reaction,
as described, for example, by T. Greene in “Protective Groups in Organic Synthesis” (Wiley
Interscience), or by any other method known to those skil]ed. in the art, so as to obtain the

compounds of general formula (I).

Alternatively, the compounds of the invention can be prepared according to
scheme 1 (pathway D) by condensation between an aminopyridine of general formula (XIII),
in which R2, R3, R4 and X are defined as above, R4 not being a hydrogen atom, and a
haloketone of general formula (VI), in which R and R1 are defined as above, 50 as to obtain
the compounds of general formula (I), for which R is at position 3 with respect to the

imidazopyridine nucleus.

When R4 represents a hydrogen atom, the compounds of general formula (XIII) can
be converted according to scheme 1 (pathway E) into derivatives of general formula (XIV),
in which R2, R3 and X are defined as above and PG represents a hydroxyl-function-
protecting group, as described, for example, by T. Greene in "“Protective Groups in Organic
Synthesis™ (Wiley Interscience), or by any method known to those skilled in the art. The
compounds of general formula (XIV) can be condensed with a haloketone of general
formula (VI), in which R and Rl are defined as above, so as to obtain the compounds of

general formula (XII), for which R is at position 3 with respect to the imidazopyridine
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Gueiffier in Hely. Chico. Acta 2001, 84, 3610-3615. WD
2009/ 144395 PCT/ FR2009/ 000303 20 Alternatively, the
compounds of the invention can be prepared according

to schene 1 (pathway B) by neans of a coupling

r B2 20WNI443%5 al ysed by a netal such as pal | ®RUTIFR2009/000303
bet ween a 2-ch|oroin1dazopyri?ﬂne of general fornula

(IX), inwhich RR R2, R3, R4 and X are defined as

above, and a derivative of general formula (X), in

which R i.s defi ne s above and_Wrepresents a _
O g1l e GRS L B Jamelh (S8 S be G S Shipa dherstecton
Ofeacgi@ﬂ,eﬁsﬁﬂdes‘c_ﬁbd'ﬂWf& Edampld F.X@EH_%L? iRCEPE I RE Ct}r‘a%éshﬁf Organic
ng}?mod_ ,d@;_?rl bed by S. Buchwald in J.A C S. 2005,
12715 gl AL EP Pt POMsER ERsT Mehpdiirayo Gose dhifted in the art, so
ARt Yithih VIRScoRbo RO BF @hehOGAMIAI( XI ) . i n which R RZ;

R3 and X are defined as above and PG represents a

hydr oxyl -functi on-protecting group, 10 as descri bed,

for exArf§FeEdangsy with ty sweiogafhs intpresdiais jof eheGrasmoundsrpf general
QoA Q) bk BRphSd adeWdiBNo HALRISGLENEEhed &%@%&% 2.

subj ected to a coupling reaction, catalyse y a netal
such as palladium wth a derivative of general

formula (X), in which R is defined as abgve and W

represents a boron or ti rivative,'g .to obf in,

t he %qg of ﬁ%ﬁ?alf 9rmula (X 12 roaufor exanpl &~ b
accqreingZt o t he maf hod de&Sowi bed by—S—Buchwal d- TR "
J.A C. S, 2005 182/.4685. (15 Finally, piheyg€onpoundsyaf
general('v)for mul a (X},|) can be subjected to a

deprotefcti on reaction, as described, for ey z by o
T @& tenamidy " Protective Groups in Organic,S sis"
(WrFey | I ntergei e), or by any other nethod,kmbw to

t hdde ski Ilgﬁqo' he art, so as to obtain the

co ds of ge )f‘al formul a %Tternatively, t

compQunds of thé inventitd i

2{\%] 20 sefrene ], pat E%qu
i nopyri di ne nétal f la (XIT1), gl

R31 Rﬁ%:aﬁﬂgg a%gfi ned as above R4 not being &

hydr og‘en atom and a halxglgq! §4eR,§§’ gener & RE=gimut~a X! R6 = GF)

(M), inwhich Rand R '%}ﬁveaéj: JIhed as above, so as to

obtain the conpounds of general fornula (1), for

which Ris at position 3 with respect to the

i m dazopyridi ne nucl eus. 2%héme? R4 represents a

hydr ogen, &t g;m f.aeneral .formula (XI

can be cronggegr%cselgg%% or &%ﬂgitt% %O%Wé’%d%ffg%ngfn%\%?gé)(w}can be

ohiped by corsieisues oftweppne raalindpriding af geXry) formmilm (M ircWhich R is
X are defined.as above and PG.represen a

Bernell A Y B S F SRR O G o Rh B8R hpBone of

exar feemulay(I1TF, in GhesdrRel is Befind o A0V¢, V& kP Sccbiiddtd &Rirkethods

described by L. Cai in J. Med. Chem. 2007, 50, 4746, so as to obtain the compounds of

general formula (IV), for which R is at pesition 5, 7 or 8 of the imidazopyridine nucleus.
Alternatively, according to scheme 2 (pathway b), the compounds of general
formula (IV) can be obtained by condensation between an aminopyridine of general formula
(V). in which Y represents a halogen atom or a boron derivative, and a haloketone of general
formula (VI), in which R and R1 are defined as above, so as to obtain the compounds of

general formula (IV), for which R is at position 3 of the imidazopyridine nucleus.

According to scheme 2 (pathway ¢), the compounds of general formula (XIla),

(XIIIb) or (XIV) can be obtained by means of a coupling reaction, catalysed by a metal such
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Synt hesi s" (W Iley Interscience), or by any nethod

known to those skilled in the art. The 30 conpounds of
general formula (XIV) can be condensed with a

hal oket one of general formula (VI), in which R and R

aMe) 2@y Hddbsas above, so as to obtain the conpopPe3065/000303
general formula (XIl1), for which Ris at position 3

with respect to the im dazopy‘?% di ne WD 2009/ 144395

PCT/ FR2009/ 000303 21 nucl eus. Finally, the conmpounds

of ral formula (XIl) can be subjected to a
%‘-‘-pl%g’? B B Weﬁnea&c%ni(uaw")rlé@e @égéf}eraéeg ermufaoiVag pa e profpgted by a

T R, t S t
W%’?@P‘%?lheppl;m ié ﬁifgc@l Y\érr@pr@'e%% ha'lt Igag)%!tnc% 8%& (_gl\lc,gﬁvc‘én‘?fe and a

t‘ﬂfé‘é’é‘“@k‘?fl geagral fprple D)., ms‘t‘!ihlc K2t F3otmdakK rerg Hefined as above, R6
C&ﬁ@%&dﬁ4 @Jonﬂ)%{ﬁﬁfs @hﬂfa Qa'h ﬁb)( !)1) a c})x?d:l)%rl %:n%%n- o%gtu}glf érrc}up PG

the invention, t Re T nternedrat os e conp
gé&prepaunds XBPranl £ renrpseotn Hoenprepalesehtiae GOF ohpnagedtsoa bdiegen, or a

me 2. R1 ar~ ROEt iN N
S%?%ﬁgﬁmﬁ% ag%% 5%&55&‘% ~ Y\ rERL p NNH Y\
N (I Br~ARi (11) pathway (VIII) (1) 1~ ~rR1
R2R33ysccordin tpehpe 2 Bpatlperty lihale donfRbur@s of ge@e@PfoRBulZ(VIII) can be

%’té&lﬁed ngO\I-%lR?he E@d[hﬁ%%d%n%% fgﬁé{kgl(lf)%lr ?exa%gple/: ac}gﬁr?i%g \to ‘}he I}Inethod
phsdrikey bg X ReviBend in( Y. Romnf@R) 199X ka1l R6-176R4TheRionmpounds of
@enér!al)%.orrﬁlga TDSA'(}I' XD, (1121( Iwh;ich%g, Iz{E,%B) and X are defined as above and R6
represents an R4 group (compounds IX) or a protective group PG (compounds XI), can be
obtained by means of a coupling reaction, catalysed by a metal such as palladium, between
an imidazopyridine of general formula (VII), in which R is defined as above and Y
represents a halogen atom or a boron derivative, and a derivative of general formula (VID, in
which R2, R3 and X are defined as above, R6 represents an R4 group or a protective group
PG and Z represents a boron or tin derivative if Y represents a halogen atom, or a halogen if
Y represents a boron derivative, for example according to the method described by A.

Gueiffier in Helv. Chim. Acta 2001, 84, 3610-3615,

In general, the above intermediates can be subjected, if desired and if necessary, to

any protection/deprotection reactions known to those skilled in the art before and/or after

any reactions described in the schemes above.

The products of formula (I) can be subjected, if necessary and if desired, to any
reactions known to those skilled in the art, in any order, so as to be converted into other
products of formula (1),

By way of examples of reactions, mention may be made of reactions for
esterification or for amidation of an acid function, carbamoylation reactions, ester function
hydrolysis reactions, reactions for converting a hydroxyl function to an alkoxy function,
coupling reactions catalysed by a transition metal, reactions for protecting reactive
functions, reactions for removing the protective groups that the protected reactive functions
may be bearing, salification reactions with an inorganic or organic acid or with a base so as
to obtain the corresponding salt, reactions for resolving racemic forms into enantiomers,

said products of formula (I) thus obtained being, where appropriate, in all the possible
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(XIl'lb, RB =R4, R =G) (XIV, Re =G, R =H 10
Schene 2 According to schene 2 (pathway a), the

compounds of general formula (1V) can be obtained by
condensati on between an am nopyri di ne of genera

f Bro0m/ 4495 in which Ris defined as abOVEP@ﬂf*RXOOQ/ooos{)s
represents a hal ogen atom or a boron derivative,

hal oket one of general formul# (111), in which R |s
defined as above, for exanple according to the nethods

15 described by L. Cai in J. Med. Chem 2007, 50 4746,
sBoHRICeHasismaTihand thastempsomatisisorber fgmmer al f or nul a

(1V), for which Ris at position 5 7 or 8 of the

i M dazppyKdnds 1Qnd 0

scheme 2 (pathmay§q£?H§m%gcon§%un IM eym%%%&%&%%p&eaﬁmOdﬁm
(HTSPATiEg Hiepds B‘thﬁﬁcﬁ@éd lBye C@mm]atawmhbb@t deseribegnn the literature, or
SAPSE b8y SeoEATE AL TR D i g o
Haltlm@ﬁi@l&ﬁdlmfhegeneral 20 formula (M) , in which R

and Rl are_ defined as above, so as to obtain the
conpoutfderdge to @’éﬁ}lﬂf af itf asperid, a sybiog) of thomvention s #Roitke aimpounds
pﬂsfohhmme vof-1)t ey (@Jﬁapp%gl g“o .ﬂu?ﬂcﬁﬂ (xﬁ@)cctkﬁk 9 (xm,

ounds_ of
%ﬁ%?gm %lgcfl W i %665 CGPP%%"We deiuliRs Sﬁlﬁb%imf@n@gﬂwws of
rrbfafm;np@ﬁnchoﬁmwphlamg reaction, catalysed by a netal
such WD 2009/ 144395 PCT/ FR2009/ 000303 22 as
pal | adi um between an am nopyri d| ne of general formula
(va) or (Vb), ted by a get ve group R A
which Y regge al oge r\%_%or on
derivative #&nd a derivati of general for
(VI1), inaiPch R2, R3 and XYi
represents R4 (omrrpounds )ﬂ a ang_Xll1b) or
hydr oxyl - functi on-protecting gr oug BG 5 ( cori{¥o
XI'V) and Z represents a boron or tin derlvatlve i f Y
represents a h ] '
boron deri vag

obt ai ne qrgé m ,

for ex ie acc ng to the 0 descrifbed i
Townsenq i% Sy . 1607 &i%s- o en e ™
compounds of 10 eneral for (IX) or (XlI), Tn which

R, R2, R3 and gfined as above and R6
represent s an Y g p (conpounds I X) or a protective
group PG pounds Xl ), ean be 8 5-Q
a coupl i edEtion, catal

pal | adi pbet weem an i m da
formul.a& (VII1), in which R

—Si NH —
/ 0 d J 2 /SI
N
(XIV-1) E

The compound of formula (VIII-1) can be prepared, for example, according to the
process described in Example No. 3. In a first stage, a condensation can be carried out
between an aminopyridine substituted with a boron derivative, such as, for example,

5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)pyridin-2-ylamine and ethyl 2-bromoacetate.
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represents a hal ogen atomor a boron derivative, and a
derivative of general formula (VI1), in 15 which R2,

R3 and X are defined as above, R6 represents an R4

group or a protective group PG and Z represents a
b®¥@noaw144896 deri vative if Y represents a hal OEfR2009/000303
atom or a halogen if Y represents a bor on

derivative, for exanple accor & ng to the nethod

described by A. Cueiffier in Helv. Chico. Acta 2001,

84, 3610-3615. In general, the above internedi ates can

b swgbpreiatagel thd donglesidriecihpp@d td 2 ARELSSAEN, chicPinatRB réMon in the

p 1% el?lgé J;f%%@g%%t ea%%)n't ]cs)lpchr § Cotd}li)lgo%? kn rldgn\yhlgb%}gets tlaei,]ré)mpound
d@éIHrll)bed in the schemes above. The products of

f or mul gpd Jo);np@a@iﬂl J-}%m%lfﬁl?@l tsﬁg?]no Wprgﬁ?%h%gﬂéé/ g fjff !:oélphr}g reaction,

desired, to any reactl
t $pal g by |arin%iﬁy5%h @& palladgmg detvgerhe-brommpveltlerdiniigazol 1,2-a]pyridine

Oidd&(hy&b%é@ly@pﬁgnyﬂﬁfoﬁwaélld(éls)desc%@e(ﬁ}{ BAa¥pieoexanpl es
of reagtions, reactions for

est eri t 15CEfIPEYP o‘i|} f?@”‘%ﬁ%&gf@oﬁ‘i’ Rifpaéﬁﬁi bYCRng Qe equpking reaction,
caurdbznd by at man, seack Ip@ﬂﬁlurﬁ,SHerf/eeﬁ WRCEdn@dund Y Ofo@hWE I($T11-1) and

re ctiaons far cor ti ydr oxyl
ﬁ%ﬁogﬁﬁ%ﬁgﬁgﬁompk s e E m‘&‘g ﬁ Png reactions
cat al yBededmpoznd pérf@muﬂaofﬁihiét@h ber papdred tisodghr the action of rers-

ﬂi&}l&ﬁ&rb&l%efh?@ﬁir{evo% thé l&&ﬁ%duﬂﬂ%f £55RAG! ('tﬁag&} lﬁ%e FSE&% D82 base

rotective groups tha rotec

f%‘ﬁ*ﬂ: §IBH$250 2 250V e ey tetréwdrerfilr@ataﬁ é%cmhﬁéen Example No. 4.
W t h alhel o@pa3RAI o f&ﬁmﬁr@@-m @an&fé' ;ﬂeﬁfed‘ﬂytnlibaﬁs &aasc%uﬁl%gq‘éactmn
C%tapggaa g t he corre E ndi ng 51@ gact [ ons beryl

resol Vi ng” r dceff' @ f Pt BrlarLe | SReE Qs]%ﬂoE‘PO enzyloxy)-tert-
prugddioethyleflant endnbk aorfibound bifernali4 @ilied, dbdesagbedvl ExBnple No. 3.
appr opg: I 09/ 144

e FraG08TBuBasE R Bl Veuefed B ouping reaction
dribset d5i 8 onerl cutts erepalindinms betweers d Brdmms-G-flaordbedzyloxy)-fert-

e/ Enethi kit GRIMRO BRI uADSr g 14 f@ﬁll‘?‘r‘% ﬁ%sc%‘&%@n Elﬂﬁnple No. 13.

nmet hodg{ or (E) 5pa ing themis not descri

conmmer'¢F &PPPOURG &F fospble (Sf-4hes be iprwarer §y asans qftae"-pamlmgéeactwn

ehtalyedds By @.axﬂetble s@dheﬁapeﬂﬁdlﬁﬁlc 0kl (i&oﬁi@b@cﬂﬁud@@&eﬁﬂ( loxy)-tert-
to tho

S L o S G H e 555 v
as pectlde cranmmbgi ef:forrmﬂa (X 1) ewretd preparddbyaheans dfaeoupling reaction,

9@9&&“@% mg% st a&{t&l tzeﬁlgeh é&rﬁ'lg%)amgwﬁ#meﬂnd a boronic

(Xl - (XI-
@s«ﬂ\dﬁqyatw vazxpplaﬁdhxckwmyhvl)ﬂ‘rwesleoromnpomras desariped in Example
wgef ul as synthesis internediates of the conpounds of

For mJlT%e gorzlliour]fc(l) of formula (XIII-2) can be prepared by means of a coupling reaction,
catalysed by a metal, such as palladium, between 5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-
2-yD)pyridin-2-ylamine and 2-(3-bromophenyl)propan-2-ol, as described in Example No.8

The compound of formula (XIV-1) can be prepared through the action of (fert-
butylchlorodimethyl)silane on the compound of formula (XIII-1) in a solvent, for example
tetrahydrofuran, in the presence of a base such as imidazole, as described in Example No.6.

The compound of formula (XIV-2) can be prepared by means of a coupling reaction,
catalysed by a metal, such as palladiuny, between 5-(4,4,5,5 -tetramethyl-1,3,2-dioxaborolan-
2-ylpyridin-2-ylamine and 3-(fert-butyldimethylsilyloxymethyl)-2,4-difluorobromobenzene,
as described in Example No.10

The compound of formula (XIV-3) can be prepared by means of a coupling reaction,



AN/ Jl /Jda BN~-Cl \ NGO NJI 11 (MI1-1) HO
(IX—l)HO(I -2) 15\ NJ O jf JzZIIXii d \ \ NC

20001 f

lem%,

(XI 1) 05 (XI-2) F Gl (Xi 3) 20 -cl \
NHZ OH NHZ \ N\ N S~O (X14) \ \ 25
PS1 1-2) 1.ONHZ F/ NHZ NHZ N \PCTNR2000/000303

I / 30 (XV 1) F (XIV-2) (XIV-3) The conpound of
formula (VII1-1) can be prepared, for exanple,
according to the process described in Exanple No. 3.

stage, a condensation can be carried out

I n flrst
béi‘taé fl by A %lﬁﬁ)@ﬁ Riillpdium issvden Gr(éd, S\vi-tetengetlipdil 312 -dioxaborolan-
dé-I} i)pyi‘idmﬁﬁ—yla&hh&haxﬂsli (tgf%utg%lﬁ'lmlll 511y§)§}’m hyl)-%—ﬂu?r)obromolaenzene as

2-di‘oxabor o

t hyl
C?b“hﬂg Biggﬁ 2- bronpacetate. WO 2009/ 144395
PCT/FR2009/000303 24 In a second stage, the conpound

i s subygec atlon
react|%ﬁaéﬁﬂiﬁ%g%fréggﬁ?gbgﬁlé%@ﬂ %?*ﬁbt oFagEHtl) sud kXTV-1)
a¥CIp REPpRG FLibe m@ﬁ b pwdte or witdneil, GitheRrh b &88P0aMdalt. Table 1
(Mdslsoh ph}gﬁgckﬁ&wp&ﬁ@éjoﬂﬁesé Fxrtéf%le(ﬁatésl X-1) can be

prepared by nmeans of a coup

I'ng reaction, 5 catalysed

by a metal, such as pal | adi umldbktiween
6-bronD-2-chIoroinidazo[l,2-a]pyridine
No. 'H NMR (DMSO-d6, & ppm); M+H; Mp
T 1.35 (m, 12H); 7.4 (d, 1H); 7.5 (d, 1H); 8.1 (s, 1H); 8.85 (s, 1H); M+H =
279; Mp = 115 - 120°C,
IX-1 -
( ) 4.6 (d, 2H); 5.3 (t, 1H); from 7.35 to 7.75 (m, 6H); 8.1 (s, 1H); .85 (s, 1H);
M+H = 259,
X2
(IX-2) 1.5 (s, 6H); 5.1 (s, 1H); 7.45 (m, 1H); 7.55 (m, 2H); from 7.6 to 7.7 (m, 2H):
7.8 (s, 1H); 8.05 (s, 1H); 8.85 (s, LH).
XI-1
(XI-1) 0.10 (s, 6H); 0.92 (s, 9H); 4.79 (s, 2H); 7.37 (d, 1H); from 7.55 to 7.67 (m,
SH); 8.05 (s, 1H); 8.84 (t, 1H); M+H = 373; Mp = 120 - 123°C.
XI12
(XI-2) (CDCLy): 0 (s, 6H); 0.85 (s, 9H); 4.5 (s, 2H); from 7.15 to 7.55 (m, 7H); 8.15
(s, 1H); M+H = 373,
)
(XI-3} (CDCI3): 0 (s, 6H); 0.85 (s, 9H); 4.5 (s, 2H); from 7.05 to 7.1 (m, 2H); from
. 7.25 t0 7.3 (m, 2H); 7.4 (s, 1H); 7.45 (s, LH); 8.3 (s, 1H). M+H = 391.
14
(X1-4) 0.0 (s, 6H); 0.8 (s, 9H); 4.7 (5, 2H); 7.15 (t, 1H); 7.4 (d, 1H); from 7.5 to 7.6
(m, 2H); 8.0 (s, 1H); 8.65 (s, 1H). M+H = 409.
—_— 4.55 (d, 2H); 5.2 (1, 1H); 6.05 (s, 2H); 6.55 (d,1H); 7.2 (d, 1H); from 7.3 to
7.55 (m, 3H); 7.7 (d, 1H); 8.25 (s, 1H); M+H = 201
X2 1.45 (s, 6H); 5.0 (s, 1H); 6.0 (s, 2H); 6.55 (d, 1H); from 7.3 to 7.4 (m, 3H):
7.65 (s, 1H); 7.7 (d, 1H); 8.25 (s, 1H). M~H = 229
XIV-1
( ) 0.09 (s, 6H); 0.91 (s, 9H); 4.75 (s, 2H); 6.02 (m, 2H); 6.52 (dd, 1H); 7.21 (d,
1H); 7.36 (t, 1H); 743 (d, 1H); 7.47 (s, 1H); 7.66 (dd, 1H); 8.21 (d, 1H).
M+H = 315; Mp = 82 - 84°C
(XIV-2) 0 (s, 6H); 0
. 6H); 0.8 (s, 9H); 4.7 (s, 2H); 6.05 (s, 2H); 6.45 (d, 1H); 7.05 (1, 1H);
from 7.35 to 7.45 (m, 2H); 8.0 (s, 1H). M+H = 351
XIV-3
( ) 0 (s, 6H); 0.85 (s, 9H); 4.5 (s, 2H); 6.05 (s, 2H); 6.45 (d, 1H); from 7.05 to
7.15 (m, 2H); from 7.3 to 7.4 (m, IH); from 7.45 to 7.5 (m, 1H); 8.0 (d, 1H).
M-+H = 333
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and 3- (hydroxynet hyl ) phenyl boroni c acid, as descri bed

in Exanple No. 2. The conpound of fornmula (IX-2) can

be prepared by neans of a coupling reaction,

catal sed bg a nmetal, such as palladium between the

c Y% ornula (VI11-1) and PCT/FR2009/000303
2-(3- bronnphenyl)propan 2- ol as descri bed in Exanpl e

No. 7 10 The conpound of fornu?a (XI-1) can be prepared
through the action of tert- butyl chi orodi net hyl sil ane

on the conmpound of formula (I1X-1), in the presence of

a base such as imdazole and in a solvent such as

tetrah bed Ex . 4. Th

corpouttt aPtaR, RmtET dichh B i ainett e affermapnds i

aa@@udmmn@tﬁ rhacmveﬂf\on Thedk alkysees by mdt nﬁﬁtﬁhlg,ana uﬁelilelﬁuustrate the
enzyl oxy)-tert-

PLLASLUE, el uesn, (2 br o b
DS RUTLFF St SDPURE: ORI S il eiven in the tebl
(hﬂrélh&ffh),,wlﬁﬁ] dh&ﬁeﬁéshﬁﬁéj chetibal 3 uEeMNIhd Be pﬂ%@ca@ g{@%&d of some

g{%( can be prepared by neans’ of

OWOF{%a?Cé’ ‘E%tBﬁhe invegtieft ysed by a netal, such as

pal I ad,l_um bet ween (2-brono-6-fl uorobenzyl oxy)-tert-

but yI df FetFPEFFEAE Binepraqunds ovAs GeiAklished drommbhsis of the Autonom
(dFtlvkrel) , as described in Exanple No. 13. The conpound

of formula (XI-4) can be prepared by neans of a

coupling reaction, 20 catalysed by a netal, such as

pal | adi um between

(Ecali 12, 664341800 t £F b ridin-3-v)imi _alovridi
WI%mrret Iégl gl I gne agﬁrﬂ%ﬁ%@éﬁyoﬁ@gn&n :f gll)lrlf'ﬁfl%zou’z alpyridine

fArgchloyide 4G 2HgempoundcP oftheehlebl e No. 14. The conpound

of formula (X I1-1) can be prepared by neans of a
doupl i~ @éﬁré‘tﬁ“é?ﬂmeéa’!ﬂeyﬁmridw -ZryHetetdmidsuch as -
pal | adi um bet ween 5-bronp-2-am nopyridine and a
bor onittderaal grege rsirgane.i L@ g pOM- ~(espeompipgridin-2-yl)acetamide, 967 mg of
3= (sl QXM borgn des¢

Do e b AOEONL ST 360 By, B AR PRy blagprines
ISé”a&I"-@b&ﬁeéﬂaCny e mdtbf)ﬂtanetdoiqsk cogainia@ o ind f dlmethoxyethane and

qg%ﬁ'o‘f’§eg{ OYurn TBL 5#&%1 %Sdgg ssegabd oacfrpg?]&) eIIhe Saturc is heated at

4,5 tetranet
ﬁOﬁ Ypyks épurs. 2A§l¢ram0heg,aihd reaction mixture is concentrated under reduced

n scri bed in Exanple
RGP B COEG R R o s R ot an Wss e huse i
sdrrateg hant hiried atvien modi‘lfm (sﬁ 1&#td, -andQhe filtrate is concentrated under reduced
’;%%%GI c%é)rreol |err1et hg Zﬁ‘% gne.on t he compound of fornmula
P R S 810 B tiedity silics arhsieomatogtap i platiet biegrarried out
ivith tah élchﬂbﬁﬁeﬂﬂﬁe/ﬁéthﬁob@xﬁﬂu&u afle a8lid BhdAZOLE tr1t§1§tefl with diethyl
The conpound of fornu

S(?r\feﬁ‘}"e’éegr]?y EEX ratipg ﬁ“adrté%“ %ﬂﬁdn’e% &f eimpguidie phipined.

I cat al sed by a netal, such as palladium
6@%&@%@8@% QM% siﬁt atitt pave hyi(s ,PHE, 223 ¢ YRahoh 6L aHY; from 7.4 to

isytﬂ@mlﬂé - B %@ ﬁ 8.2 —

3- (tent-but yI di %lret ’S|}F}y %Iggy'rré? ﬁ'f}l(ﬁﬂi %@4?'&5 I(II“UI@OWEI@”Q'
penzeg _tm@t ngEI § %23? I £ No.10 The

corrpou?d of @rm?% ‘% yrf:dal\IE)i e BPepared by neans of

a coupli fgof AR Bfliroxide in 2 ml of ethanol and 2 m] of water are placed in a
round-bottomed flask containing 695 mg of N-[5-(3-terr-butoxymethylphenyl)pyridin-2-
yl]acetamide. 1 ml of water and 1 ml of ethanol are added thereto and the mixture is heated
at the reflux of the solvent for | hour. After cooling, the reaction mixture is concentrated

under reduced pressure. The residue is taken up between dichloromethane and water and the

organic phase is then separated, dried over magnesium sulphate and concentrated under
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WO 2009/ 144395 PCT/ FR2009/ 000303 25 catal ysed by a

nmetal, such as palladium between

5-(4,4,5,5-tetranet hyl -1, 3, 2- di oxabor ol an-
2-yl)pyridin-2-ylam ne and

2% endy/bibyd di et hyl si |yl oxymet hyl) - 3-f 1 uor gh )gﬁ 000303
ene, as described in Exanple No.9 5 The conpounds

formulae (M11-1), (I1X1), (X11), (XI-2), (XI11-1)

and (XIV-1) were prepared in the formof a powder or

of an oil, in the formof a base or of a salt. Table 1
gTeglé@d §Eﬁ5@‘r‘b Are residehispuofigd Watlaca gkl dhl‘moraphy, elution being carried

[ Bl %ﬁ{%%&icﬁ&?etﬂﬁ? E&i}%n%xt{.\g %é OE%NB 8"1’?‘8” aie’_&? n%dl
120NW% %Wg@s%m ?M 2t I9![‘i|) 4 B2 825 6.55 (¢

715 72m(d,6H); 7.8 @& 1(H; 7. M-lhd 18) 8755 ((SSIH)lHﬁ (m, Mh"'s%s %59}1) M+H =
(55)§2)15(s 6H); 5.1 (s, IH; 7.45 (m

2H); from7.6 to 7.7 (m 2H); 7.8 (s, 1H) 805
(s 1H) 8.85 (s, 1H). (XI-1) 0.10 (s, 6H); 0.92 (s,

4.79 (s, 2H); 7.37 (d, 1H); from7.55 to 7.67 (m

S‘E%C (&i’e'%)i""(%%')@fé‘,ﬂp%"xl& z-pwin-%’;?g'@‘d@@u,gm,,v,;héf?s'

7
373 ({§9m % g&ffgjbut%y%g}xylglﬁ)ny )mmgg 2{ glamgqq)%btgmgl Qogordmo to

rofdc MeZcrﬂﬁdﬁ {a m2) 2 r ridi anone in
Zhd p oo 10E7 xaipé& S) fﬁggo‘clﬁ@@%% c%?ng 9y7d§3!5[&h 0

glé iﬁl ()§(I gr)op:aqogl) ¥e, p]gqq)i iy ag rpund-bgpymed fipslC 32232 H)1g of sodium
Evdﬁg&dcarbbnaﬁ) are bddbd( Fhe llel_éltﬂ)on nfugitgfg 1Z h?atécp%BSOQZ f((r%h%tps left to

8. 65 ,
go %lamblf;;g temBer@Bregazld cgr}.q)antr@ds,gldgrdeqquyd pr}sszre( dhe tehf)ine is taken
fub @B‘ﬂw%elsw hter anld X acldate! TRS rge?lﬂ 9@1) e 1Z %J’a_éageﬁg%g%fcedsg ang E‘}e filtrate

g H;, MH = 201 (XITI-2
Ozoegentrgtpg urg]e55regle{:ed 1 Bfessufer oifhe7 1351&1@ hs 4p1(r[ﬁed3lb|)f silica gel

F%(rlé%?&%agg}Welut1Zn %e1&§ 'canjgl;% EutSWi%Hr’ 6)(3?0&110&0 h ’ Elléﬁlo% nélmb]?e 128
£go 21‘1!)1?0“6(15120@@@'361 1H); 7. 21 (d,
M+H = 358.

1.4 &(S-tert-Butoxymethylphenyl)-2-(pyridin-3-yl)imidazo{1,2-a] pyridine
hydrochloride (1:2)

121 mg of 6-(3-tert-butoxymethylphenyl)-2-pyridin-S-ylimidazo[I,Z—a]pyridine are
suspended in 5 ml of dichloromethane; 7.48 ml of a 0.1N solution of hydrochloric acid in 2-
propanol are added thereto, dropwise and with stirring, and the mixture is stitred at ambient
temperature for 7 hours. The mixture is concentrated under reduced pressure, The solid
obtained is triturated with diethyl ether, recovered by filtration and oven-dried under
reduced pressure at 40°C. The solid is then dissolved at ambient temperature in a minimum
of isopropanol and then reprecipitated using isopropyl ether. The precipitate formed (after
3h in a refrigerator) is recovered by filtration, washed with pentane and then oven-dried

under reduced pressure at 50°C, 60 mg of compound are obtained.
Mp = 220 - 222°C. 'H NMR spectrum (DMSO-d6, & in ppm): 1.3 (s, 9H); 4.5 (s, 2H); 7.45

(d, IH); 7.55 (t, 1H); from 7.65 to 7.75 (m, 2H); from 7.85 to 8.0 (m, 2H); 8.05 (d, 1H);
from 8.75 to 8.90 (m, 3H); 9.15 (s, 1H); 9.4 (s, 1H). M+H = 358.
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IH; 7.36 (t, IH; 7.43 (d, IH; 7.47 (s, 1H); 7.66

(dd, 1H); 8.21 (d, IH. MH = 315; Mp=82-84C (XIV-2) 0

(s, 6H); 0.8 (s, 9H); 4.7 (s, 2H); 6.05 (s, 2H); 6.45

(d, 1H); 7.05 (t, IH; from7.35 to 7.45 (m 211);

8 V00 409/ 14M4p95 MkH = 351 (XIV-3) 0 (s, 6H); 0. 8BCT&R2009/000303
9H); 4.5 (s, 2H); 6.05 (s, I—% 6.45 (d, 1H); from
7.05to 7.15 (m 2H); from7 ‘8 to 7.4 (m IH,; from

7.45 to 7.5 (m iH; 8.0 (d, 1H). MtH = 333 WO

2009/ 144395 PCT/ FR2009/ 000303 26 The fol |l ow ng

exanpl es describe the preparation of certain corrpounds

[ Exatﬁﬁ]@ Qr dance wi F3tK21(Fiﬁnélﬂ1V§9ﬁ¥nQﬁzo [T,E Zﬁfyrﬁﬁ@ qpvll)gﬁelﬂqjgnethanoi

n I|mt|n(3 and nere IluStrate t i nvent”
]

W@?@“"&‘F He (coumeBuhaef tedale)i fied refer back to
tmse Q—B\‘&Boﬂ?[a&rﬁ&a&ﬁbiﬁ gngﬁ;rfb&after whi ch

illustrates the chem cal " strucutres and the physi cal
pr oper ¥ €91 soramnperidicgnpuuindin Swbetiitng thoamdaeetate are placed in a

i H)‘dgdlgétf%%ed hhe A gﬁfrgéﬁl AR bk ?ntcenihné;g R%Erg %”E%”E {e\ﬁlg}%te fws and is

establ i shed on t asl s onom 50
ESeadsied by: filtration, washed with diethyl ether and oven-dried under reduced pressure.

GTI{ 635 { @f y h i.N- 3- m dazo

el Eyr A W R PRkl B¢ SR L Bh R b aPest e ar
t@@pcbyhemto]_ The reactlon mixture is heated at the reflux of the solvent for 5 h, cooled to
’\knL eeng gegﬁ)g{atéuor c? Mﬁn@{ntg{% ﬁ(l'lgr @XJuL%' pr}essu lllh%?eestld%gnoggmed is
Nal(e@ Ltprl:@tmepy Iiacki BH(leyma)IﬂﬁﬁﬂlaIm 4@, thd& faripidbe is separated, dr:ed and

hen nlc acid and 269
°° °e“ rat“? ‘?% %,Jg% }vééj o1 BOBRAUPG sl ds Bng% gpsequent
Ismagas mwbt.hda@ttoned flask containing 30 m of
%g)dgyet hane and 15 m of a 2M sol uti on of sodi um
car te degassed beforehand. The m xture is heated

&2 9Biodio-15h1bRHEdaz ﬁtzﬁ{]p hd Ng, the reaction
m xture is concentrated under reduced pressure. The

resi dib™RUE 8K & aqf DEPReSH-midr dRormrianzoneid Swalta§POCL is

thhae@atgamccfopb%ﬁ R thSERMAE Im B
F@lﬁ'ﬁat e, and the fsl ltrate is tccg)?}ce%ttr aée?%u g& oGO IHHBY under

CeRresprep T tsgitee isThken rupdietiteen water hehdipiipiofrietandoynd a 30%
ShhdoG@sollRlon P N@IBLI QSR | lngcarried. out

h r? aS di gﬁ | or onet h%%e?yé[nthgr?g% ﬁ%iist(%}aé&d ﬁhe <ot ase is then

é@ﬁaéﬁt%érwds o¥er inpagnesiva swiphiake elidetcydntratet hveder red@eal preggire. The

géé%cgllk lr%ge dl?eih ;&\QJ]@SF %ysszlgc t Elcgr()ﬁgégaa%r e%.\ r%g’#;]cdanf% 40ut with a

dishlogid)ethape/Biethgnol 31-1-})ture47€185ngﬁ° coﬁbi)undfafeQﬁtaYneé to 7.55

(ﬂmﬁ%pec éﬁ%ol 6 | 8 99 (%g,é}_')m) T2 28,3 & Ty, M =
232,

2.3 [3-(2-Chloroimidazo[1,2-a|pyridin-6-yl)phenyl}methanol

In a round-bottomed flask, 760 mg of 6-bromo-2-chloroimidazo[1,2-a]pyridine are
placed in 25 ml of toluene and 8 ml of ethanol and the mixture is degassed with argon for
10 min. After the addition of 230 mg of tetrakis(triphenylphosphine)palladium, the mixture
is stirred for 5 min at ambient temperature and then 650 mg of 3-(hydroxymethyl)-
phenylboronic acid and 8 ml of a 2M solution of sodium carbonate are added. The reaction

mixture is heated at 80°C for 16 h and then cooled to ambient temperature and concentrated

under reduced pressure. The residue is taken up between water and ethyl acetate and the

organic phase is separated, dried over magnesium sulphate and concentrated under reduced

pressure. The oil obtained is purified by silica gel chromatography, elution being carried out




25 1.2 5-(3-tent-Butoxynet hyl phenyl ) pyridi n-2-yl am ne
559 ng of sodium hydroxide in 2 m of ethanol and 2 ni
of water are placed in a round-bottoned flask

c 5 nmg of
I\&Fé%f]@é/?lgﬂs??but oxynet hyl phenyl) pyr| din-2-  PCT/FR2009/000303
yl]Jacetamde. 1 m of water and 1 ml of ethanol are

added thereto and the mixture is heated at the refl ux
of the solvent for 1 hour. After cooling, the reaction

Miwfih A pthfe/ AN ¢ QM Alx@de. %@O chngﬁ)thc?ﬁﬁ ophgsgure. The

residue is taken up betvveen ane and water
antd NR spestrgan Py ShéG &) iis pprh)e# ts@paatsed), 1dhi fom\sarte 7.75 (m,

MRgNes; L entrated under VO

200 /%il(jn%@ %35#(% @O%FSO 03 27 reduced pressure.
TRd r efi-PBu@uirmlipd-ylfimedhzbyt, M]b}'ﬁﬁngﬁej’l];ﬁlbﬁﬂﬂﬁétﬁﬂfnﬁphy
el uti of, b%l ng._carrie

di chl or omét hane/ nétiiahol lg%q xtnﬂﬁ e °f4fﬁ (?rﬁhIBIP”E’Si‘FBHLﬂ‘T@PY“dm“é'
argphohtlatedol, 550 NyBF Sﬂﬁﬁblﬁﬂé%r{aﬁwﬁ@ddﬁl rné 5f a!ﬂa(ﬁﬁ&m;icetate 70 mg

1,
Eﬁ’r’d‘%y“é@e%?h‘)i%‘”o £7 %elf'e?thoxm)l -biiphﬂlefl e%ﬁ 909915@ ongsBOq are placed
1H)8 mVof?alﬂ'imroﬂsH))Iue& Zhe fsﬁctorlﬂ'bclosé\d"' ﬁdﬁea&g&?ngd Sut at 115°C for

- Byt oxynet hyl phenyl P?/ 1 mdazol 1,
l p tf:rdlc (gmgg enﬁeag)tfon m1xture is ered through celite and rinsed with

5dlee fo@etha i traX yFERiib he@%w,smm
o gl nedaaccor d{gﬁ i %5 BYs égg@atgreagel(c:i?%ﬁﬁx of NaCl, and then

ng%qe@ die )an%ﬁ@cgg@teﬁgméqr reduced pressure. The residue is punﬁed by silica
2 rcﬁﬂsﬁra{o ky, @'ld’ﬂmﬁ‘l%!ngtclaﬁfgg Nt gﬂgolé)lcl;iéramf eﬁmet]éaélg mixture.

ropanol are placed rn a roun tto
n%ff) $ OSEIPaRRdARIPksYRase ar bonat e are added. The reaction
mpttjur 511 s heated at 80C for 24 hours, left to cool
to anbi ent tenperature and concentr at ed under reduced
press uPd2-(@himolinsiydireidazn|.2dety riditp 6yl piee T mattiaas! laidochloride
| acetate. The organic phase is separated and
driied and the filtrate is concentrated under reduced
pr essut e.soltiienr esfi dB@ img pusfi f [3e[dz bz;dgl@linm plangalzo[li-a] yridin-6-
bei ng ed o

SRR RS A, EL A PO 53-8 A s
ah@ i)bhﬁhbﬁgﬁilNNb]Hﬁﬁﬁ& hydﬁbclﬂonc aC]d in lsopao;)anoé is al,dded to the filtrate. A
fr lpll]aFer Iombs;,'lt @ﬁﬁ{f:g%yéq?/ ﬁ@n(af %/agllfélv;@ll 1¥fb§21|(§-,fher The [sohd is

Ghe(nEhsIseleéd- H umepemehﬂsbyit@@ oAl e Iglmﬁ'}:{ﬁrh Qxhslun% obhbHdPZRlHen taken
suspended in 5

rl e are
ST it e The” P rigs secversd Sl firition @ oven-dried under

hydﬂmicﬂ}ks@m%éaﬁggfdoﬂlp&mdm&m% are added thereto,
dropwi se and with stirring, and the mixture is stirred

Mr 3P eAB1°G: APBYIR tspectrufngiDMS rdGirdsin phTe: mss(tsurzﬁ) 7545 (d, 1H);
GHIGE N2 P, YRS R (EIHGELoPES IR o mlNEnS01 (S 11); 8.2 (m, 2m1);

8.95 (s, 1H); 9.15 (s, 1H); 9.2 (s, 1H); 9.6 (s, 1H), M+H = 445,

Example 3: [2-[2-(Furan-3-yl)imidazo[1,2-a]pyridin-6-yl]phenyl]methanol
hydrochloride (1:1) (compound 12 of the table)
3.1 Ethy! [2-imino-5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan- Z-yl)-ZH-pyrldm I-
yljacetate hydrobromide

5.0 gof 5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)pyridin-2-ylamine in 7.6 ml
pf ethyl 2-bromoacetate are placed in a round-bottomed flask and the mixture is stirred at

ambient temperature for 20 h. A precipitate forms, and is recovered by filtration, washed
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obtained is triturated with diethyl ether, recovered
by filtration and oven-dried under 25 reduced pressure
at 40C. The solid is then dissolved at ambient
tenperature in a mninmum of isopropanol and then

r 8P0eo0Pi44a9ed using isopropyl ether. The preg
formed (after 3 hin a refrigerator) S recoverethl@gﬁ‘gﬂm0303

filtration, washed with pentané and then oven-dried

under reduced pressure at 50C 60 ng of conpound are
obtained. Mp = 220 - 222C. 'H NWMR spectrum ( DVMSO- d6,

cgith ﬁheﬁryllrfthellang they, wiiHythandi Bnd even@Hpd uided edud@ hebsure. 8.78 g of

15—@)1,%poznc5§e()f,mmg¢|) from 7.65to 7.75 (m 2H); from
8.05 (d, 1H); from38.75 to 8.90

(i N3B spegmm (IpMsoadﬂ) 0 B pbn()S].3 Tihl) ISH\ﬂ*‘ﬁ'bm 43&8 4.280m, 2H); 5.2 (s,

2%)[%92]131%%@1 I'h C{%’fﬁ%%%f&%g{ O(?@ i‘]r)p Pbll ﬁ886 ;/I ) phenyl ] m

et.pano?- Chhydﬁq@hlsmueden{et‘hy?-) 3,(20(95331%4%@2 Qf)lﬁlh&oglap!a@%rndme
216lBro " 193%1 yridi n-2-ohe
5- br onBgyFt ?f’ 'ng? And 7R ¢ cg Csmﬁ?qﬂd@#)tameﬁwordmg ' the protocol

2ddserieD ac B atepladee iAGKESr POCR The Q%Qmpﬂb&ﬁéf%dhefa L88K105°C for
aﬂsdbet |lrd;edmgt anbi ent tenperature for
et /BT Tl @MPBRETPAMEreiad consertwied atddap yedpgddiprestro The residue is
vvalsdﬂe@ bedwiebn gibiabRemeiBE v@ﬂ:g atQ)‘@ Nl 3%@‘ i&g&% s&xfr%%%?%fm}l
The solid is then.taken up
e‘f ﬁ%f% I”mﬂé’ntlﬂ‘SIQ pHigs goteineds dH¢ pngriiy oihase ersclairet:wm atlai @®emagnesium
adnagte Mo%&éﬁtrat-gﬁlﬁncfeﬁféﬁﬁdeg reﬁglﬁ% LT-Ir?;eg é%? ggo%ta @WFS

reflux of the sol vent cool™e

tNppétat LA érhmff&%h@nctumnﬁzi\nsmiﬁ,eé inrpge): mﬁdmadm, 7.4 (d, 1H);
Pr €8S Uiy n taken up between

vvatgr aﬁglgggﬁ%%eqﬁgﬁégn?tghe organi ¢ phase is

Sehar d@@domdbqneyjm@ndﬂ-lﬂmyldmmlmmade under r educed

d,
?’L(ﬁgég %%rtognoélieng%methzglf) Bgagiafh&sjae r%pa[battcglliezi fllagls agd dissolved in
eo@mnﬁseﬁawﬁnm . |_f| azo 1k izmaa]z@u ralredmmed gqefgtdz(tfé'mcﬁve@beSZ 1gof
I m ridin one I n
rﬁrr— Lg’vl%&ﬁ%ﬁ)s[ﬂgne z ngt ytpl Sty & aghipnt tgmperature for
G& bbwesl Tthe rﬁaﬂbﬂor&ﬁixtdr@ ¥RBdneHydFf By s@d"thE %&? hé %%%ggaﬂfaq;%ﬁse which

Eced gresdi E The residue is taken up betwee
FT D ST YL eFElFe 1aﬁgpagatgb<yglecéqtm@otggngnmm|tspkphate and

Ocﬁncéil’ﬂfh@eld ifdepde@Bed Prdskurd PRSH&GiARE J3.: 20t A glﬁ-fhed-rw silica gel

ani c phase is then 20 separated, dried
glﬁ%@%ﬁ’ﬁys GHUB%P%H%WI%Memh aberdangfthgl accattumethre. 2.66 g of

PofoRHd Be ofBed. €Si due is then purified by silica gel
chromat ography, elution being carried out with a

di Ehffosrspetrh 6FeTined Happh): Gi(x toHD;e.8 BHOHYIY .60, 2e0nmmuRd 1H); 7.2
@h,a 19Pkah P85 10 7.45 (m, 2H). M+H = 302.
34 6-[2~[(tert-Buty[dlmethyIs:lanyI)owmethyl]phenyl-z-chloroimidazo[l,2-
alpyridine

450 mg of (2-bromobenzyloxy)-ters-butyldimethylsilane, 500 mg of 2-chloro-6-
(4,4,5,5-tetramethy1-1_.3,Z-dioxaborolan-Z~y1)imidazo[1,2-a]pyridine and 1.46 g of caesium
carbonate are dissolved in 8 ml of tetrahydrofuran and 1 ml of water. The mixture is
degassed with argon for 10 min, 110mg of [1,1 -bis(diphenylphosphino)-
ferroceneldichloropalladium are added and the mixture is heated at the reflux of the solvent
for 16 hours. After cooling, the reaction mixture is hydrolysed with water, and the organic
phase, which has been extracted with dichloromethane, is separated, dried and concentrated

under reduced pressure. The oil obtained is purified by silica gel chromatography, elution
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"H NMR spectrum (DMSO-d6, S in ppm: 7.35 (d, 1H);

7.55 (m 2H); 8.3 (s, 1H. MrH = 232. 25 2.3

[ 3-(2-Chl oroi m dazo[ 1, 2-a] pyri di n-6-yl ) phenyl ] mret hanol

In a round-bottonmed flask, 760 ng of

6 Y 3URP/ 4398 or oi mi dazo[ |, 2-a] pyridine are pPrECER2069/000303
25 m of toluene and 8 m of fhanol and the m xture

is degassed with argon for 10 min. After the addition

of 230 ng of tetrakis(triphenyl phosphine)pal | adi um

the mxture is tirr)e%ﬁfor 5 mn at anbient _
tie]Errpger HiehoB" Wiy Pariane 8yl acgialGmisuten skf B Yhremmyynyl aggobained.
pheNM b eseotibs (@ocd, gng 10 af 6in).2MsR! by f 4500

c?[b natg{e are(added. Th@lﬂrﬁeag{ i6§?1’2d\én51$§i %Igrﬂégi%s@hze@f gﬂg&n?.ls fo
at>B0E "Hord B sntndHirel3cool ed to anmbi ent tenperat ure

ansl coneenler At itd; . ; sure, .The residue
is ta_lk.eﬁzegp beutqgl/e]éelﬁlnerl %gea?l?gﬁéﬁ%{lﬁ@]?ﬁ%\ngi tez a{ﬁéragn%}e@%yaz“[l’z'
oflpeidiee phase is separated, dried over magnesium

sul phate and concentrated under reduced pressure. The

oi | obt genddaiiadipmracétited ! bpg 9if 12Hd @y gelexglihospatrogr @phiynethoxy-

el s el [ t 2009( 144395

e LeB5R) D050 D6 ('S SRRRRRERE Ry oo Greps of ethana

Mrxt @resd 560 Ay égﬁctomo_mpnwmdmgaraz g’@itgﬁen edf. 2456 r%ﬁVRtof 6-[2-[(terr-
. . 1.N ; . 0. ) P Qe D, )

iol?ll)%?&%x?tg}%g%vgfet}l%}%heeﬂ?@cgﬁgm%[](,é-??pjfpﬁhpe gl( gl (0§ ,toluene

ﬂegqsszddlﬁdfomekﬁ}i@uncﬁr 41|1 argon (sjtream. The2 reactor is clé)sed zgld hleatecliq at 11|5 °C for
x inolin-3- i.m dazo[ 1, .2- ridin-6-yl en

F%%‘E h%‘%% c cfllnﬁ, éﬁ?ésﬁ'?%Wr} églétu%q, is 5%%?%/% t]’gpugh c%/ht!e,p wash):ed with

[d8:h{Rerndthane ahdittda zofctatral] Wyl Bie® pressure. The residue is purified by

550 ng of 3-quinolineboronic acid,

l.)phe net hanol , ;
%ch%ﬁgegf}&%gllaﬁoglaplﬂym eételé)Palfeéqg %nﬁjg oufypith a dichloromethane/methanol
gty 23 8ahesfidoppogaRrd Winadnedd' - di met hoxy-1, 1' - bi phenyl
and 900 ng of K3P04 are placed in 8 m of anhydrous

tBINMREpechtf (CBAG! OV inl phrf! ®BEGIAD h.N0s 4 [E .
ut at 115C f(orD@Q16 h.p%g\?t er&’ co)glei%ﬁgs@tﬁ-ﬂ%’ggsréegt?%bﬁﬁqm’ tH);
%% ‘Ut @ 1 &(p BHY: S Bd st D ot bhscBDiMeH 2485 i nsed with 10

di chl or onet hane. The organi ¢ phase is washed with a

st ur - BdFasnid-ybimidszolae]pyridih-¢-iphensmpethabdd, dri ed

and concentrated under reduced pressure. The residue

is pufiti edgby o | iSd3-[(teebutgldimiitoigndphymetsliphemi]-2-(furan-3-

il M ed: it wi 1:h hchi or onet hane/.nmet hanol

o G2l p W bR b RS PR e bsped fasc

gl 3205mg of tetrabutylammonium fluoride are added thereto. The reaction mixture is

- [.2- inol in-3-vyl)dm 2- i di.n-6-yl] phenyl
[T o P il M QR Bty gy BdestRigeur. e
[e8idpq 2s quirified iby- Sliyd Jeinichi@z@{ograghya] @idndbinS-carried out with a

dichloromethane/methanol mixture. 156 mg of compound are obtained.

M+H =291,

37 [2-(2-(Furan-3-yl)imidazo[1,2-a]pyridin-ﬁ-yl)phenyl]methanol hydrochloride
1:1)

156 mg of [2-(2-furan-3-ylimidazo[1,2-a]pyridin-6-yl)phenyljmethanol  are
suspended in dichloromethane; 5.4 ml of a 0.1N solution of hydrochloric acid in isopropanol
are added thereto, dropwise, and the mixture is stirred at ambient temperature. The reaction
mixture is then concentrated under reduced pressure. The residual solid is taken up in

diethyl ether and the precipitate is recovered by filtration, washed with diethy] ether and

oven-dried under reduced pressure.
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yl ] phenyl] met hanol in dichioronethane and nethanol is
passed through sintered glass and then 5.2 ml of a
0. 1IN solution of hydrochloric acid in isopropanol is
added to the filtrate. A 20 precipitate forns, and is

coth edfoedalms filtration and washed with diet hyhy
The solid is then dissolved at anbi ent terrperéat/ﬁk%dgmmm?’

with the mni num anmount of med$thanol and then taken up
with diethyl ether. The precipitate is recovered by
filtration and oven-dried under reduced pressure. 66
nfpof 2EonBiEd HaNBRodpeaumeMSP-ds, 279 ppmz&&ﬁ (s, BHNVR (m, 11-1)

O 465
1EI)§;%“’r SUPREG (1?’?’ 1%: T’;}fg@éo@’ ’f&) ,ffs’“?.%; e EPD?I{)(?%% (s, 1
(85 (sHED); 8.90 (f mi). MHHH =821 (m 1H); 8.2 (m 2H); 8.95
(s, 1H); 9.15 (s, 1H); 9.2 (s, 1H); 9.6 (s, 1H. MH =
445. Exanpl e 3:
[Ex:{n?pléh_-ur an- 3- yhyi-nalamel- ls-vanﬁhmﬁﬁ xiug) ﬁrdmphﬁmw}methana
nlléamh nﬁ) hYdrochI oride (1:1) (conpound 12 of e
t 59 oyjfied] )@p pund No. 33 of the table)
[R1] mMyﬁ(S(kﬂ-oﬁo-arlﬁﬁﬁ@i q,?ahm-vﬂac%ta%e g,tném%@doan 2-y

[)-2Hpyridin-I- | acet at e hydi obrom
5-(4, 35‘335‘3/1:”&0#15%??9?1355 #s B Exagplsxéabandoisiag 52- 5/¢f)ﬁo13rpmdw>m1dm -2-

ﬁan\ﬁln@md@% o flet I‘grl mbronWace%t? ¥ 5 g b cgﬂl?ﬁ&%ta?et i)

pl aced in a round-bottoned flas mxture is
s Hi NMEaspagtruma@BVISPd6.t & nip epad: u1r3e(tﬂﬂ), 205 kg, 2H); 5.15 (s, 2H); 7.15 (d,

reC by filtration,
RS s A e BRHe B00a0s | 50w t
di-®t h)ﬂ-Bmtel-chinnblhmno[WthnpﬁidimoI and oven dri ed

under ssure. 0
bt a1 SRS ARRERE: i s b, SR has < of ety goromo-
PSHjino- i A-pynidin-1- yl)@eethteZByC(rﬁhroﬂid} an5 30 rfl1Sof P&H} 6 7 glof( @bromo-2-
%m)grc&mldg,zo([ﬂﬁ-a}pwldme are g‘btame'nb The corSpoum} 15 purlﬁed bysss?llca gel

2hﬁﬂam)rr£apﬁv (e4ht16n being teatrea Rt With 2 hegarne dhy?%0lRE iRbre25%7 ¢ of
2) g [i) alpyrldlne In a round-bottoned fl ask,
& 7RO 8F < B’l’ﬂf und obt ai ned according to the protocol

deserisbersorm 131 AV §ebhasREDEN 30, '}S%m?ﬁ 3‘5%113}1) Ef&.ﬁa 7,45 t0 7.6

reaction mxture is heated at 105C
8 A ekt LHEMpE a2d7e and concentrat ed under reduced

0o oo Bt R e GBS lormidsyant -
gtvidingn  of NH4(}I 10 i s added until a basic pH i's
L o s .
preesy e thedprBogp! adfscabaipio Example €.30 bit 220 mel &b tehdaky didlfbran are placed
%‘%%)Crom?d Rol\ég%e%pa?tkr Y ( ’(?-9]%6%) ’gfs élli[]}m?(@?’gli Fﬁ]f]fisg6%r5ng of tert-
betyldimdtl)ylsilbtd-thtoritlé Are added and the mixture is left to stir at ambient temperature
for 48 hours. The reaction mixture is then hydrolysed with 150 ml of water, and the organic
phase, which has been extracted with ethyl acetate, is separated, dried over magnesium
sulphate and concentrated under reduced pressure. The residual solid is purified by silica gel
chromatography, elution being carried out with a heptane/ethyl acetate mixture. 6.1 g of
compound are obtained.

"H NMR spectrum (CDCl, & in ppmy): 0.10 (s, 6H); 0.92 (s, 9H); 4.79 (s, 2H); 7.37 (d, 1H);
from 7.55 to 7.67 (m, 5H); 8.05 (s, 1H); 8.84 (t, 1H). Mp = 120-123°C. M+H = 373.

4.4 6-[3-[(terr-Butyldimethylsilanyloxy)methyl}phenyl]-2-(1H-indol-6-
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3.3 (2-Bronobenzyl oxy)tert-butyldinethylsilane 15 2.0
g of (2-bronophenyl)nethanol are placed in a

round- bottoned flask and dissolved in 100 m of
tetrahydrofuran. 1.1 g of 1Him dazole are added

-t NP EPY/ 144395 owed by 2.1 g of PCT/FR2009/000303

tert-butyl di nethylsilane chlogjde, and the m xture is
left to stir at ambient tenperature for 48 hours. The
reaction mxture is then hydrolysed with water, and

gﬁnﬁﬁ gfaﬂg basg. Which has been extracted with

I'S separated, dried over nagnesi um
sul phazté) ragdf 203- ﬁ&ﬂt@lﬁl_tbtidhﬂbﬂﬁglsMﬂﬂ&yﬁrﬁdﬁﬁﬁ%nﬂﬂ-@%ﬁhf&mduo[1 2-

T%@ 0 tq i ned | rified by silica g

ST 2R TS eregma B i eEdd aestred whdenmreon sreem for

hecpma]neﬁmmw?, Iage,mawadmm(tawm 4. ég & zo(fdlcvaema spHifo-2°,6'-
ned s ectrum (CDC13 g

%}n h8x381 -b1p 118 ?%6-1néqﬂ|7bor@ugg:1ct AP 1]_15‘|Pf K?Og ant{ #rfew drops

lofH}tia &raemcih (35%@ bioft R d%ed Adn
ragc&oi; (tert- eBUt yl dTarT?eot hyl si | anyleflgg?ngtsﬁgﬁfdﬁgnﬁﬁér coo]hng, the

naélil@[ 1§ cgncegqrat%prpdgr fruceg (prepgurpfand the residue obtained is then
(Rrrifie® bP Hﬁ&zgéll ORrYshath ﬁﬁﬁhypy{héﬂnddem%tCQWeﬁ bl AR a I?e%@ang}éthyl acetate

2-chl oro- 6-
CE”E“%1@3FéPF%W§PHV1HEOEMBﬂU|oxaborolan 2-yl)imdazo[1

2Ry t
ARG, b 5 SRS SR i
Vit éH); fpie7. antcx‘t' &5 ém|4§{)31)4 degHs Ie&d (wi, LH); arsgen H)og.04Q, 1H); 8.15

di phenyl phosphi no) -
q}%ﬁégg?gl hﬂgr §P1ad$ e added and the m xture

|4s;> hedﬁéu(bff—mdwﬁr}eﬁmmzqi 2B 80h-6 81 phenyfmedifanboUr s.

m xtur.e IS hydr ol ysed wi

vt or 108 b ey oo G o T rund botiomed flsk
@xntﬁlamt;etﬁwn‘tgh oﬂl&[bl- Qéﬁﬁﬁ&fdﬁﬁ@hylélﬁﬂﬁ&@%&ﬁﬂ?ﬁyhel@/ﬁ}ﬁgH—mdol -6-

@nug @ggﬁratﬁ gd r reduced ressure
obt IPHFRY iTed THylsEIrdidrogy Pn cHegHtiee raifsHE, is stirred at
ehﬂbiehﬂf&mmatﬁfﬂ)% ]18'4‘13% IE@-I‘CEM&QIOI%Q&GCI %ilesgﬁé nlg]e r351due is

caréled out. with a heptane/ethyl acetate m xture.

REY cBhpotiny &Fe B*B?Iaﬁtﬂgaphﬂ Helm s peiag r leT(BdZDG!PSl v@th a

?&%?Bi’%ethaﬁe/ﬁﬁﬁha@ﬁ)mxt@re 8h 7 of%h%_pi%%d §re(o%tan%§|)7 3 f r 0 m

62 MR @P@F@M@M&Q}ﬁw hwm)r 465 (3, BE)nES l(ryll]{prﬁeﬁngdl] }Ha 0.4 (m,
ggé@;&(z Miﬂfr% G}gfztﬁ? b3, SRR HEHE &, 1), 95 LW AN M 1,
Qf%ﬁféﬁblohexyl)phosphino-2‘,6'-dinethoxy-

1,1 -bi phenyl, 270 ng of K3POX4, 110 ng of

3-furanboronic acid and a few drops of ethanol are
l6ac e ¢B-[2A(1 H-Indalct-Ohinti Qv Bl 1k IpYridinte- Wi pheRyBhetadibi NU Of

Evt{roclll(gnt?e 6

110 mg of {3-[2-(1 H-indol-6-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl } methano! are
suspended in dichloromethane and methanol; 3.2 ml of 2 0.1N solution of hydrochloric acid
in isopropanol are added thereto, dropwise, The reaction mixture is then concentrated under
reduced pressure. The residual solid is taken up in diethyl ether, and the precipitate is
recovered by filtration and oven-dried under reduced pressure.
Mp = 251 - 254°C. . '"H NMR spectrum (DMSO-d6, & in ppm): 4.65 (s, 2H); 6.55 (s, 1H);
7.45 (d, 1H); 7.55 (m, 2H); 7.65 (d, 1H); 7.7 (d, 1H); 7.75 (m, 2H); 8.0 (d, 1H); 8.1 (s, 1H);
8.25 (d, 1H); 8.7 (s, 1H); 9.25 (s, 1H); 11.6 (s, 1H). M+H = 376.

Example 5: [3—[2-(Benzofuran-3-yl)imidazo[l,2-a]pyridin-ﬁ-yl]phenyl]methanol
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but yl di met hyl si | anyl ) oxymet hyl ] phenyl ] - 2- chi or oi m dazo
[1,2-a]pyridine in 2 m of toluene 10 degassed
bef or ehand under an argon stream The reactor is

cl osed and heated at 115C for 16 h. After cooling,

t O camer4aos mixture is filtered through cel ig@€p/Fr2000/000303
washed with dichl oronmet hane and then concentrat ed

under reduced pressure. The r&sidue is purified by
silica gel chromatography, elution being carried out
wth a dlchloronethane/nethanol m xture. 258 ng of
cGAPBoYHH o thbiablehed. 15 ' H NVR spectrum (CDC13, S in

ppm : , 0.85 (s, 9H); 4.55 (s, 2H); 6.75 (m

gﬂ %kéﬂwqfu&arr%sb—ﬁdvr()mou@ﬂazoilzw}mwmelH) 8.15 (s,
.MtH = 405. 3.6

[ 2 [ 2-loFuredass 3ubA, )35/ nazd] 1(tRnzdfpyr-B di)-Bopbdtipmeny | 18emg of

t %94
Ropfeicth Flsfine ud 103 me of odum Bydrosencapbappis e disolveg o 15l
f ,namolgnoly]l"qu twb@azh:[secﬂ.anﬂ haétpq/ati 8P éori2 h6A fidr cobling, 20 ml of water

ta% 5&153 %&Lﬂgy&%&l@% %([B]’ ed I}or [ ouqfaplb?bepf tggg%ptfgll' ag@éf&lpltate

tfhemsemui is ﬂ'dqevereeietcrtﬂlmmom \XétshdftbwitISWStEﬂ dnkl @lghn alith AERIpdHy] ether, and
or ,48 and concentrated und reduced

IR AU Lol Vgt Sodho e SO0 °RP) wfsgmgqupﬁ s opg{med.
QT 32%?"2%@?\%@3@&% G ToBg S0 g S SRufigm 753 t

an@ (ahLH); 8ad . (mMit); 54281 1HR S 58 (s( 1H); 8.87 (m, lH) M+H =314,
[2-(2-(Furan-3-yl)imdazo[ 1, 2- a]pyrldln -y1l) phenyl ] ne

t5h?ano|[S-Mydldhﬁcmxfﬂd—si?l)uﬂlaazla 1 ﬂ-é]@yﬂgmoé-yl hen Ilmethanol
[2-(2-furan-3-ylimdazo[1, 2-a] pyridin- ¥pheny [Tmeth

anol doe ngusrem@@ndofursh- @-9‘)-@&5@&%&@0[1 5 Aoykin®l B mg of
g éN sol uti n of hydrochloric acid in |sopropanol are
BSOS DaerHb BB SE10 aMdl e ofickeliRERhensiorbisg patiadivm

afebpladll ik eMiefodk fibe ThEI SEACLLAM. wmm%&weﬁe A R BER of 2 2M
concentrat ed under reduced pressure. The resi

St ?%soglamrt@ﬁatp Are aflided Wytetoe fThe fubg idpledsd in a rmcrowave device
RREG-RId@ 8 i SoebesPvier £, b%cférging? ha%g s \Q%%ﬁ(?gd Véfn%ﬁ‘ ond then

di ethyl ether and oven-dried Gn préssure
Yeycomtayd] ando 5repEEL FRRO08! (UB308Y x@@dlwp i t8@5 wp 308C3 ml of

d’éhl%e%ﬁﬁ@ Er(dut%ﬂu('géﬁ' (ijgb%gl'lzet prE:JJJ grj';ate is regov%ed WﬁqrétynSgashed
(x@th dmpegpmpﬁz} dimr And@dricd i8 a edjarntoBid)der Bduvkad @&ssuﬂeH)M mg&f &dmpound

%% . 8.95 (s, 1H). M+H = 327. 5 Exanple 4:
-P -f%kkindol-6 yI)inidazo[l 2- a]pyridin 6- yI]phenyI

M%t 2?‘9 Péoec PHERRAL NS B%6! i bprts: AP D: 5%5 238 ram 5.25 10

7.75 (m, 9H); 8.2 (m, 1H); 8.45 (s, 1H); 8.5 (s, 1H); 8.9 (t, 1H). M+H = 34,

Example 6: [3-(3-Methyl-2-thien-2-ylimidazo[1,2-a]pyridin-6-yl)phenyljmethanol
hydrochloride (1:1) (compound 31 of the table)

6.1 [3-(6-Aminopyridin-3-yl)phenyljmethanol

2.0 g of tetrakis(triphenylphosphine)palladium and 75 ml of a 2M solution of sodium
carbonate are added to a round-bottomed flask containing a solution of 5.0 g of
5-bromopyridin-2-ylamine and 5.7 g of 3-(hydroxymethyl)phenylboronic acid in 140 ml of
toluene, and 70 ml of ethanol degassed beforchand. The mixture is heated at 80°C for 16 h.

After cooling, the reaction mixture is concentrated under reduced pressure. The residue is -
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4.1 Ethyl (5-bronmp-2-imno-1H pyridin-I-yl)acetate
hydr obrom de By carrying out the process as in Exanple
3 1 and using 5.0 g of 5-bronopyridin-2- ylanm ne and

f yl 2-bronpacetate, 9.56 g of conpound _ are
ob talgzr]loeggl‘ﬁﬁgI H NVR spectrum (DVSO-d6, S in /FR3009/000303
(t, 3H; 4.25 (q, 2H); 5.15 (& 2H); 7.15 (d, 1H);
8.1 (d, 1H); 8.45 (s, 1H); 8.95 (s, 1H); MH = 341
4.2 6-Bronp-2-chl oroi m dazo[ 1, 2-a] pyri dine By carrying

Ofakert bg b@fv@@l@%’ce@%nﬁ%ﬂ%ﬁ%&h@ Q’hg’oagcahﬁr};}fagwlsf §e?£9at%d Sdffed and
of ethyl (5-brono- 2-imno-1H pyridin-1-yl)acetate

hSRAF RS iuaes a?ﬁ@cwrmsurefﬂm@&@e i pyrifgpdgty slich gelnabr@matography,
1SufsdH Hé[n%'cgﬁrigégﬁ[\%thza cﬁl}@é%fngthg}f%/@r{tﬁanﬁl%ﬁﬁ%eqt 9 Ejlo% compound are

conmpound is purified by silica ge romat ogra

e?hidinen being carried out with a heptane/ethyl acetate

m xture. 5.97 g of conpound are obtained. M = 155

- TSR (DYISMRS,s@ encpm) nd §DRCEB); 53 (A HPpAY3 (5725668 (d,1H); 7.2 (d,

2%) ﬁ%@? 57‘%@( Osey, 87 (& Ty (o 8ef: g My MHH =

% f’0|[§- 3£ :err-FEFygi.mgﬁlgfsﬂ%g To an}’hyﬂxi%gﬁ Ak B e~ 2 €
,[Soétz SO PLRe SRR i by Q%@e?/ KEHEB UL [anc Sonomed
BkakphddigsoBied iim 22201 of teﬁ)efhyﬂx@ﬁfrﬂh}ldf ObUrRAMmidiRlenh@8REd thereto,
PTTNTSE I T

Gindbixnt ceenparaeur@fbe @6l haurel The @eddtiont tibx@urk $5 thef hydbdlysedl bwith 3fater, and
The reaction

%t %’Eltélct E?h E’ﬁmH vt 8?%%‘%2%24) er]ti BEhYh2CHHE i tSeRaratygly gried over

tdm&ui@ﬁ@hl@hat@ﬁﬂ@%onc‘éﬁ&&&i harr beRBee Xkttt afle Weddhe obtained is
et h acetate, is separated, dried over nagnesium

sPBFéﬁda?yem%%oﬁewﬁ%ﬁ?%@théoeWméﬁmgéeweéautml heptane/qthl acetate

rEsheIal ¢ $Pkdfpdufid Pbbhingd by silica gel
chr omat ogr aphy, elution being carried out wwth a

h 0
DT SOKis, 2R R morh A o B G007 (AR YR g 6.52
(dd. 187 2lo(d92H)c§369wH)4z4BQd(1§{) 24 (s, TBY 7(¢d, (dd,I-H}L) 8.21 (d, 1H).
f 5 8. 05 1 8.84 (t, 1
%@Eg%gézgiﬁ@ 375? 4.4 (s 11 ( v

63 3- [P ot By il ke ot o0 e bk 2-2-
i dd‘az&'l VD, 2000/ 144395 PCT/ FR2009/ 000303 33 yl)
“HPYRGRS 1pyridin e 200 ny of

6 [ 3- (4 glats-tbhb‘, gé@inget byl-gbd-aiyldaannBlahiblyakenypilendifridin-
B y?an%}nem g%mg 1ot2 2-bromo-1-thiophen-2-ylpropan-l1-one and 190mg of sodium
hydrogencarbonate are dissolved in 5 ml of ethanol. The tube is closed and heated at 100°C
for 20 h. After cooling, the mixture is concentrated under reduced pressure. The residue is
purified by silica gef chromatography, elution being carried out with a heptane/ethyl acetate
mixture. 260 mg of compound are obtained.

'H NMR spectrum (CDCl;, & in ppm): 0 (s, 6H); 0.85 (s, 9H); 2.6 (s, 3H); 4.7 (s, 2H); 7 (m,
1H); from 7.2 to 7.6 (m, 8H); 7.45 (s, 1H); 7.9 (s, 1H); M+H = 435.

6.4 [3-(3-Methyl-2-thien-2-ylimidazo[1,2-a] pyridin-6-yl)phenyl] methanol
310 mg of tetrabutylammonium fluoride are introduced into a round-bottomed flask
containing 260 mg of 6-[3-(tert-butyldimethylsilanyloxymethyl)phenyl]-3-methyl-2-thien-2-

ylimidazo{1,2-a]pyridine in 6 mi of tetrahydrofuran. The reaction mixture is stirred at
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alpyridine in 2 ml of toluene are placed in a reactor
and degassed under an argon streamfor 10 mn, and
then 3 ng of palladiumacetate, 11 ng of

2- (di cycl ohexyl ) phosphi no-2', 6" 5 di met hoxy- |

| W(bzgoaryios 110 ng of 6- i ndol ebor oni ¢ aci d, ﬁ?ﬂpﬁ@g@momm
K3PO4 and a few drops of ethanol are added.

reactor is closed and heated ¥t 115C for 16 h Adter
cooling, the reaction mxture is concentrated under
reduced pressure and the residue obtained is then

(ARTI demnsiange |fﬁ>rc%5 lyand soaeratryet apdey redotadt irensurbelregresidue is

C;ﬁfrﬁ'l bed b9Uts1l\Ma e@ I'\]:E{?thlﬁn[bgéﬁfl)hi%l el ﬁlt al%e? ﬁeg%aflg}lé’g ebutlsglth a

of conpound a
g{b@]@met@qeﬁn@mﬁm I m@tufs 1 4G of GngBurdsare Sihinedd MAH 5321
i{g (;3 13 E\mthyﬁ %thl%-%%llr%ﬁhzoig%-a}p?!r@m(-g-yﬁgé_ﬁnyﬁ glegggu?
1I13I)ir0«:&lorﬁle(13) Il H 835 (m 1H 11.5 (s, | H; MH =
454,
2 (1 PR Py i gl g e s phaypppthanc ac
rre¢aaded|in H:tﬁ)lof@leﬂ-fané atdradhingl; TRInfdm N QUtiofl @f Bydeochloric acid

I.nt r oduce round- bot t d f]as ont ai ni n
18 &0%[3%1{)9&6 a(tié)edahereto dd opv&gse reactljon n*iéxture 15 then concentrafed under

Ge({uBec[ piessute: Uit ddvaB bl Si tbl&ﬁydpoiﬁyalgfﬁylhéth&rpﬁﬁpbhle]pl'é’éﬂ;{]tate is

i m dazo[ 1,2-a] pyridine In
r%%“?’%fﬁ@ bﬁf %}#‘ﬁ%{% AnerR¥eTy %&étqne?f TfYeed Peesyuge. sltS? rn?ge@F gompound are
adhireat tenperature for 48 h and is concentrated under
rneduced pressure. The residue is purified by silica

gHINNR sescirmdPMSIyds. of inbnen: H&i Gaf 75 6d2BuT. 38icuhl H; 7.45 (d,
h I f
L e R Lt Ve MR eos

AHGEME = ZpMp5 239¢883°CH): 6.5 (m 1H); 7.4 (m 2H)

Z:xgmz)te' 7.1H); Z-é.f-gﬂz(lﬁ ﬁ]ﬂtgl;) 6-;9%5‘5% Pf ’vrlﬁmm_-&ﬁﬁhegg%propan 2-ol

dcognpound 47 of the table)

-[2 | nd | dazo[ 1, 2- al di n-6-yl ] phenyl
Tt Adnar oGl %ﬁ?‘%r?ég[(l R

{3-[2 n daz i di n-6- en

} et hg&é# T 800 Sk 25 R B e oaR o g Y o
hfmd(ljnmddlask ghdXAissbl ve-)d }na54@ nﬂll‘dggﬂ’cwt d;]tﬁdii a0f 2in;yﬂr @ft:tbdr@ﬂyhz@furan The
aci in i soprop are added thereto OpWi se.

Feaeti &n ¢ %%fJPegﬁg‘Fﬁgnmbdﬁﬁ }¥aT@d1@%@Lﬁf ?eHﬂc%@“m“ of
pfe&xsﬁmnrgﬁesm'ﬁh Brdhﬁ@d thugibusDbthel irs atidddCiereid, 'dﬂ)pd’is@t Y mixture is

‘% %g% ngrec |tate is. 30 recovere

e PR0fer bR B ey %%P“Hﬁﬁ%?quﬁ@ﬁde]é‘a%?fe%@ﬂﬁf@lm Nporide are
221&%(51 '1(”%\’5 I—?)lc pghs%rgv?ég?ﬂ%% iRCh] &@@%&@mm( éllﬂhgtepﬁmconcemrated

leqber repug peagsurg HP:0 g70f7co(n§oun11|-qye ob‘ﬁalﬂesl (WDMSOEHG( & jn ppm):
1 25
Bt W R B e G

F-2-[ ZZﬂB@ﬁ@blbuﬁmﬁﬂaﬁe[}112)-&]pjndﬂii-(ﬁhﬂ)-ﬁh@]yl]propand-o!
pyridi n-6-yl ] phenylj nethano
85.5 ml of tetrahydrofuran and 9.5 ml of water are placed in a round-bottomed flask, the

mixture is degassed with argon for 10 min, and 5.8 g of the compound obtained in 7.1,
448 g of 2-chloro-6-(4,4,5,5-tetramethyl-1,2,3-dioxaborolan-2-yl)imidazo[1,2-a]pyridine
obtained in 3.2, 20.35 g of caesium carbonate and 0.85 g of [ 1,1°-bis(diphenylphosphino)-
ferrocene]dichloropalladium are successively added. The mixture is stirred for 2 hours at the
reflux of tetrahydrofuran. After cooling to ambient temperature, the solvents are evaporated

off under reduced pressure. The residue is taken up between water and et.hyi acetate. The
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WD 2009/ 144395 PCT/ FR2009/ 000303 34 (conpound 23 of
the table) 5.1

2- (Benzof uran- 3-yl)-6-bronoi m dazo[ 1, 2-a] pyridine In a
gl ass tube, 250 ngy of

1w deoaofapen- 3- yl ) - 2- br onoet hanone, 181 ny ofcpp .
5- bronmopyri di n-2-yl am ne and 105 ng of SOdI um R2009/000303

hydr ogencar bonate are dissolvéll in 15 M 5 of

n- propanol . The tube is closed and heated at 80C for

20 h. After cooling, 20 ml of water are added and the

r ISRHE BisFiveskpddwics withiarsalathidde uiohoisodiatm chivbident then dried over

tl@]%&@ﬁl%ﬂﬁ)h&fb‘ 'Eie&nhpén]grgt%g uné&rfg%ic:?% é)resguret‘ FieOreSidne og)t)émed is

filtration, wat er an
drirsepr dp(yl Slbqahegql aacbmatirgraptly.i nelatichesbemat osrishdent with a

[ BHGRALRIIN S RP R RO AE (AL DA, 2 Mopropy
Tetle3, ¢avpveddd) by ffilioation, 5@ tien dx@n &1&8 uﬁdﬂr rgclﬂ)ced Srebiurd M.31 g of

;%pogméare (Suindd ) 1 R iiso ) § inopont: £ s, B1's 1 e ey 7.45 (m,

B 25 i oYk ; [ )h
{/l | Eretfwgﬁomlmgooﬁ?rg %y Xinigaz oLl 12y, RldYE, 8.k & ¥ ghen

2.3 berez (3 pr@A- IadMLé-ylﬁnhaﬁEml AT} g?ﬁ@i[njﬁ Al fﬂr%:{lﬁz-oi 3
mg of 3-(hydroxynet hyl) phenyl oronic aC| ny

o1f ntgetf philai(nt laBJﬂﬁBYhépl'h%‘;Bh'?.%)c?é%ﬂeﬁ?lbﬂlﬁ%phﬁfo@ @l a&%gloxy-l,l’-

a owave t ube acet oni
}ﬁgﬂe%ﬁ?ﬁ qf 15dqlg-6-Bprogic agids B Sqeg oft -8R« orfd asfeetidoens of ethanol are

@aercb@ i %a%ﬁc&ﬁeﬁlﬁgg b hek@hOor Z-Eh%é %libl gg%mﬂ ﬂﬁ?gedl i s%ge 7.2 in

0 evice and irradiated a
]oV\g%ﬂ%’lyemﬁfh H%‘&?nf’ §e&aéi§’ért@f0é@‘ian@ phded an atrgwntsltrem The reactor is

CRREE Btd Bdaed ;Hnld?‘c ?‘&dllécl?&l d90 C%FIQ‘ ld&ﬁfn T&g rgécl CP %urg l’ise filtered

is taken up with or omBthane. an
£hrevahy srligy apdyther W@Eﬂﬂfraw&]empwe@dmed atraswrs Thc oasgive cbbbyned is

E)hflﬁé'cﬁ; Plba \Qpcchpcﬁﬁja 0 pthg dp%t] g%&nggymef thr%g}leBt'anc/etgyl acetate

In a dESI ccat or un ssure
EGHPBUNE Mo Cameou)ﬁtaaﬂ ehednedMgip = 203004%2C. | H NVR

ﬁ@%ﬁvﬁa g@:@éfgs ?E’n@% 1 9% 525%1}%]?)11(% 1}1%186 %(s( éH'_)') :}"Lrpén;r'f%rsnpog.ﬁ (m,

€5)-; 7.8 (s, BI)9B.05 (s, 180, 84N HEHS; Beblis, EwanD? @, i),
[ 3-(3-Methyl -2-thien-2-ylimdazo[ 1, 2- a]pyrldln 6-yl ) ph
enyl ] met hanol 25 hydrochloride (1:1) (conmpound 31 of

Ekempiabl e)g§:6. 1 b@S{ﬁTMBWnHQﬂOﬂ ﬁa})ﬁk(}lﬂﬂedlyll)ﬂhenyl]propan~2-u]

FEW&R?‘L?%?ftBﬁthosphl ne)pal | adi um and 75 m of a
M sobyd-tAmo gqinumyl ﬁ%?ﬁﬁ%g& 3¢ added to a

ro nd- bot t oned Iask cont a a sol ution of 5.0 g of
ditopyen arene -the Atomangasrd 1Bacgd gn of round-bottomed flask: 9.0 g of

%gﬁﬂgleiﬂcg Ql?ft)(ﬁ'i?& li‘rygt%;l?fh 9Pyll pﬁf %n gﬁ%g 38 ragegagmeﬁgﬁiboxalﬁ{%lan 2-
Yﬁwmme?-yi@mmeaﬁéa mat of8@ N ogoltin hof sodium carbonate and 1.70 g of
tetrakis(triphenylphosphine)paliadium, and dissolved in 523 ml of N, N-dimethylformamide.
The mixture is heated for 1 h 30 at 80°C, After cooling to ambient temperature, 11 of ethyl
acetate 1s added to the reaction medium, which is filtered through celite. The organic phase
1s then separated, washed three times with a saturated solution of sodium chloride, dried
over magnesium sulphate and concentrated under reduced pressure. The residue is purified
by silica gel chromatography, elution being carried out with a dichloromethane/methanol
mixture. The solid obtained is triturated from diisopropy] ether, recovered by filtration and

then oven-dried under reduced pressure. 2.33 g of compound are obtained.
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After cooling, the reaction mxture is concentrated
under reduced pressure. The residue is WO 2009/ 144395
PCT/ FR2009/ 000303 35 taken up between water and et hyl
acetate. The organic phase is separated, dried and

cw o eniwplges under reduced pressure. The re3|p@p/F1R§009/000303
purified by silica gel chronmatography, elution being

carried out with a dichl or onethane/ rret hanol m xture.

4.99 g of conpound are obtained. 5 'H NWVR (DVSO d6,

Sln m: 4.55 (d, 2H); 5.2 (t, 1H); 6.05 (s, 2H);
gﬁfmqmo dg, 82m(pgm) 11439)(s, 6D oN® &, BHY, 6.07s, 35655 @HE); from 7.3

7.7 01. 6.2
5t-°[7?fg et Bmf?%/lzl%[u) WlFQI |¥§§T 3 et hyl ) phenyl ] pyri di

2-ylanmne 4.99 g of _
Eé”r our bt T AR P A Bber oz ofeompound 49

t eltthatuptt) of uran. 2. 2 g of 1H—| m dazol e are added

t her et 10fo | owed b
oy {8 b@t yF’&?OHe? hSASL QﬁérbEFﬁt%FTed%’elg]éfiﬁldmf%é HEsePaYS tybg. 57 mg

I (efzts Dol b1 the admpdirhd S81kind BRI¥EY, & &mxﬁloﬁx% 248 oh&%aﬁl 1iarﬂ1 &re added
actlﬁgmv ture is then h droI ed with water,

t AEGr 2 (G et el %‘éréWOéx(fl}*%i—%ﬁDanﬁn%mﬁylunon in
alCﬁI &t RopanS] -SEPRY @B@Q sefléd B AL i TRORRE] me SEPNFLE reaction

and concentrated under r educedgg)r essure. e resi due
dBEETrhéuctded urmipipr demgeraiite ¢80 gl of ropmathig rsapivyted on silica

QIB'}Htéan&bﬁh&g a?@raﬁﬁe%dthgf&o Wil h,@ IH&B.&QQ§/ g&@&’ Iy raﬁ/%t A Smbient

15 m xture corrpoun are obtai ne
(‘RS and they fﬁ}md Toe 09idps is Gidhed @ith Iwics 2 rﬂl-d)f préhar8-ol, and

(tﬁen t%?ﬁitra@e Q %V%ﬂ&aé%_%]d p%ﬂ?gd l})‘ gl%bl(lgt'_grfaw 23% 4 (Jégﬂ?mpound are

10|b|)ame 21 (d, 1H). MH = 315; Mp=82-84C. 6.3

6 t nyl.ox t nyl ] -3- ne
SRS RS T R AR T e AT

tZ&:i);ef;onzaetm@ 7@, 4H); 7.8 (s, 1H); 7.95 (d, 1H); 8.3 (s, 1H); 8.9 (s, 1H).M+H = 335,

5-[3-(tent-butyl di nmethyisil anyl oxynet hyl ) phenyl ] pyri di

n- 2-ylamne, 390 ngy of

:Ethpm) | -t l9: ophen- 2-yl [IHQMZJ)thﬁQ@ flﬂm}lgﬂgﬂ'ﬂ-aﬂjvndm-ﬁ-vl) -6-

3}?‘ gl dr ogencar bonate are dissolved in
REGFYImpiEhenghcompornd, 62 af ki daldat ed at 100C for 20

Afte cooling, the mxture is concentrated under

Be‘ducgd raeslerophreylimehangd is 25 purified by silica
geb cﬁ@)ﬂ@ﬂﬁfo{)gﬁm}émo-@fﬁ{ok&@nﬁﬁl&ﬁ}gh Qi?er Hllss%g'eﬁ)% 54 ﬂlh olamethano]

h tane/ ethyl acetate m xture. onpound

Sokddn an e R S pee (G- r(u(tb@lsgdmn@orqhym@are tBer( aﬁ,ded thereto
?b’ﬂmn@mgﬁ‘ hE: %mxtgtl'e')m § ? lfnﬁ%rl%%w Q?n gz?s 3¢ ié&?\q a.?g glgen})lvent is then

from?7.
ﬂqporapﬂdkpﬁﬁ upgg reduced pressure. The residue is taken up between water and

dichloromethane, and the organic phase is separated, dried and concentrated under reduced
pressure. The residue is crystallized from pentane. 18.1 g of compound are obtained.

‘H NMR (CDCI3, & in ppm): 2.15 (t, 1H); 4.95 (d, 2H); from 7.05 to 7.3 (m, 2H); 7.45 (d,
1H).

9.2 (2-Bromo-6-fluorobenzyloxy)-fert-butyldimethylsilane

In a 500 ml round-bottomed flask, 15.7g (0.076 mol) of the compound obtained previously
are dissolved in 230 ml of THF, and 7.8 g (0.115 mol) of imidazole are added, followed by
13.8¢ (0.092 mol) of terr-butyldimethylsilane chloride, and the reaction mixture is stirred for

16 hours. The solvent is then evaporated off under reduced pressure, the residue is taken up
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[3-(3-Methyl -2-thien-2-ylimdazo[ 1, 2-al pyridin-6-yl)ph
enylj methanol 30 310 ng of tetrabutyl amoni um

fluoride are introduced into a round-bottoned fl ask

c oYY 3P/ Y3260 ny of PCT/FR2009/000303
6-[3-(tert- butyldlnethyIS|Iang%oxynethyl)phenyl] 3- net

hyl -2-thien-2- ylimdazo[1, 2-a]pyri dine in 6 nm of

t et rahydrofuran. The reactlon m xture is stirred at WO

2 9/144 95 P /FR2 09/,000 36, ambi ent tenperature
T S Bt S IgRIRIUCH 18 R et fipgeout. and the

Th@ameg]naﬂuﬁ viaShedRulthi dt@AndYrid dviCRd BB sulphfit® Bt 8V -8BRNon of the
ti 026 H)}g carried out with a

d?oiYﬁnb i‘féf‘?‘r'@i’el‘i%@nol m xture. 140 nmg of conpound

alteNemt H@QJSM 0.8 (s, 9H); 4.7 (s, 2
[3§3 I\/Ethyl |en 2- yll)rsn da(go[ 2- zglsj’p§/'I fr|mn6 m-(s)sglm
hy Fhéﬁhanot 5 hydrochl ori de (1:1) 140 ng of
[3-(3-nethyl-2-thien-2-ylimdazo[ 1, 2-a] pyridin-6-yl)ph
enyl ] met hanol are suspended in dichl oronethane and
n®# handl2- (1@1-Butylldigfethylsfianyiotyswthyi)-Biuefophemyi]pedidiard-damine
k | ! a I 1adr 0 The
En g o <onRERRRNReal B 225058 of PE S0 SRR Bachifaborolan
p- Elémﬁm-2-mhe1mesﬁ IdUair a 8l dothtios of akium u:grbebnatechrﬁtgwlmg of [1,1'-
: e 0 _recov
P oL o B B R Bl ol i i edair 0 st M-
rﬁgm@tﬁ'lylrf@'nmmid&danﬂr;ﬁacedbha! ﬁﬁldd-b&ﬂﬂ)nm&laeﬁxﬁérum argon strearn The

n%@li Gl'\e?tezé‘or( gﬁ) n? i?—l)% %%t {3 goo(hpg tci H}'lblen,t t?lgpe(ratu:elmf, solvents are

7e.v8150r{tm of2 kdhder Yecﬁce(dCbreslM)s and tH9%esidde isliakén & erdidin vﬂaﬁ} and ethyl

95 321 = 279 - 283C. 15 Exa
7a‘ce:tate(an&i an 1nH2)1uble material 125 remol\\/fgd by filtration through celite. Thergezamc phase

zs {sa;afazed(bmetmﬁgobmﬁwydh}d wite azQludatedr @LEMS Isgworﬁoﬁ/éoh%ﬁmonde
% r.opan- 2- oI compound 47 of the table

VibintE P&P‘@pﬂﬁ comgpundigieyrifigs bhﬁig@matggrp@ymlutmn being

&a& 8 o widr DIGFRAGEL ORNEAMSAHE nRIhdGed
hot teor(;edmfl ask and &I ssol ved e| n 544 nil 45?g§f619ﬁ996mmed

eHHEMRARYISOFg6, 1 inppm):eh (Sawmocﬁﬁd;,é?ﬁ), Fhés, 260 aﬁSXasmré) 6.45 (d,
i1$pC t S th,..an
ispEahe i 06 oumn i 55, PEUL ISR AL M 0o
dite. Mdaded 3B her et o, dropvvl se. The mxture is stirred

0C f

Kt A R P T
pihasalin-3- vs}bpmﬁoﬂtlﬁdle dri ed over magnesi um sul phat e and
csgnc Eg a egl)o tsgﬁwgudglcirﬁpr%mggr?% 61}19)62 rﬁcrgkyﬁye tube.583 mg
10. Aﬁm(r&l) Blhe; coﬁmp&ﬁnd(&)tauﬂeﬁl)lm 9.3; @%3olution ) ml I foffadl-1-tHre added
Zhereto fd Ilovve'g) by 0. 37655m$:nsol o% |1_|)(benzoth1azo1 2-yl)-2-bromoethanone in solution in
1 ml of propan-1-ol. The tube is sealed and then stirred at 80°C for 16 hours. The reaction
mixture is cooled to ambient temperature, 200 mg of propanethiol supported on si]ica
(Biotage Si-Thiol) are added thereto, and the mixture is stimed for 6 h at ambient
temperature and then filtered, and the filtrate is evaporated under reduced pressure. The

compound is used as it is for the subsequent stage.

9.5 [2-(2-Benzothiazol-2-ylimidazo[1,2-a])pyridin-6-yl)-6-fluorophenyl]methanol
The crude compound obtained in 9.4 is dissolved in 5 ml of THF containing 0.5 mmol of

tetrabutylammonium fluoride hydrate. The mixture is stirred for 16h at ambient temperatufe,
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7.2

2-[3-(2-Chl oroi mdazoll, 2-a] pyridi n-6-yl)-phenyl | propa
n-2-ol 85.5 m of tetrahydrofuran and 9.5 nl of water

are placed in a round-bottoned flask, the mxture is
degagem®aismagsh argon for 10 min, and 5.8 g of ¢

conpound obtained in 7.1, 4. 48 g of d"lelFR2009/0(}0303
2-chl oro-6-(4,4,5,5-tetranmet ¥d - 1, 2, 3- di oxabor ol an-2-y

| )i mdazo[ 1, 2-a] pyridine 30 obtained in 3.2, 20.35 g

of caesi um carbonate and 0.85 g of

[a]pd]}ha mh@ptjxﬁ e isydnoteosiohf walpe reduced pressure. The compound is purified by
f&ﬁ&&&%‘fﬁhg'ﬁ@rﬁ oPaL S‘x?ndarezo S guccessi vely added.

The |ss Frred ours at the reflux of
t ‘&t NaRy@NSSQand inAfphgr 4.€0@l 2HY statam)i Bt 7tvsrmet3&wr§{) from

t ff und
o U R FYEE P o e o R ot o 19187
etifys.7aGetia) Bi+HIAg7AN0 2009/ 144395 PCT/ FR2009/ 000303

37 organi c phase, washed twice with a saturated
solution of sodiumchloride, is then dried over

BgRgsd Wn sul phat p ApfueRs- %fltrfeﬁ{yf g-tHi@g éﬁg%?g% -alpyridin-6-
pressure. The resi due obtained 18- pur| &y
gAPhemiliseshangl spmpound Taf she tabiehg carri ed out with a
dhoah! QB MERDABERLSYbHASEHRGaG! XL Ur e, The sol i d

ed

obtained is tritura i i sopropyl 5 ether,
2ot igmey?. 4 diflueralyeanemdehudrcare Hisspldem 431t inkbof metbieiol and cooled

.rxﬁ dyced bﬂﬁe§ ’ﬁi‘ Is€of %dﬁ#ﬂ gorglgyd(lﬁg g‘%}_liﬂnrg é@dfg t et%tet%,l_br)]oerg%nvz%e The

(wacmrellpﬂsnrre]i zgﬁ@rr(bmnt RHperafurofor 7.h6ut and ther ch‘mnt Rhbhen efafbrated off

Qﬁder]rbau’ce(‘cﬁ'p_‘f(g%u% Thell-_é)s e 15%%%120 Eg_egﬁl vatr?éf 811(}1916131910}1}9%“& The

;ﬂlrgapxcmhaw- ip smaraﬂedngn@f aIﬂaJOhcaidtrMB% andet ﬁid&ced];#esﬁige.ofhe residue is
2' 6 t 1'- 10
O D B e B G e 4 85 mp. of
@%@B&tﬁmf(@‘ﬁc% apg rﬁ'&?% @?sg?hﬁofﬁgﬁ’hoﬁ? B0 & ﬁ‘s i% 7.0 (m, 1H);

reactor containing a ure
dmal-hed - t(msiHye 7.2 in 3.1 nl of anhydrous toI uene
degassed beforehand under an argon stream The reactor
is closed and heated at 115C for 16 hours. After

dbal i h"gBrttmnemelaﬂudrobemylnmﬂm-bﬁtyfd'dnbﬂaynﬂanet hr ough

Ll at d d
e’ ool B IRParnRAERe T TRt o & B BRIHE: 51 o

chidamiet ang tizpIH04 edfuti-buyliehalylgand iigsideute Midtd) add the mixture is
xture. 210 of conpound are

Wbr? tacliaaﬂ Zrébelgrwéempae%gl%g%ﬁ &(‘;TOMH Tmms?l‘(/m va@irarﬁewmthe residue is

fak&buyf svith Gdyer aﬁd ]i1e€H§/I ethtd) arll_cl)ﬁth@%r%a%lc phide i ]IEI) séﬁﬁgt&i lé‘y LR ling out,
S

Tia-f)%ﬁd gvn%Swztth anfl_(érled PYETZSO(j?élm g_q.l.])hategé" Eﬁ@ﬁ?ﬂt @s gvaperated off under

?ed[léi:db?ess-ﬂi’é @ms?goybnme%éﬁ{eh 2-a] pyri din-6-yl)phenyl] pr
ound 49 of the table) 8.1

p {%ﬂ’( w&mrm@%aoﬁ inpBmyD Pt Sy 0.8 Gr Bhans2(pLH); from 6.65 to 6.7
(m, 1H}; from 7.3 to 7.4 (m, 1H).

10.3 5-[3-(tert—ButyldjmethylsiIanyloxymethyl)-2,4-difluor0phenyl]pyridin-z-
ylamine

6.7 g of the compound obtained in 10.2, 4.40 g of 5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-
2-yD)pyridin-2-ylamine, 30 m! of a 2M solution of sodium carbonate and 816 mg of [1,1°-
bis(diphenylphosphino)ferrocene]dichloropalladium are dissolved in 80 ml of N N-

dimethylformamide and placed in a round-bottomed flask under an argon stream. The
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Under an argon stream the followng are placed in a
round-bottonmed flask: 9.0 g of conpound obtained in
stage 7.1, 11.05 g of

5-(4,4,5,5-tetranethy| 1, 3, 2- di oxaborol an-2- 25

sodlun1carbonate and 1. 70 g of

tetrakis(tri phenyl phosphi ne) pél | adi um and di ssol ved

in 523 mM of N, Ndinmethylformam de. The mxture is

heated for 1 h 30 at 80C. After cooling to anbient

tlevrpleer stheped fdrl2 bfat 8ty IAfieacetliag eo hmbiattdedpdrautche solvents are

ct ichis filtered thr h celite.
ST & B Reaiiout e e e B TRBiep Rt ant e
vacethtean$ ati inseltield naekial is G¢inditd 5P AittatvE thk@igh deite. Ak @bl phase
ul phat e, an concentrated under redquced

o S S BN Hl A F G 199°8s BT sodhm chloide

chd affed @@r aahyn sugfhbie] TR cbﬁledQ@ﬁLﬁiﬁ@ﬂj bPHrohtbdafhy, elution being
dlchlorgggbhane/nethanol m xture. The solid obtai ned

carriefl; qu é‘dm‘f"i‘ué?rf)ﬁfi‘ic@&)’i@ﬁlﬁﬁ‘??e gidhmpthanop diset 8a pipite solid are
hm&hﬁﬁtlon and then oven-dried under reduced

Qressure .35 of conpound are obtai ned. WO
ﬂ’@ﬁ( PR2o09P (0OBD -8 G89HE INUR %@I&/@@Sdﬁ 2Hg 6.45 (4,

6. 55
P B L o A 2
(d, 1H): 8.25 (s, 1H). 8.2
3- ] 1, 2- i di.n-6-yl ,
SR T SRS
¥high-2-wdiimid e | Lvelpyddineonat e are wei ghed into a
th

S, S o S T TP b SR . 2
4. gb addBof tktehuem@dnmd obrallded)mﬁm Jyn Surioy 1r|( ﬁ)inBZﬁ)rﬁﬁmll)ol ere added

- t t hanone. i ution i

R Rt S e S LAt a8t pbigORin 1 m
SDﬁrofp@r[ 1-06 'If}he WiitR. is Foged @AChdrORrad@tedifdd LU Bid & 104t €lhet@action

anbi ent tenper at re 200 ng of propanethiol supported
GRS P CQOPF i3t EMPPRRRE.) 208 e of aepapsilipk ppporgsdon silica

(Biotagt i ThR)) §reS$ddEc[ QBLrétO) afdl Mhedlni:RM¥P1 € Nbirred Efﬂﬂ)%rlff‘t 't'ra‘?nblent
and then filtered. The residue is washed with tw ce

Itﬁmpsfatuge gﬁiathenlﬁlgped Shgresigpedp wephed pithityvige @ ml ¢ propan-1 ol and the
EUARO; u S of
s @lef &y B0MAUTHI Liatholia & ngeqragh?e{o@\%@g%e et nrygp. o

conmpound are obt ai ned.
1.5 (s, 6H); 5.1 (s, 1H); 745 (t, 1H); from7. 5to

10.85 18- F5 QR 8. (biflenl2 lErEih ::8
7,95 ifforo-3 [ w3 hqe’!a Sobfaad) 2 lsabids, 1
B}my&mgthanol
e v P Sy

uor %p (ﬂlﬁ)%Fl d % adﬁl(l)ili { Cl(s)%s%cl)‘{feé 1%6 t Ptogtg} (bgmmol of
&nabqtgzaﬁmmme ﬂﬁd)rubr bpheay IThérahham@hs stired for 16 h at ambient
temperature, and the solvent is then evaporated off under reduced pressure. The compound
is purified by chromatography. 21.2 mg of compound are obtained.
"H NMR (DMSO-d6, § in ppm): 2.75 (s, 3H); 4.6 (d, 2H); 5.35 (t, 1H); 7.2 (d, 1H); 7.25 (4,
1H); 7.4 (4, 1H); 7.5 (s, 1H); 7.6 (d, 1H); from 7.65 to 7.75 (m, 2H); 8.45 (s, 1H). M+H =
357.

Example 11: 2-|3-(2-Benzo[d]isoxazol-3-ylimidazo[1,2-a]pyridin-6-yl)phenyl}propan-
2-ol (compound 100 of the table)
11.1  [1-(3-Bromophenyl)-1-(methyl)ethyljoxytrimethylsilane
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20.0 g (0098 nol) of 2-brono-6-fluorobenzal dehyde are
di ssolved in 500 m of nethanol and cooled in an ice
bath; 3.72 g (0.098 nol) of sodi um borohydride are
then added thereto, portionw se. The mxture is

stV b@@/ypser col d conditions for 1 hour a”dékﬁﬁFRﬂm9m0mW3
solvent is then -evaporated off under reduce

pressure. The residue is takef up between water and 25

di chl oronet hane, and the organic phase is separated,

dri ed and concentrated under reduced pressure. The
r&4$igduighe conprystt Iahﬁairezladcdrdiogmpém timR@ml ﬂ:Bdl&hlgroﬁfethane at 0°C, are

C;?&Bg %Q% I%Elﬂd q?o 8 q’%ﬂj g_k ?%/51{ gnce%rl %né)me7 ll\;jdhl ?ﬁ]mrpzq_b trlmet%}lsﬂane

7chﬂc61d¢ Cire added) ThSOmQtu& is stitred for one hour at 0°C and 20 h at ambient
2- Br onmo- qu obenzyl o tert-butyidi met hyl sil ane
MERRER o ot 4R b i e TEAEg 1 PGPSOy 4l of
tdiﬂllmmﬁaﬂadTMrgdnﬁtEﬂaaW@Wa%S haith 20m€ ofl b S8 @HaMe dollitbnZdQodium
F, and 7. 115 ol ) of imdazole are

m_.of T
a%‘!fé‘&e 81"1 ngwm%isgﬂpggte @@i @glgcqpﬁqzrytra@[d under reduced pressure. The

tredidueb Ut YWhilidae b ydiisda| Qéleclﬁtli}hﬁ&&,r%y affod hfelrfce aadiko Q)ut with a
g%xture s stirred for hours. The solvent is then

BAGYEPE dccs¥s miKier2- ?%@ﬁf@éﬁoﬁdéé%%htaéﬂedt he residue is
takanrYeDYa, %QQ%é;ﬁ%%@@HE’QTJsﬁB%%Q 93% élalaﬁ-t[)?l?.g%ﬁ,”l H).

wat er and di eth ethér, "the resulting
separ at ed by settllng out, and the organlc phase is

IRe o SRS RIS HABTES ine

Hedayefrtbeicompeudd\iRt{IBOGL 3.1 Srd plagep iy 10 @1 & tétsahyibduranQind 2 ml of
(f%ﬁeé 93}(;% ;de%i;s?ed q‘lgd%%y)afgog gt?erepmeors 1(} rgin?() g?g og” g](4 %lgbﬁitetra?nethyl 1,3,2-
Slidx2bqrolen-2-yBpridirdwiatdng] si | BoOyhoxy @t hy ), 371s‘(dhplmh9lph1@[3hmo)
Bf"érlc%g% g%]l%apa}flaignna%d 168 L}J gf caesntnplecaqbonftg l?lipedac%g(ti ahereto and the

5&1(:t4re41< Sedied ﬁt&O%E’&rfW houts. A\ fér dbsIMADBE @dadflon mixture is concentrated
30 mM of a 2M sol uti on of

éla%b )Lﬁué:%ﬂg Bgﬁ%lf mdggq_vg ?Péal%ard {Slpuil tieq (v silica gel chromatography,

lbiusiG:elibpig Byripd 0sPRitN @) HesthfpG B L diie HhighrPakd adi d—f@oﬁﬁa@und are
Fssolved in 80 m of N N dinethylfornman de and

in a round-bottoned flask under an argon

%mm(cﬁh% IHtHh €0 tsSolipate 6?? 234 aEHf%‘is A 18 725 (m,

cool ing to anbi ent tenperat ur e so vent

Uaidor @ aH):GET (omtid), B2ddutRMpiesddre and t he reS|due
is taken up between water and ethyl acetate and an

i nsol uble material is renmoved by filtration through
d;bBl té- Wth@mﬁgaﬂhylbpimﬁ&:ﬁﬁmisﬁ&@ﬂﬁx&h&ﬁ by settling

04, PSR N5, SSLULRED 2005008 S0l UEL 00 Ot

h}zﬂnmimlmxde i ss pWifi 1t(Bemnmymhlﬁl@;sfa;s;mgre@@tbmo&hlﬁﬂepﬁyd%hmgde and
e of dichl oronethane a

?;éf{l[?gﬁ’g’ﬁ “5§6 6‘116# tﬁf#y%P@Iagbﬁrglp}@égp ma round-bott(?rged flask. The

mixture is stirred at ambient temperature for 20 h. The mixture is concentrated and the
residue is taken up in 40ml of ethyl acetate and 20 ml of water. The organic phase is
washed with 20 ml of a 1IN solution of sodium hydroxide and 20 m! of a saturated solution
of sodium chloride, dried over magnesium sulphate and then concentrated under reduced
pressure. 1.1 g of compound are obtained.

'H NMR (CDCI3, & in ppm}: 3.4 (s, 3H); 3.8 (s, 3H); from 7.25 to 7.55 (m, 3H); 7.95 (d,
1H). M+H = 207.
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"H NTMR (DVMBO-d6, Sin ppm: O (s, 6H); 0.85 (s, 9H)
4.5 (s, 2H); 6.05 (s, 2H); 6.45 (d, IH); from7.05to
7.15 (m 2H); from7.3 to 7.4 (m 1H); from7.45 to

. 8.0 (d, 20 1H). M+H = 333 9.4
2“%%&F%”6;%Ft But v di met hyl si | anyl oxymet hyl ) PEHFR209{900303
henyl ]i m dazo[ 1, 2- a] pyri di n-g&-yl } benzot hi azol e 58 ny

(0.7 mmol ) of sodium bicarbonate are wei ghed into a
m crowave tube. 83 my (0.25 mmol) of the conpound

Ohta! nethehihBistodDa SOLYIMAR 11 2 M of propan- 1 -ol,

are added ereto owed by 0.375 mol . of
1L { beh#stdemagwid-Riajel -2 1 bp cmﬁ@atnlh aﬁtanehyldwﬁsaﬂ art iptmed i dlround-

a 0 T and then s
rgottg% CEPPQSQ % d o%lfl un e?atr 0r eac i rr]ne%h mASHesum Brogy eléyem ethyl
tevhegrdye edied deppeeal hﬂmnﬁ@ﬁ stigedfor propameitticOland 20 h at ambient

ted. on sil Bi,at.age Si - Thi 9l re added
THEREE Lo e G g = i wiion of
tapngmeu et ulﬁenc&na}e abdd. Thd memed s &ﬂﬂct&ﬂ &ithi Jotokiadrettys 3ce_tate The
ed)\éga Pcr tag% 18 l\'{fgqlga I)mtghﬂfg%gl%grég%@fﬂdssur eﬂébtn;@glutlgaogfcs%dm%ucrl]ﬂ01-1Id§ dried
[ozel( &a@féﬁlﬂﬁﬂ fiphd©| and -thdni EncaEeled WBdd] BHIcbd E&s&raflﬂhe Gedidue is

] mret hanol  The crude, conpound obtained in

ST S THOB. S oTE g P AL A0 B pingpthgfacetate

etk dufeh 06 Wl o2 BFRSuHMsfobla@ici de hydrate. The mixture is
§t|rred or 16h at anbient tenperature, WO 2009/ 144395

KED65 GUDBDR): 240(saith; ThR (mOIHIEnEs (m 2Hhick2S (d, 1H). M+H =
qyaporated of f under reduced pressure. The conpound is
purified by chromatography. 37.5 ng of conpound are
obtained. '"H NVR (DMSO-d6, S in ppm: 4.45 (d, 2H)

; t, ot 5020 ekndRadd 2H); from 7.45 to
313 E%(B% ,fd]H”ga%l"ﬁ g2 B%Frﬁ( s H) 7.75 (d, IH):
8.7050f epppek Mromide 11575(rd], of]eH@yl a@tafe 418 plac&l it k)rpur-bbGorhsd flask and
P e, o RR Ry s ) U1 i By s
rffprd?il m&iaé ydflupl gﬁigy'hl)cturmts Ié’ﬁaémlfi ltk(r@(gﬁ'@ﬁ;wﬁ 61|1d715e19150ﬁtd'd€int011 80 mlofa
e) .10, - br omn- 2, 6-di f | uor aphen t ha _
SRR bioGEE SRBBIHT A b el BRryEs "AR OIS skt
The 6Eg@nlﬁ1ph£8fe 1mta§ham @litha10an]CaFQl RehratédlsolRioh &8 seBbh chidride? dried
of sod|um§Fﬁ drlde are then added thereto

R T RS frifier Gensenteuediingsraeruged ripssTend 7 g of compound
isawpeteat ure for 1 hour and the solvent is then

evaporated off wunder reduced pressure. The residue is

T RO (1P Bat deeamaied &5 (sodih: 85 Hh BTt hanaF)Bis (G, 1)
organi ¢ phase is separated, dried and concentrated

under reduced pressure. The residue is

11.6  2-[3-(2-Benzo[d]isoxazol-3-ylimidazo{1,2-¢] pyridin-6-yl)phenyl] propan-2-ol

0.22 g of compound obtained in 11.2 and 0.17 g of compound obtained in 11.5 in 7 ml of
ethanol are placed in a round-bottomed flask. 61 mg of sodium hydrogencarbonate are added
and the mixture is refluxed for 20 h. After cooling, the reaction mixture is concentrated
under reduced pressure. The residue obtained is purified by silica gel chromatography,
elution being carried out with a heptane/ethyl acetate mixture. 210 mg of compound are
obtained.

'H NMR (DMSO-d6, & in ppm): 1.55 (s, 6H); 5.15 (s, 1H); 7.45 (t, 1H); 7.55 (m, 3H); 7.75
(m, 2H); 7.85 (m, 3H); 8.55 (d, [H); 8.75 (s, IH); 9.05 (s, 1H).
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15 crystallized fromn-pentane. 14.6 g of conpound are
obtai ned. 'H NWR spectrum (CDC13, Sin ppnm:.2.0 (s,
1H); 4.9 (s, 2H); from6.85 to 7.0 (m 1H); from?7.5
to 7.65 (m 1H). 10.2 -

(WP oRase8- di f1 uor obenzyl oxy) - t en- but yl di mpicykgidodh
e 20 11.15 g of the compound obtained in 10.1 are 09fb00303

di ssolved in 150 nil of THF, 8.1 g of im dazole and

then 9.04 g of tert-butyl di methylsilane chloride are
added, and the mxture is stirred at anbi ent

tEapwiat L Peodeey foP greparing confnmngdo 1020t 11ils t hen

el\égiporated off, the residue is taken up with water

and di ethyl ether, and the organic phase is separated

by setG4%Sngmolds palladismestetatet ddnwao® mnedd tbf B-PiRE 208/ @eighed into a

iym sul phate. -The_.sol yent i s evapor d of nder
20 il B PiEL A 15l ShhnoprBat | B bl are acded
NhRets perel thd NnfxfildCls3stirfedi i 2PAN 2R Kash ubd) sonle GS/solution has
9H):; .65 (s, 2H); from6.65 to 6.7 (m 1H); from7.3
%" % (m 1H). 10.3
52[23- (tert-Butyl di net hyl sil anyl oxynet hyl)-2,4-difl uoro
phenyl | pyridin-2- 30 ylamne 6.7 g of the conpound
obt ai ﬁ)e'ﬁmmql g@heﬁromlhgoy@c @fid is weighed into a reaction tube, 0.36 mmol of

Tkt phivesiRlaall AR uh pRopnsll QXARPE AN
S oy a s ol am ne. SR G SR Bt s sshanc and

doidi el ths e apaung iptagned ifyg 2o splgtian in 2 ml of toluene, are successively
. . . ; : . _
gh%Cth&gg,%ldmgbgtﬁ%‘]fs o hﬁﬁ%eﬁ&gﬁ%ﬁr%??ln? 5%9&1&9&3}%&&9 ini2.1

li ssol ved 1n _ , or mam de an
pt Geeadded Tae tehgndclpet tohwiref Ifersié ha d&87C. 813 ralrafeviution prepared in
Haay . 03 41 .. . ..
990050 ZHRL 1A LTLETRIOPLOAE s o e
anti &ml of ettpk rettaie.e] 00t g of cilicent@amtieol @iaper it Bdolphfe added
n he,residue .i s ken.u

IS EUORAY £SULELPR LU, LRSI ANELR LBl Perarea
rdttagion ahd maishred rmaithe ik 2oyl 6ff THF aTheofiltrhiario dgdpomedi tb @lrynékbeand the

qQrgani ¢. phas IS S ra e%]b settling out, washed
\‘/:\/lm?%ougglssasfl glre %?deta pﬁﬁﬁ%@ﬁgg‘é rﬁ%?t%ﬂap “sodi um chl oride 5
and dried over sodium sul phate. The conpound is
\%l{ri f%%%% chr,orraéo%;ph%, elution being carried out

PP M kteRretse ofremrayrdndlh®iéSand net hanol . 4. 25 g
of.1a eh2{er Pty dintRyIsiRRyBLARGhy)-SLANVRHENE-d6, S in
ppm: O (s, 6%: 0.8 (s, 9H); 4.4 (s, 2H), 6.05 (s,
gﬁyym@;d&goté&;a]mﬂubl?e 7.05 (t, 1H); from7.35 to 7.45
(M 206 mBohn(83/1 5 bk rurdMiiHTHF 3RilwatdiQrd Beddssed under an argon strea
6-[ 3-(tert-Butyl di nethyl silanyl oxynet hygl 3 -2, 4- dlrﬁjIUoro -

ﬁlwa ]Sﬁg_qfébfhgqmpgund prepared in 9.2, 6.07 g of 2-chloro-6-(4,4,5,3,-tetramethyl-

1,2,3-dioxaborolan-2-yl}imidazo[1,2-a]pyridine obtained as in 4.2, 18.6 g of caesium
carbonate and 466 mg of [I,1’-bis(diphenylphosphino)ferrocene]dichloropalladium are
added. The mixture is stirred for 2 hours in a thermostated bath at 80°C. Afier cooling to
ambient temperature, the solvents are evaporated off under reduced pressure. The residue is
taken up between water and diethy] ether, A solid is removed by filtration. The organic
phase, washed twice with a saturated solution of sodium chloride, is then dried over sodium
sulphate and concentrated under reduced pressure. The residue obtained is purified by silica
gel chromatography, elution being carried out with a dichloromethane/methanol mixture.
The solid obtained is triturated with pentane, recovered by filtration, and then oven-dried

under reduced pressure. 4.74 g of compound are obtained . 'H NMR (CDCI3, 8 in ppm):
0 (s, 6H); 0.85 (s, 9H); 4.5 (s, 2H); from 7.05 to 7.1 (m, 2H); from 7.25 to 7.3 (m, 2H); 7.4
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thien-2-ylimdazo [1,2-a]pyridine 58.8 ng (0.7 muol)
of sodi um bi carbonate are weighed into a m crowave

tube. 83 nmg (0.25 nmol) of the conpound obtained in
10.3, in solutionin 2 mM of propan-l-o0l, are added

Nvg frawauasesf ol | owed by 0.375 mmol of PCT/FR2009/000303
2-brono-1-(thien-2-yl)propan-1-one in solution in I m

of propan-l1-ol. The tube is s®aled and then irradiated
for 10 mn at 180C. The reaction mxture is cooled to
anbi ent tenperature, 200 ng of propanethiol supported
dﬁi§917%%@n? IB; 88 4géHEMARFGP). are added thereto, and
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1 TS By Sl LT e, eyt

The ue I's washed with twce 2
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Q%ltglarlgl:l’]me d)?t Cf%tgg}?rﬁggb% ngé B e]d in W?%I%Hn%@?qﬁggn% are successively
@ofddahartngand. the HDIs ek fludledtvail akst ¥ lrﬂime bélifﬁcfn' Iiﬂéii’afedﬁn 12.1

yre is stirred for
OO R P e e HA 5B GUTC ol T By ATy Sl prepard in
under is ragglhl Q&&d&ﬁl@%ﬂe@tmgﬁ%uﬁﬁmoitéﬂ 6o 1l Bheldbich 's§9t1$by is diluted
chro hy. 21.2 ng of compound are obtained
%m @ﬁ@% 1 aegtate, ]p(}gn?g o sylgza(pgopalﬁblol QBI@Z&%&dSI-’E’l.LB] are added
511&35!0 (afnd tﬂel'&bxmze sﬁged o of afBiekd tem%)élrmre fhe SO(IGI ’IS 4ei5grated by

1H); from7

éiitaag)m{l s’md ﬂq};hedmupp sz mlgof3EHF. 'Qj@aﬁima@ iy pvaporated to dryness and the

Zes{d%e \sArsBenA0k WrinR0B&Qhendsydel M dazo[ 1, 2-al pyri di n-6-y
%ghenyllpropan- 2-ol (conpound 100 of the table) 11.1

@3- Bronophenyl ) - 1- (et hyl ) et hyl | oxyt ri met hyl si | ane
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co ound prepared acco
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tenperature. 50 m of water are added and the m xture
is extracted with 30 ml of 5 dichloronethane. The

cﬁygmpnmlqomaqﬁritﬁmwﬂshﬁmowdk h28@ 47 of a saturated
of sodium_ chloride, dried over magnesi um

151 ph b G iR bR G R R s ur o

dineroimRBLue-dgyrRidhd fied by silica gel chromatography,
el ution bei ng carrled out with a heptane/eth

acet at® W i/ I Smistuge of THD apbwalar ap degsbiediupdag an argon stream
and then 5.3 g of the compound prepared in 10.2, 6.07 g of 2-chloro-6-(4,4,5,5-tetramethy!-

1,2,3-dioxaborolan-2-yl)imidazo[ 1,2-a]pyridine obtained as in 4.2, 18.6 g of caesium
carbonate and 466 mg of [1,1’-bis(diphenylphosphino)ferrocene]dichloropalladium are
added. The mixture is stirred for 2 hours in a thermostated bath at 80°C. After cooling to
ambient temperature, the solvents are evaporated off under reduced pressure. The residue is
taken up between water and diethyl ether. A solid is removed by filtration. The organic
phase, washed twice with a saturated solution of sodium chloride, is then dried over sodium
sulphate and concentrated under reduced pressure. The residue obtained is purified by silica
gel chromatography, elution being carried out with a dichloromethane/methanol mixture.
The solid obtained is triturated with pentane, recovered by filtration, and then oven-dried

under reduced pressure. 4.74 g of compound are obtained. 'H NMR (DMSO-d6, 8 in ppm):
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TR by GrfeipaarRA Suddl B@tcnifild/QNabnRaks omed fl ask.

The mxture is stirred at anbient tenperature for 20

h. Ther ' ﬁ?ure s .concentrated and the residue is

t aken 6@1 © ¢ Hemgpaiisr igystaleh e chrmreal sEncses o @ensral §irmpat(Br Table 3

_Hhem@ﬁ@aﬂhhs&aﬂéb 88 hbFcoch@she @héﬁ"h&é}lsggs S8 soRf efanhlbs of compounds
sol uti on of sodi um hydroxi de and of a saturated

EWPIRREIA thednerudh i hpsecadiest i de, dr| ed over nagnesi um

sul phate and then concentrated under reduced

pressure. 1.1 g of conpound are obtained. 1H NWVR g3 re
(CDC13, Sin pp 4 (s, 3H); 3.8 (s, 3H); from 725

fo the SBos( rﬁoh@% mdrszat%thedmsmn P submithtien ofofte oty R0 on the
Zoq)%M{Jr&@eﬁlsPCT/ FR2009/ 000303 43 11.4 1-(Benzo [d]

i soxazol - 3-yl)ethanone 1.1 g of the conmpound obt ai ned
in.11.3 in 50 m of tetrahydrofuran are placed in a

r ouf e oY rasererimra SK reptesediS aznmpennden freg bpom forts, whereds “HCI”
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dropwi se. The m xtu Is"stirre
andhe@tio petgeengatsntinges & the@pdbateliragio; It is cooled to 0C
and 25 m of water and 10 nl of a saturated solution

Of in Table 3, the “Mp” column indicates the melting points of the products in degrees
Celsius (°C) oz, when the products have been isolated in the form of an amorph.ous solid

or of an oil, they are characterized by their mass [M+H];

- “Ph” means phenyl; “CI” means chlorine; “F” means fluorine; “Me” means methyl;

“MeO” means methoxy; “(F,CH)O” means difluoromethoxy: “+-Bu” means fert-butyl;

- in the R column, the number before the substituent indicates the position of substitution

of the R group on the phenyl nucleus;

- in the X column, the number before the substituent indicates the position of substitution

of the X group on the imidazo{1,2-¢]pyridine nucleus;

- N.D. means not determined:;
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(s, 1H); 7.45 (s, 1H); 8.3 (s, 1H). MtH = 391. 13.2
Process for preparing conpounds 112 to 125 13.2.1 0.3
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The solid obtained is triturated wth pentane,

recovered by filtration,
reduced pressure.
NVR (DVSO- d6, 5 in ppm
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- in the X colum, the nunber before the substituent

i ndi cates the position of substitution of the X group
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Table 3
\
Ex | Mpor NMR 'H NMR spectrum (DMSO-d6, & in ppm)
[M-+H]
1 | 176-178 |2.8 (s, 3H); 4.6 (d, 2H); 5.3 (t, LH); 7.4 (d, 1H): 7.5 (t, 1H); from 7.6 to
7.75 (m, 4H); 8.3 (s, 1H); 8.9 (s, 1H); 9.0 (s, 1H).




2009/ 144395 PCT/ FR2009/ 000303 60 132 N\ 3 HHH , 4
diF M N 133 3 HHH2'4H- diF \ 134 3 HHH

H- diF F135\ ~-N3 HHHdi 2,4F H- 136 3 HH

"4 H- diFN iN N 137 3HHH2,4H diF ~NH
[MiH 1 176-178 2.8 (s, 3H): 4.6 (d, 2F):

CAH): 7.4 (d, 1H); 7.5 (t.611H): from 7.6 to > %5
in, 4H; 8.3 (s, 1H); 8.9 (s, 1H) 9.0 (s, 1H. WO
09/ 144395 PCT/ FR2009/ 000303 61 Ex My or NVR H NMR
PR

gtr LMbQ)PM O-de, SN'I\E‘RDFE@MR gpect'?ﬂm (DMSO0-d8, & in ppm)

[M-+H]

S

INT

"4
2

3§

0 NTTT
OO~ 0

2 | 325-330 4.6 (s, 2H); 7.4 (d, 1H); 7.5 (m, 1H); 7.65 (d, 1H); 7.75 (s, 1H); 7.85 (m,
2H); 8.55 (d, 2H); 8.85 (d, 2H); 9.05 (m, 2H).

3 220-222 |1.3 (s, 9H): 4.5 {5, 2H); 7.45 (4, 1H); 7.55 {t, 1H); from 7.65 to 7.75 (m,’
2H); from 7.85 to 8.0 (m, 2H); 8.05 (d, 1H}; from 8.75 to 8.90 (m, 3H);
9.15 (s, 1H); 9.4 (s, LH).

4 | 201203 |4.6 (4, 2H); 5.25 (t, 1H); 7.4 (d, 1H); 7.5 (t, 1H); from 7.55 to 7.75 (m,
4H); 8.1 (s, LH); 8.35 (s, 1H); 8.95 (s, 1H); 9.25 (s, LH).

5 279-281 |4.65 (s, 2H); 7.45 (d, 1H); 7.55 (t, 1H); 7.7 (d, 1H); 7.8 (m, 2H); 7.95
(m, 1H); 8.0 (m, 1H); 8.1 (m, 1H); 8.2 (m, 2H); 8.95 (s, 1H); 9.15 (s,
1H); 9.2 (s, 1H); 8.6 (s, 1H).

6 | 264266 14.65 (s, 2H); 6.15 (s, 2H); 7.15 (d, 1H); 7.45 (d, 1H); 7.55 (t, 1H); 7.6
(d, 1H); 7.7 (m, 2H); 7.75 (s, 1H); 8.0 (d, 1H); 8.2 (d, 1H); 8.65 (s, 1H):;
9.2 (s, 1H).

7 260-265 [4.65 (s, 2H); 7.45 (d, LH); 7.55 (, 1H); 7.65 (d, 1H); 7.75 (s, 1H); from
7.85 to 8.0 (m, 2H); 8.05 (m, IH); from 8.75 to 8.9 (m, 3H); 9.2 (s, 1H);
9.4 (s, 1H).

8 | 270-272 4.65 (s, 2H); 6.6 (s, 1H); 7.45 (d, 1H); from 7.5 to 7.6 (m , 2H); 7.65 (d,
1H); 7.7 (d, 1H); from 7.75 to 7.85 (m, 2H); 8.05 (d, 1H); 8.2 (d, 1H);
8.3 (s, 1H); 8.65 (s, 1H); 9.2 (s, 1H); 11.5 (s, 1H).

9 340-345 |2.55 (m, 2H); 3.0 (t, 2H); 4.65 (s, 2H); 7.05 (d, 1H); 7.45 (d, 1H); 7.55
(t, 1H); 7.65 (d, 1H); 7.75(s, 1H); from 7.8 to 7.9 (m, 2H); 8.0 (d, 1H);
8.2 (d, 1H); 8.65 (s, 1H); 9.2 (s, 1H).

10 | 277-279 [1.3 (s, 9H); from 3.25 to 3.35 (m, 2H); 4.5 (s, 2H); 4.9 (t, 2H); from 7.3
to 7.4 (m, 2H); 7.5 (t, 1H); from 7.55 to 7.70 (m, 4H); 8.1 (s, 1H); 8.45
(s, 1H); 9.0 (s, 1H).

| 11 | 340-345 |4.65 (s, 2H); 7.35 (d, 1H); 7.45 (d, 1H); 7.55 (¢, 1H); 7.65 (d, 1H); 7.75
(s, 1H); 7.85 (d, 1H); from 7.9 to 8.0 (m, 2H); 8.15(d, 1H); 8.65 (s, 1H);
9.15 (s, 1H); 12.0 (s, 1H).




2 325-330 4.6 (s, 2H); 7.4 (d, 1H); 7.5 (m 1H); 7.65
(d, 1H); 7.75 (s, 1H); 7.85 (m 2H); 8.55 (d, 2H);
8.85 (d, 2H); 9.05 (m 2H). 3 220-222 1.3 (s, 9H); 4.5
(s, 2H); 7.45 (d, 1H); 7.55 (t, 1H); from7.65 to 7.75
(wid 2008H4395rom 7. 85 to 8.0 (m 2H); 8.05 (d;
from8.75 to 8.90 (m 3H); 9.15 (s, 1H); 9. fcglwmrﬁm‘mm
4 201-203 4.6 (d, 2H); 5.25 (42, 1H); 7.4 (d, 1H)

(t, 1H); from7.55 to 7.75 (m 4H); 8.1 (s, 1H), 835
(s, 1H); 8.95 (s, 1H); 9.25 (s, 1H) . 5 279-281 4.65

(s 2I—|)' 45 (d, 1 1 7.8
(mExzroM"grgs Z%Mﬁﬁwﬁgpeiﬁgm(%wgo %ST%}@S 2
(m 2HM+81]95 (s, 1H); 9.15 (s, 1H); 9.2 (s, 1H); 9.6
(sTv—hH—6264-266465(s—2H—6-45-(s—2H+—7-15

(1d12 UHPOS-T8A B 455, ZFR) 7.1 TmBBHK 7.4 (hH)H); 7.46 (t, (lH) TBH),; 1HF; 765 (d,

g;ﬂ %H); 7. 7;}% frorii:}togng@oﬂ% Egl(segh)(é(sgﬁ,&ﬁq;%éﬁﬂ)
{16 %98%’0 3-8 2%‘524 ol 2Py 4%5(‘% 85 (- PR lPB S 1945 (m.

8.9 (Im 3H); 29l),27£$t, 111)l—lrmmﬁ554to(787 (o, H); B @7Q-1)2§2154s Q8); 9.0
's, 2H); 6.6§ 7.45 (d, 1H); from7.5 to 7.
m 2H): 7.68 (13‘) 7.7 (d, 1H: from 7. 75to785

42:;3'28.0 6% 8.2 (d,_TH7; 8.3 (s 1;2; 8. 65
S Trpizgie B (S=1%1|5)s’7ii(ds 15 74 (g 119: 360 35 B 2Ry 7.75
2;\'): 3.0 (t, (a?-hinghﬂssf‘(é I(Hagﬁﬂld 1), @%}éCiH)Jd?‘)5(s71}ﬂ5 (d,

. ¢ fram :

%@-2%5(2 L) (ZF@H) $6? oéﬁ)7 7ll|5|)§m 11@)3346@1 1ﬂH1;y‘)7 558(t ﬁﬁ) 7.65(d,

3.25to 3 ésl "Qﬁtgﬁ 18); §.0((8, 1D 15£1n91f(>s 832&1}% lH)c 8h(s, 1H);
7 .

2
7.3 to 1H); from?7. 55to770
fgr@(szl?ﬁﬁgzgé i, (s, 1H: 9.0 (s 11

341Q; "4'_’;)5834279.@24(6%0( 22@) 63;&,71}&)0' 33k '1_517 741@8(@0'1 15'%? /18R from
f romv & to B i‘n75 o) 4H)g7. &s;-( ab; 595 (180s: zfs(d 11'&»,89 (s, 1H);
IiC'}'/SFE(R;OOé}_DO &%%%QHQII:%%HXP ﬁ“(\)/%QH NVR spectrum

OMBO- 4,388 4%sRP By 7.15 (4, 1H); 7.45 (d, 1H); 7.55 (¢, 1H); 7.65 (d, 1H); 7.75|
(s, 1H); 7.9 (d, 1H); 8.0 (d, 1H); 8.35 (m, 2H); 8.5 (m, 1H); 8.6 (s, 1H):
8.7 (s, 1H); 9.15 (s, IH).

18 | 250254 [4.65 (s, 2H); 7.1 (m, 1H); 7.25 (m, 2H); from 7.4 to 7.6 (m, 3H); 7.65
(m, 2H); 7.8 (s, 1H); 7.95 (d, 1H); 8.15 (d, 1H); 8.6 (s, 1H); 9.35 (s, 1H);
12.15 (s, 1H).

19 | 340-345 |4.6 (s, 2H); 7.05 (t, 1H); 7.4 (d, 1H); 7.5 (¢, 1H); 7.65 (d, 1H); 7.7 (s,
1H); 7.8 (m, 2H); 8.05 (d, 1H); 8.55 (d, 1H); 8.7 (s, 1H); 9.05 (s, 1H).

20 | 380-385 |4.65 (s, 2H); 6.65 (d, 1H); 7.45 (d, 1H); 7.55 (t, 1H); 7.65 (s, 1H); 7.7
(d, 1H); 7.8 (s, 1H); 8.05 (d, 1H); 8.3 (d, 1H); 8.7 (s, 1H); 8.8 (s, 1H);
8.95 (s, 1H); 9.3 (s, 1H); 12.05 (s, 1H).

21 | 285287 |4.6(d, 2H); 5.25 (t, 1H); from 7.3 to 7.75 (m, 10H); 7.95 (m, 2H); 8.5 (s,
1H); 8.95 (t, 1H).

22 | 144-146 4.6 (d, 2H); 5.25 (t, IH); from 7.15 to 7.75 (m, 11H); 8.40 (s, 1H); 8.9 {1,/
1H). '




[ MPHL 12 205-208 4.45 (s, 2H); 7.1 (m 1H); 7.4 (m

1H); 7.45 (t, 1H); 7.5 (t, IH); 7.65 (d, 1H); from
7.9 to 8.0 (m 3H); 8.45 (s, 1H); 8.55 (s, 1H); 8.95
(s, 1H). 1323924033(m 2H); 4.6 (d, 2H); 4.8 (t,

%2@?’%%3%55 to 7f Ir7o?nm7 Za)t08714(53(m ZH%CAW'%@%’““““

H; 9.0 (s, 1H. 14 232-23634.65 (s, 2H) 7.25 (d,
7.4 (m 1H); 7.5(t, 1H; 7.65 (m 2H): 7.75 (s,
7.85 (d, 1H); 7.95 (d, 1H) 8 5 (s, IH; 9.05 (s,

1H);
1H);

15 280- 8532 SF (s, 2A 7,15
%@ 7.MBoy d &%R?H pectwns@? éOdélﬁrlpppm) 75

- e -

s, H)[M@IA (d IH): 8.15 (m 1H): 8.35 (m 1H): 8.7

s 1H) 8 (s 1H): 9 20 (s, 1H). 16 1 285-290 4.65
2 9 - 11,5845 (s

tst lHis,o 2 46‘@,5&%‘9523’;@5&&% s tdﬁgm(ﬁ{) é)f_gx?, 15{.)024:(,
d, 1H); 8. 2%@&5@1—911) 894, QH) 1H) 9. 25 (s 1H)

1765 (s, 1 380465 (s —2H)—715(d—1H); !
7.6 | (H]8-180) 14.55 (B2t 5.2 T H); Fro@67.3 ¢b, 7.1 K, 410, ﬁ‘51’117(5? to 7.75 (m,
1H); (7.9 (d, 5 (m

tg- i s Sﬁk&zg’%q%%ﬂ H)H)beg’?s &3 % 1y
250 25 5 0
5 o@.‘bé%( #5.63(&%?)2@ s2dp ”%)nmh‘) ﬁ)uz;5 t??él\?%*sgﬁ)r i.?'g (i 18 Hom 7.
d, 1H): 8. 150 {.d (ml4H); 7.85 6, [19); 8.1k, 1HS. L35(s( B); LK, 1H); 8.9 (m,
12.15 (s, 1H),;,19 340-345 4.6 (s, 2H); 7.05 (t 1H) ;

7.4 (d, 1m0 s (1, 1m); 765 d 1H: 7.7 (s, IH:

7. ;

Ao |88 Aths 1018 Ty i (i i 755
J.45|(d, 1H)[1HY. ssxs(figtﬁ) Bh&(s YH}SE 6((51, 111)H)3 95(s ZH(d 1H) |
8:57 \;162':1&1; 4‘:35{;55{)(525 (1,H)H) 913m(15H) ﬂ;bﬂnzﬂo @5§ (Iﬁ,ISlH’) 8.25 (s,

H) . [21 285- ﬁ 5.25 (t, 1H); from7.3 to
7.75/(m | OH u?[ ét(l : 85(s 1H) ; 895(t
H).. 2 Z- TH)

?87’7581%31

_ %égl)(s 3H) 43055(@1 4¥p_,|)4. 55gs 92Pf)t from fﬂ)m\]{é (m 4H) 7.5,
144395 |PE;/HoR2089H00B83IR36HP R 4 (s, 1H); 8.95 (¢, 1H).

126-128 |3.25 (s, 3H); 3.55 (m, 4H); 4.55 (s, 2H); 7.1 (m, 1H); from 7.3 to 7.7 (m,
8H); 8.3 (s, 1H); 8.85 (t, 1H). ’

O
o
o
©O

[3nd
e

30 | 173-175 4.6 (d, 2H); 5.2 (t, 1H); 7.3 (d, 1H); 745 (t, 1H); from 7.5 to 7.65 (m,
6H); 7.9 (m, 1H); 8.25 (s, 1H); 8.85 (¢, 1H).

31 | 279-283 (2.85 (s, 3H); 4.65 (s, 2H); 7.35 (m, 1H); 7.45 (d, 1H); 7.55 (¢, 1H); 7.75
(d, 1H); 8.8 (m, 2H); 8.9 (m, 1H); 8.95 (d, 1H); 8.15 (d, 1H); 8.95 (s,
1H). |

32} 255-258 |3.75 (s, 3H); 4.65 (s, 2H); 7.2 (t, 1H); 7.3 (t, 1H); 7.45 (d, 1H); from
7.35 to 7.65 (m, 2H); from 7.75 to 7.9 (m, 3H); 7.95 (d, 1H}); 8.05 (d,
1H); 8.25 (d, 1H); 9.0 (s, 1H); 11.95 (s, 1H); 14.55 (m, 1H).

33 | 251-254 |4.65 (s, 2H); 6.55 (s, 1H); 7.45 (d, 1H); 7.55 (m, 2H); 7.65 (d, 1H); 7.7
(d, 1H); 7.75 (m, 2H); 8.0 (d, 1H); 8.1 (s, 1H); 8.25 (d, 1H); 8.7 (s, 1H):;
9.25 (s, 1H); 11.6 (s, 1H).




Ex M
23 150-152 4.6 (d, 2H);
(m 9H);

7.75
8.9

fﬁm%gﬁc;&g:? 5 (m 4H);
25 208-210 4.6 (d, 2H):

(m

(t, 1H).
(m 1H

2H); 7.4
1H: 8.1

or NVR H NWVR spectrum (DMSO-d6, S in ppn)

[ MtH]
5.25 (t, 1H); from7.25 to
8.2 (m 1H); 8.45 (s, 1H); 8.5 (s, 1H);

24 178-180 4 ; 1H) ;

25 ?dT/ﬁégﬁowooosos
5 (t, 1H);
(d, 1H);

Sl

H)[M-81]44

226- 228

.55 (d, 2H); 5.2 (t,
from7 55to775(
1H); 8.5 (s,
5. 25 4t 1H) from7 25 to 7.4
from7.5 to 7.7 (m 4H); 7.85
8.5 (s, 1H) 8.6 (m 1H); 8.9
1
(m 2H I\ﬁﬁ?‘*é\%ﬁl U“mf(@élg@tdﬁ gIzl‘rﬁr}mﬂs 1
b (s, 1H); 86(m 1H); 8.95 (s, 1H). 27
d ZH\, 5 20 (¢ 1|_l\ 71 /m 1l-l\ from

| ae) | b NN

64 46
t DOR2E5
3 25 (s

1(41{1 Bh) 4. 48@25}11 ’34 65 (J_;IrﬁH), 84%1 (1D); 7;bbbt 1}@87 65 (d,

CERErS &7 BT SD s s B S b 50782 s, 1m0,

o3 (s D), 8.95 (t, 1H). 29 126-128 3.25
~ /m AI—I\ 4.55 (c 7|—|\ 7.1 (m 1I—h from

I_\ | W

;85;0

7.4 (
8.4
356
ab-Fo4(
14. 6
fro

ms (s8ﬂn 78, r37(5§ (m,ljrﬂ) 7%5%@ mt) 781 )3@95 (m, 2H);
(d %8 }% S6 g
07 5“11 7 (852 )mbo(lew-éH) ?29§ i 91 (s 181)25

I (Vo) Ml o)

2

(d, 1H
4. 65 (s

%4-2748}_‘?
(d, 11—%87

ol Z2/7/9-2Z0o .;
2R G W) (LN 795 58 TE0: e 1h; 7.9 (6

Pgt”n{)mg')os 8, ﬁ{)(ﬁfhsés"'m)8§ 593%(1%% S99 s, 11,
9.05,:1

Trom
723@5226d
H; 11.
H. 6.5

2 (t, 1H): 7.3 (t, 1H: 7.45 (d,
55 t0 7.65 (1 2H)—from 775 to 7 9(m——
4.61(s1) )87 A %d. (14); 7.4Hp; 7.6, (@54Kd,7. 75K, ;1HY;. DR (m, 2H),;

95 @SWW (4,11%55573((@1£§w%§31ff)51 254 4. 65

m_ 2H);

86 (ﬁ:%l-lz'&bb')

(s, 1H

46%5% Z—lgd74g_ch)5 gZ;E? 10 W’ﬂ) s 5&)-7 G 1H);

MO 12{)0’991@343195 8F9€Td FIRSZOﬂ%D(IOGSCXS, 113491 [;'sx 1H).

NVR—
277279

J. ' IVI'( prbll t \LJIVL)\J' dG o I 5] |J|.J||y

4.6 (s, 2H); 7.4 (d, 1H); 7.45 (t, 1H); 7.55 (d, 1H);7.65 (d, 1H); 7.7 (s,
1H); 7.85 (d, 1H); 7.95 (m, 2H); 8.15 (d, 1H); 8.2 (d, 1H); 8.5 (s, 1H);
8.7 (s, 1H); 9.15 (s, 1H).

40

285-288

4.55 (s, 2H); 7.35 (d, 1H); 7.45 (m, 2H); 7.55 (m, 1H);7.6 (d, 1H): 7.7
(s, 1H); 7.95 (d, 1H); 8.15 (m, 2H); 8.25 (d, 1H); 8.45 (s, 1H); 8.8 (s,
1H); 9.15 (s, 1H).

41

310-315

4.5 (s, 2H); 6.55 (s, 1H); 7.4 to 7.55 (m, 4H); 7.65 (m, 2H); 7.75 (d, 1H);
7.95 (m, 2H); 8.1 (s, 1H); 8.7 (s, 1H); 8.95 (s, 1H).

42

270-271

3.35 (1, 2H); from 4.6 to 4.7 (m, 4H); 7.0 (d, 1H); 7.5 (d, 1H); 7.55 (t,
1H); 7.7 (4, TH); 7.75 (s, 1H); 7.85 (d, 1H); 7.95 (s, 1H); 8.0 (d, 1H); 8.2
(d, 1H}; 8.6 (s, IH); 8.2 (s, 1H).

43

310-315

4.5 (s, 2H); 6.6 (s, 1H); 7.4 to 7.55 (m, 4H); 7.65 (m, 2H); 7.75 (d, 1H);
8.0 (m, 2H); 8.3 (s, 1H); 8.7 (s, 1H); 8.95 (s, 1H).

44

181-183

4.65 (d, 2H); 5.3 (t, 1H); 7.1 (s, 1H); 7.4 (d, 1H); 7.55 (1, 1H); 7.65 (m,
1H); 7.75 (m, 4H); 8.0 (d, 1H); 8.1 (s, 1H); 8.35 (s, 1H); 8.5 (s, 1H);

.95 (s, 1H).




[ MFH] 34 204-208 1.4 (t, 3H); 4.45 (q, 2H) , 4.65 (s,
2H): 7.45 (d, 1H); 7.55(t, 1H): 7.65 (d, 1H); 7.75
(s, 1H); 7.95 (d, 1H);8.05 (d, 1H); 8.65 (s, 1H); 9.2
(s, 1H); 9.25 (s, 2H). 35 290-294 4.5 (s, 2H); 7.4 to
TWob2d08) © 7.65 (d, 1H); 7.8 (t, 1H); 7.9 :
8.0 (d. 1{%1)?5 8.2 (m 2H: 9.0 (m 2H): 9.2 g’,d 7009/000303
9.65 (s, 1H). 36 244-248 4.6 s, 2H); 7.4 (d 1H): 7.5
(t, 1H); 7.65 .(d, 1H; 7.75 (s, 1H); 7.9 (d, 1H);
]l95(d 1H) ; 805(m 1H); 815(3 1H); 8.55 (d,
8 S, 2
apr ARt i SaR g Sl et g% s fupbed
7.8 (m[MZriH)] 8 1 (d, 1H: 8.2 (d, AH); 8.75 (s, 1H)
965 b, J.II) 38261263465 {S 2H) 1—4-to—4-5
(gys 1}:)1%175(05 4615H)d 2H); 65 (tdLH)J.H)Z(s7II~I@57@5(%l_})H‘)J’)%5 (tgl(ﬁ) 7.65 (d,
: , 7. m S
1H); 9.1 (s, )li‘ﬁr)d”g@“?g?g %369‘253 7.4 (d,
1H): 7 t ,1H;7./(S, ‘
TH6 [72527 230 30243 ramzig i« gy Tpus. 1{% 14 Gripu7s (.
1H); 8.5 (s, 7. 40
E’l:% 288 4.(5521-170 7‘_(“8,@)(&5(31@{) 8975](5 m?l'% (m ?I—h 7.55
7 1H037208 (1cks (@ 5717s S 6.4 11 ﬁ%%iﬂt A (im, 81115785
m 2H; s.zﬂg(g 5)55 wH)Y o Y Bl 7.5,
9.15 |(s, 1H)|1B485 @1@{)3816(8 IzD§8é:§s IEIH)II 6855)(5
}-%;'57.4t0 é 775 (d;
7. ( nh?4AH) 158(5a1 }6)5281 3H)85'l (ésslH);LF-I)Z (d.glH57. Gé {t, 1H[) 735 (d,
42 270-271 3|
2. Rzﬁ?éém'f‘glt‘@?’iglﬁqiﬁ)“’;'?s._ﬁou@ §5§ m 7 75
s49 1H)[334- 87
o H)[; 53_6 5@ 6H’5"%1é 1%? 7(4%(t%%ﬂ&ﬁé%é%?)%z}ﬁéﬁomm
2H); |6.6 (s, tQLHY(m F; ?&(87115)57(%@4%1)) 837(865{)6319(62&!;{)
757 1H) T 870 (283 (s,—tH)y+—8—7(s—1H):
3.%J(§§3QJW 1.544 Gt815188 14{)650:(1&3 ®H)35 @, 3H):t 7.4314) tH); 7.5 (4,
7.1 (s, 1H);
7.75 (m 4H) ;lﬁyoj(st(j(%’, 11@”%6957 %‘5%{%27 (%’CKP;D’ e %217'91(&0%’ 815
8.5 (s, 1H);|(d,8H9%.5595 IHH)S.63M@ BOOO 144895
PCTFR2009/0060303—65
51 [369] [1.5 (s, 6H); 5.1 (s, LH); 7.15 (d, 1H); from 7.4 to 7.45 (m, 2H); from 7.5
to 7.55 (m, 2H); from 7.6 to 7.65 (m, 2H); 7.8 (s, 1H); 8.35 (s, 1H); 8.9
(s, 1H).
52 [369] 11.5 (s, 6H); 5.15 (s, 1H); from 7.25 to 7.4 (m, 3H); 7.45 (1, 1H): 7.5 (4,
tH); 7.55 (d, 1H); from 7.65 to 7.75 (m, 4H); 7.85 (s, 1H); 8.45 (s, 1H)
8.95 (s, 1H).
53 [335] |1.5(s, 6H); 5.15 (s, 1H); 7.15 (d, 1H); from 7.5 to 7.6 (m, 4H); from 7.6
to 7.65 (m, 2H); 7.8 (s, 1H); 8.3 (s, 1H); 8.85 (s, 1H).
54 [369] |L1.5 (s, 6H); 5.1 (s, 1H); from 7.4 to 7.45 (m, 3H); 7.5 (d, 1H); 7.55 (4,
IH); from 7.65 to 7.75 (m, 3H); 7.85 (s, 1H); 8.2 (m, 1H); 8.55 (s, 2H);
8.98 (s, 1H).
55 [386] |1.5 (s, 6H); 5.15 (s, 1H); 7.45 (t, 2H); from 7.5 to 7.6 (m, 3H); 7.65 (d,
1H); 7.7 (d, 1H); 7.85 (s, 1H); 8.05 (d, 1H); 8.15 (d, 1H); 8.7 (s, 1H); 9.0
i (s, IH).




Ex Mo or NMR H NWVR spectrum (DMSO-d6, S in ppm [MHL

45 178-180 4.65 (d, 2H); 5.3 (t, 1H); 7.2 (s, 1H,; 7.4

(d, 1H); 7.5 (t, 1H); 7.65 (d, 1H); 7.75 (m 4H);

8.65 (s, 1H); 9.05 (s, 1H). 46 277-279 2.5 (s, 3H);
45?5/@2((09/1423'4)5 5.3 (t, 1H); 6.75 (s, 1H); 7. 3})@’1’/]4}(%/000303
7.5 (m 2H); 7.75 (d, 1H); 8.5 (s, 1H); 8.75 (s

47 203-204 1.55 (s, 6H); 5.1%s, 1H); 6.45 (s, 1H)
from7.4 to 7.75 (m 8H).; 7.85 (s, 1H); 8.05 (s,

1H); 8 4 (s, 1H); 8.85 (s, 1H): 11.2 (s, 1H). 48 [349]

3 B (S bt 2.8 (s, AR R0l Gty ol bt

. i
(dM1H) 8.55 (s, 1H. 49 [335] 1.5 (s, 6H); 5.1

n
o=

45

. 85

S, 1H), 745 \t, 1H), from—7+—5-+o—+55 (||| ZH), from
1.86 |t o[3B5]7 (1M (s46H)); 5.75 &, (E); fibh)7. 357t?9515((lﬁ_]1|) JH)I—l):/ls (8. 131); 7.55 (4,
s, 1H); 8.9 ] 203 O 1 . ; S
g_H); fH)rom 7, 31(}’3’0 % I%W[%al) H)z7. gés {‘” (?fi’ﬁ)??%‘."s{%? 2H); 8.0
1H); |7. 55 (d(dum»,ssrs@fnr()dwmﬂ)? 7 (d, 1H; 7.8 (s, ‘
.H); 7_9“’ J_“’ 9 15 ’ 8 55 (c 1I—I\ 8 65
JEl)s'/ 1;0?29].(2 1(35(s, 61Hj|)435(15 313)6?]15%5 bHY $rom6w5t05 3% (ﬁaSEH) 7.45 (t,
L) ; . Q
167 55 O B 5 (o, 656 IopEope o 18 (e 1y
1H); 18.35 (s}7.85Mh,;1H8, 97 (s( ), db&g 5{2)[369] 1.5 (s, 6H)
515 {s—1H)t from7 25 to H)y, 7 45 (t
7.48 (/d,[37 1.57¢sDBHY: Groml o
I 85((3[, Ii}ll:i)b 5(5 )( o Ii:i)bt EBQ{H ZH?SEfrJrM?s?o‘SzL%glanB 5.1 (s,
(s, 6H); 5. 151H@»s6 851(#91H)7fr1197(4dt0715|(-‘1)(m $b Mo 1ds o7 (cslH) 7.8

4H); f 1 8.3

;n, 1::3; Rrgga KH§78t5/QsHR4 H(é]blﬁ-)l'%&? §H gbl (s
1Hg [fr 7.4 4
1';969; friom17. 25:(?0 _}45515(%!'1}%1'%6(3 15%(63'85 (31"9 ?4gt5£lclp’from745
1H) ; |8.55 (s|to 28 (m, B1)0B6% én, 21hy) 7.7586, [1386]8 (3. 150 %2 (s 1H); 8.9
6H); 5. 15 (s(S Jff:[% 7.45 (t, 2H); from7.5to 7.6 (m

): 17 65 (d 7.7 (d, 1H): 7.85 (s, 1H): 8.05
{ Gep 1H)ra6d- 1% : - ($p- .
9o P&%éﬁ%%%f/ éog%é'os S 8 (i 8%, 140755 @,

1H); 7.6 (d, 1H); from 7.6 10 7.7 (d, 2H); 7.8 (s, 1H); 7.95 (d, 1H); 8.0
(s, 1H); 8.3 (s, 1H); 8.45 (s, 1H); 8.9 (s, 1H).

61 | [385] [1.5(s, 6H); 5.15 (s, 1H); from 7.45 to 7.5 (m, 2H); from 7.55 to 7.6 (m,
12H); 7.65 (d, 1H); 7.7 (d, 1H); from 7.8 to 7.85 (m, 2H); 8.0 (d, 1H);
8.05 (d, 1H); 8.5 (s, 1H); 8.55 (s, 1H): 8.9 (s, 1H).

62 | [336] |1.5 (s, 6H); 5.15 (s, 1H); 7.45 (t, 1H); from 7.45 to 7.55 (m, 2H): from
7.65 to 7.7 (m; 2H); 7.75 (d, 1H); 7.8 (s, 1H); 7.9 (sd, 1H); 8.5 (s, 1H);
8.95 (s, 1H).

63 | 330-335 4.5 (s, 2H); 7.4 (m, 3H); 7.55 (m, 2H); 7.75 (d, 1H); 8.05 (m, 2H); 8.3
(d, 1H); 9.0 (s, 1H); 9.15 (s, 1H); 14.0 (s, 1H).

64 | 190-195 |1.55 (s, 6H); 7.4 (¢, 1H); 7.6 (m, 4H); 7.75 (d, 1H); 7.9 (s, 1H); 8.0 (d,
1H); 8.25 (m, 2H); 9.05 (s, 1H); 9.2 (s, 1H); 14.0 (s, 1H)

65  350-355 |4.65 (s, 2H); 7.35 (m, 2H); 7.55 (t, 1H); 7.75 (m, 2H); 8.05 (m, 2H);
8.25 (d, 1H); 9.05 (s, 1H); 9.1 (s, 1H); 13.9 (s, 1H),




Ex Mo or NVR H NWVR spectrum (DVMSO-d6, Sin ppm [ MtH|

56 [385] 1.5 (s, 6H); 5.15 (s, 1H); from7.35 to 7.45

(m 3H); 7.5 (d, 1H); 7.55 (d, 1H); 7.65 (d, 1H); 7.7

(d, 1H); 7.8 (s, 1H); from7.85 to 7.9 (m 2H); 8.0

(W0 204p/1483955 (S 1H); 8. 9 (s, 1H). 57 [383] PBFR2009/000303
6H); 4.35 (s, 3H); 5.15 1H); from7.25 to 7.35 (m
2H); 7.45 (t, 1H); 7.5 d TH); 7.6 (d, 1H); from

7.65 to 7.75 (m 3H); 7. d, 1H) 7.85 (s, 1H); 8.7
(j5—HH-—9-05{(s—1H) 5 3711 1.5 (s, . 6H); from3.2

.D cx)/'\/\

7

e Tl Conaeh o S48 e,

1H) ; 7.0 1 7.8 (s, iH); 7.85 (s, 1H); 83(s
é% 0. 336 ) 1583-; 2, SGhf 1, B 735073 3 ok 41075 o,
: 5’5( S e U N U o
58’67 1|£|)|_B3;26]-7.02;45§ 2}[%'52? 4§Hﬂjtfgoné“7'b5]m;7? IQ,’Z;g)H)Ji}séhSzr’H)-ﬂ
(

1H); 7. 9§d(1d{) 14y 118; 6125 (CSJH)IWS (581H3 f(Si(SlHH) 885 AD1H).
1

H'), %.9 J.I'I). 61 OOJ_] 5 (S, UII} 515 \

: $545t(é, 2H)55 6 m 112}17 15 {moH)7 &b 71200 7.3Gm( IBI) from 7.4

, ?ﬂb%!@n, éﬂbgro d",i.S %{:}.;6( _,gﬁ}(,g;ﬁﬂh,)}:rﬁgg.géi?@, 8.65

, (4B 62 [336] 1.5 (s, 6H); 5.15 (s, 1H);

N from—7—45—t0-7-55 /m ’)l_l\ from-7 65 1t0

(42578 260k 5.1 H) IH)Y%rSm(ms A 1B5 (, B b 7lalsi)te 7.5 (m,

: -335 4.5
; 217655120% &n§ t@,_be"Pm, 2% 7(?15 (d; 5); sg)sdg Wh sifq)(d 1H):
SHsQH()SS’/'ﬂ(kl)]H)Q 15 (s, 1H); 14.0 (s, 1H).

_l:l:(o 7/1(f 1I—|\ 7R(m Al—h

4.43.(8 ”([ﬁ 5. 1hl) IH)SfIQm(‘ﬁIzS Y (méaH %rc(lm 4?&97 5 (m,

2H),727§d( H{) 5,_&)5 (d,71f§59@t(s 1;?9,080@17-)[5[) (8 (s, 1H); 8.7
s, 2h); 8.25 (d, 1H); 9.05 (s, 1H; 9.1
9 (s 1H) . WD 2009/.144395

R%@@?/ C@Q§Q§ 2HP4.45 (d, 2H); 4.55 (1, 2H); 5.3 (t, 1H); 6.85 (d, 1H); 7.25
(m, 2H); 7.4 (d, 1H); 7.45 (m, 1H); 7.6 (d, 1H); 7.75 (d, 1H); 7.85 (s,
\1H); 8.3 (s, 1H); 8.65 (s, LH).
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72 [359] |4.45 (d, 2H); 5.3 (1, 1H); 7.05 (s, 1H); 7.3 (m, 2H); from 7.4 to 7.5 {m,
2H); 7.65 (d, 2H); 7.95 (d, 1H); 8.05 (s, 1H); 8.3 (s, 1H); 8.45 (s, 1Hy;
18.65 (s, 1H).

73 [375] |4.45(d, 2H); 5.35 (¢, 1H); 7.3 (m, 2H); from 7.4 to 7.5 {m, 2H); 7.55 (d,
1H); 7.65 (d, 1H); 7.8 (d, 1H); 8.0 (d, 1H); 8.05 (d, 1H); 8.5 (s, LH);
8.55 (s, 1H); 8.7 (s, 1H). '

74 ; [326] |4.45(d, 2H); 5.3 (1, 1H); from 7.25 to 7.35 (m, 2H); from 7.45 to 7.55
(m, 2H); 7.7 (d, 1H); 7.75 (s, 1H); 7.95 (s, 1H); 8.5 (s, 1H); 8.75 (s, 1H).

75 | [357} [2.75 (s, 3H); 4.6 (d, 2H); 5.35 (t, 1H); 7.2 (d, 1H); 7.25 (¢, 1H); 7.4 (d,
1H); 7.5 (s, 1H); 7.6 (d, 1H); from 7.65 to 7.75 (m, 2H); 8.45 (s, 1H).

76 | [343] 4.6 (d, 2H); 5.35 (t, 1H); 7.25 (¢, 1H); 7.4 (d, 1H); from 7.55 to 7.65 (m,
4H); 7.95 (s, 1H); 8.35 (5, 1ED; 8.75 (s, 1H). |




Ex Mo or NVR H NWVR spectrum (DMSO-d6, S in ppm) 4 r
[MFH] 66 [325] '4.45 (d, 2H); 5.3 (t, 1H); from7.25
to 7.3 (m 2H); from7.4to 7.5 (m 2H); from7.5 to
7.55 (m 3H); (7952I(_|)s, éH?25 ?.3 I(IS:|) 1]IC—I); 8.765 (;, 1H).%
6% 5 (s, ; S. S, , _trom 7.
(ﬁdgﬁbﬁ?m#%S (m 2H);7.7 (d, 1H); 7.9 (t, %@/ﬁ’%]ﬂé}é 00303
(d, 1H); 8.5 (s, 1H); 8.65 (58 1H); 8.75 (s, 1H. 6
48~ [325] 4.45 (d, 2H); 5.3 (t, 1H; 7.15 (m 1H); |
from7.2 to H7ng (m 2H): from?7.4 t80 7.(5 (rln 2H%; 61‘5rom T
7. 510 . 6 2H); 1. ;8. S
(,s?xlﬁ)mé’é( 376] 4. ﬁﬁﬁ%?&%ﬂ@swﬁwm 25
tjo 7.p5[1\’( ] H); from7.45 to 7.5 (m 2H); from7d5
to—7B—m—2H)-—F75—{e—1H)+—8-05{d1H); 815 (
AHy7 | 8388 S| 461&!) 2?@3 573337((;SIH)1|‘7‘|)2; (ZQH} iﬁ.s?éﬂ 141)454:(@1 51H) 7.6
2H); 5.3 (t, 0 m
o R et gy iy "77?'@ 11%);)7968}&? %a; @%H:o &sgiq[ggféls] 65 (d.
;8. d, S
I’H)25 ’?t,o (2u) 111?B§1§;§((sd1ﬁ)§m Y e (t_ 2H: 5.3 (1. 1H):
6. 8% (7 d%w%]gi) 4f7(d25H) 6%(2@{} 7715f} (1@&), 71#9 (t 111)4{-‘%0&6‘14 tg 745 (m,
IH); |7. ,
].Il:?); 8. 65 (sZPIM)TOIH?QS[‘B%@(MMM(WSLW SQ(& 16D, 1H)
.05 1(s,._IH); @,ISI fTom 7.4 to 7-5 (m—2H)
7. 65 |(d373H) 467(d9 X d; 351H)1H) gram 7,249 7BH, 218) 33(5%13140 7.5 (d,
8. 45 , 1 7
345 Sf “:2 1) &&56&@‘775—&& é}%i@ ﬁlé) ésg?s (). .
1.86 |( dazjlHiaie T (5@ 8 8 5& 7.55
8 05 |(d fkoHr ( ﬁ%s, srﬁm}{)ﬁlsg‘ﬁ?m%ﬁ)(t §H7 % (d, T50;
I H). 74 [ 326 m42H)5 rem?szpw(m 38 3 THI H)RITOIG, sz5 to
.00 —from 7 A5 to 7 55— m2H) 77 ()
7.815 (sBH]H) 4.67doBT) 8.35 tH)H); 8.25 (¢, $H); ﬂd)n'?&o?'ssl(_x')s 3H]7)HD"2rom 7.6
75 57] 2.7 - . ; ; ) .
R abolh e Lt A U
‘[3'8324 "')[3942 ?63&,6%{)% ?.3?15?_51{5;;‘}_.%@1%}’0?1.355@( 33)4'7'(%:@1;51’); 7.65
from 7 55 to(rﬂ, B5): (18 (d, 1H); 8.05 (d, 1H); 8.15 (d, 1H); 8.75 (s, 1H); 8.9 (s,
| 1H).
83 [344] 4.6 (s, 2H); 5.35 (s, 1H); from 7.25 to 7.3 (m, 2H); from 7.4 to 7.5 (m,
2H); from 7.5 to 7.55 (m, 3H); 7.95 (s, 1H); 8.3 (s, 1H); 8.65 (s, 1H).
84 | 247252 (3.4 (s, 3H); 3.9 (s, 3H); 4.55 (s, 2H); 6.55 (s, 1H); from 7.45 to 7.8 (m,
TH); 8.0 (d, 1H); 8.25 (m, 2H); 8.7 (s, 1H); 9.25 (s, 1H).
85 | 88-92 13.35 (s, 3H); 4.55 (s, 2H); 6.55 (s, 1H); 7.45 (d, 1H); from 7.55 to 7.65
(m, 3H); 7.75 (m, 3H); 8.0 (d, 1H); 8.1 (s, 1H); 8.25 (d, 1H); 8.7 (s, 1H);|
9.25 (s, 1H); 11.6 (s, 1H).
86 | 205-208 [1.5 (s, 6H); 2.5 (s, 3H); 5.1 (s, 1H); 6.7 (s, 1H); 7.45 (m, 1H): 7.55 (m,
2H); 7.7 (m, 2H); 7.8 (s, 1H); 8.45 (s, 1H); 8.95 (s, 1H).
87 | [339]. |2.70 (s, 3H); 4.45 (d, 2H); 5.35 (t, 1H); 7.20 (m, 1H); 7.32 (m, 2H); 7.47
(m, 3H); 7.58 (m, 1H); 7.64 (d, 1H); 8.50 (s, 1H).
88 4.43 (d, 2H); 5.30 (t, 1H); 7.18 (s, 1H); 7.30 (m, 2H); 7.46 (m, 3H); 7.65
| [359]  \(d, 1E); 8.39 (s, 1H); 8.68 (s, TH). |




4H); .s, H); 8.35 (s, 1H); 8.75 (s, 1H). WO

2009/ 144395 PCTI FR2009/ 000303 68 r Ex Mp or NVR 'H NMR
spectrum (DMSO-d6, 5 in ppm [MtH 77 [338] 4.6 (s,

2H); 5.35 (s, 1H); 7.25 (t, 1H); 7.35 (m 1H); 7.45

( (m 1H); 7.75 (d, 1H); 7.9 (t, :
WO%E{M?Q& (s, 1H): 8.65 (d. | H-. 8.85 s,’Fﬂ‘%ﬂ%.ﬁ’"ﬂm
78 [377] 4.6 (d, 2H); 5.35 (t82 1H); 7.15 (s, 1H); 7.25

(t, 1H); from7.4 to 7.45 (m"' 2H); from7.55 to 7.65
(m_2H): 8.35 (s 1H) 8.75 (s, 1H). 79 [377] 46(d

%i@i" ?:%%(Odf' 1H): f%ﬁé@gspﬂ%‘g%‘g@ﬁ)ﬁg '“%m

S.(8BH|s| 1H). 80 [343] 4.6 (s, 2H); 5.35 (s 1H);

447354+ tH)y P45 e—H—7 55

H)
j; i Ebimg%m 450(d726D); 6.80 (2H)); ;gzaﬁ 5(}13,74&0;1; Zzgl) (77;555((2 HI)H) 7.70
. 5

iy 7(’“52*%%1(8%%#5%@ . 1%{) to 7 75 (m 3H)

zfst(% g‘iﬁd éI_PESH'pt 7, 3§+an 21;? 1541((@1, 2@,)7 45 ?m, 2H);
7. 7?) (ﬁﬁzH) (srms (&th), 87548(n{, QH) kH)z (s1 3\5{92,2( FJ'MM

u}4535?(5 3((@;44'#&1; 2}&} Qmﬂt ?—‘ﬁ) WQ’ng:ﬁI-f)m] 4§3t'&1 J1H); 7.55

(dasl}ém(@(diﬁéi) LN S.4645 B S

~T3, ; S, ZH 6. 55

4745gd(2rﬁ) 53(1,5t 1K) gﬁ%(gs IE[IH)G ssgs,zlgm(mg @H)ZH) 7.47

[399)) ; 11% 215) 6%2 (d],- ); 787@(]@%}%28 z"af(?glr%f) 3%36")1}17 >
0

a(sﬁ'th,ﬁh')mﬁ(t 1}&)"7 2%@ H? 7340%& 21%)“? 4884, 5121) 7.65

5 (e, 1}@,4)7 722d51}()s7 8&[49, 1H5 791(G, 1HDH§ OOﬁd AH):S8.52 (s,
(m 7.7 (m 2H); 7.8 (s,
\;Hﬁ&%%@ B ey (358 2 0b (n

§%% 3}@@5& @tg@l'g%z (t ;ﬁ? 7(%'5‘(5%,1{%)?; 7%%{‘3 1H); 7.67
(mgsi)m 43(d, 4I7): 3P s BHRG. UG, 11h) 7.18 (s,

1 p
FAn|ES 46 \||| OI_I) +—65

3.25 (t, 2H); 4.58 (m, 4H); 5.34 (¢, 1H); 6.83 (4, 1H); 7.25 (t, 1H); 7.40
(d, 1H); 7.62 (m, 2H); 7.74 (4, 1H); 7.86 (s, 1H); 8.30 (s, LH); 8.74 (5,
1H).

4.60 (d, 2H); 5.33 (¢, 1H); 6.62 (s, LH); 6.88 (s, 1H); 7.25 (t, 1H); 7.42
(d, 1H); 7.63 (rh, 2H); 7.79 (s, 1H); 8.24 (s, 1H); 8.80 (s, 1H).

4.62 (d, 2H); 5.35 (t, 1H); 7.05 (s, 1H); 7.25 (t, 1H); 7.41 (d, 1H); 7.68
(m, 3H); 7.97 (d, 1H); 8.05 (s, 1H); 8.30 (s, 1H); 8.47 (s, 1H); 8.78 (s,
1H).

4.61 (d, 2H); 5.34 (¢, 1H); 7.25 (1, 1H); 7.43 (d, 1H); 7.57 (4, 1H); 7.64
(m, 1H); 7.72 (d, 1H); 7.81 (d, 1H}; 7.99 (d, 1H); 8.08 (d, 1H); 8.52 (d,
2H); 8.79 (s, 1H).

3.3 (s, 3H); 3.55 (m, 2H); 3.65 (m, 2H); 4.6 (s, 2H); 6.45 (m, 1H); 7.4
(m, 2H); 7.5 (t, 1H); from 7.55 to 7.7 (m, 6H); 8.05 (s, 1H); 8.35 (5, 1H); |
8.9 (s, 1H); 11.15 (s, 1H).




[359] I(d, 1H); 8.39 (s, 1H); 8.68 (s, 1H. WO
2009/ 144395 PCT/ FR2009/ 000303 69 Ex Mp or NVR H NMR
spectrum (DMSO-d6, Sin ppnm) [MH 89 4.45 (d, 2H);
5.30 (t, 1H); 7.32 (m 5H); 7.48 (m 2H); 7.65 (d,
1 359] (m 2H); 8.47 (s, 1H); 8.72 :
%217097@439& OH): 5.32 (t. 1H): 7.30 (m 2H): @Eﬁ(@]@ﬂ"‘”m
2H) 7 48 (m 2H) [ 359] 7.7@(m 2H); 8.25 (d, 1H);
8. 54 (m 2H) ; 8 72 (s 1H). 91 4.35 (s, 3H); 4.47 (d,

. 5.31 (t, .28 (m 4H); 7.49 (m 1H); 7.55

12@1 Ls(l% %H)’ 7 659%?@'}‘%&@2 m%”@gb("t@g i %56 63
(s, 1H)M6IIS8 (s 1H): 7.29 (m 2H): 7.47 [309] (m

I‘I) 7672 \d J.II); 8 (5 1L“ 823 (° 1"“ 8. 69

g s],4081|(—|)206-g% f11 Sl(s(&H); 2k (s, BHR4. 46t(r. 1%}4)7 55?m2§H)(t775 I-th72H} 7.85
(4, 1 7 ssmaﬁ) f&?ﬁ @ik (%(s 1ﬁ1598% sofﬁ)(d 1H) |

g}_ﬁﬁ 5(332352}}(:2 54 %_@ 21%), 53 Zc?nm)ggbss (1%5 : g’@ﬂﬁ (m731-§77 75 to 7.9

[391] (m 3H) m,ZHﬁ%S(S(dd 11}2983&1&@[)(8 1H) 8.94 (s,
H)—19 5 H; 5.34 (t_ 1H): 6 83

(d, 1H)536§].2>1i(s, 6H)H)s,1s(s 491) 6{5’5@8]1}{‘175 7762 (d M): 7.8 5,

o2 17 % %)3 %th F)lj («% ): 7.8 (

(s, ~1H). 9#2 b%salH)z i(ssl 8@5@ Hé(mH(

H) 6.88 (s (T, 7. 423271 (d,

7. 63 |( 368l 157(S76ﬁ)(§15 flSH}H) é4z(m L6); wrm ) g@sw;m) 7.2 (m,

ltH?os 97;4- ?2 1@!2 7%’%\ 15{_}355 (rh[%%,!;? %n%?&%@sg'liﬂ)( -,62@, 1H);

1H); |8. 05 (s|89BHy.;1Hg; léw(é,slH)lH) 8. 47 (s, 1H; 8.78
S, [IH) .98 2H 534t 1)y ——7 25 (t—1H;

7.43 (d[.)35(3]|—|) I-Jﬂsw&)(’dl(mﬂ) 3.16% 1H) 3835 (b HILH)45 (@, TH) , 7.55
dog 1H) | 7. Bl gﬂ)?gﬁ(ss 27%)20%.8(& btk @ 18, §55 11y, 8.6 @, 1)

. 9.0 (s, 1H)

—

=
<
\l
.h

[346] |15 (s, 6H) , 2,5 (s, 3H); 5.15 (s, 1H) , 7.3 (m, 1H) , 7.45 (m, 1H) , 7.5
105 (m, 2H) , 7.65 (m, 2H) , 7.8 (s, 1H) , 7.9 (d, 1H) , 8.25 (s, 1H) , 8.9 (s,
1H)

[382] 11.5(s, 6H), 3.85 (s, 3H) , 5.1 (s, 1H), 6.5 (d, 1H) , 7.35 (d, 1H) , 7.45
106 (m, 1H) , 7.55 (m, 3H) , 7.65 (m, 2H) , 7.8 (m, 2H) , 8.2 (s, 1H) , 8.4 (s,
1H), 8.9 (s, 1H)

[380] 11.5 (s, 6H); 5.15 (m, 1H); 7.45 (m, 1H); 7.6 (m, 2H); 7.8 (m, 4H); 8.0 (d,

| 107 1H); 8.2 (d, 1H); 8.5 (s, 1H), 8.95 (m, 1H); 9.0 (m, 1H); 9.05 (s, 1H);]
9.35 (d, 1),
108 [380] 1.5 (s, 6H); 5.15 (s, 1H); 7.6 (m, 3H); 7.85 (m, 4H); 8.2 (m, 2H); 8.5 (s,
1H); 8.6 (d, 1H); 8.8 (d, 1H), 9.0 (s, 1H); 9.4 (s, 1H).
100 [357] |1.5(s, 6H), 5.1 (s, 1H), 7.45 (t, 1H) , 7.55 (d, 1H) , 7.6 (d, 1H) , 7.7 (s,

2H), 7.75 (m, 1H), 7.8 (m, 2H) , 8.75 (5, 1H) , 8.95(s, 1H)

[366]  [0.95 (d, 6H) , 1.5 (m, 7H), 1.7 (m, 2H) , 4.2 (t, 2H1) , 5.1 (s, 1H) , 7.45
110 (m, 1H) , 7.55 (m, 2H), 7.65 (m, 2H) , 7.8 (s, 1H) , 7.9 (s, 1H) , 8.15 (s,
1H), 8.25 (s, 1H), 8.9 (s, 1H)




99 67-70 3.3 (s, 3H); 3.55 (m 2H); 3.65 (m 2H); 4.6

(s, 2H); 6.45 (m 1H); 7.4 (m 2H); 7.5 (t, 1H); from
7.55to 7.7 (m 6H); 8.05 (s, 1H); 8.35 (s, 1H); 8.9

(s, 1H); 11.15 (s, 1H). WD 2009/ 144395

PO BiRB0QA9442300303 70 Ex Mp or NVR 'H NWR Sp%ffﬁﬁhoomoom
(DMBO-d6, S in ppm) [MH 7 100 206-210 1.55 (s, 6H);

5.15 (s 1H); 7.45 (t, 1H; 7/155 (m 3H); 7.75 (m

2H)' .85 (m 3H); 8.55 (d, 1H); 8.75 (s, IH); 9.05

(S—1H)y 101 275-277 4.45 (d, 2H): 5.35 (t, 1H): 7.35
(IMex2H) ppprdB to 7.6 t 079 . (m 3H);
8.ng’x Py - 8 8 ( %ﬁ%é E{”’B?‘?Msgﬁﬁ)m“é’.p% (s,
1H) ; 6.[5’1+(Hi1 5(m 7H; 7.72 (d, 1H; 7.8 (s,
102 tH ;7819 <=, J.l‘l) 8—32(s;—t+H)—885—(s—1H)=
1&6 3 (s 38QH) W%Sﬂi) .5 (§.SH)6 RIS (152815 6@5 (ﬂg?l?roﬁ 14(;1(,?;) 8.7
1H)5 7.0 (m
(m _1H): 7.5 %%)3509?%.%8%“4@:9‘%%5 , 1H); 8.6
éii) ’]'HZL[ESfoS’ %é_@’zrﬁk%gogtllﬁ)ih;’(s ]ﬁ;};'f @91{137&111(51[7{)-417545(111
(m121 H) 7. ); 7.8, (¥); 7260 d, 1?1)781@, 112)H}34(3 18{)(857(5 1H); 11.2
1H), 8.2 %855(5 1H), ‘8.6 (d, 1H) 0 (s
1H) [346] ); ,25(3 3H) 515(3 1H),
7.3 (Im m  2H
(%32,_'){3%5% 339(gs ?qh;l‘z; (1%) a3sisr,|)1ﬁ) @51{15))7%)1 31 7.65 (4
E. 9 (.Si.\ R }B)SS]ZS@dEtHﬁ%%QH)H) 330$§1H§;8 s, IH)? 1
s—UH—6-5-(d
1H), 7. 5B68) 371)457nf55f-1 7 ( 3 26 , 78546 Su); 825
EPE AN @;H m% HS %hbfg %?MH) ‘& s
m 1H: 7.6 @mH ﬁDSS(dzlg)(&ﬁ(dA,H}} Sg(@ {P@) 871@1 lmH) |
8.2 (d, _IH; (mIH
9.%( (S 72535 S04 g1 3681580} 6, SH)( § 3 hi: 745 (o,
5, , 1 7 (m 2H);
52_5 (gs 1!:3 SHZ gégmﬂﬁﬁj(sglkg%é% ﬂLb') 9 O (s, 1H);
9-14;6 (1s. 33 - 4.45 (d, 2H); 5.35 (t, 1H); 7.3 (m, 2H); 7.5 (m, 2H); 7.75 (d, 1H); 8.7 (s,
1H); 8.78 (s, 1H); 9.18 (s, 1H); 9.4 (s, 2H).
19 [358]  |4.45 (m, 2H); 3.25 (m, 1H); 7.05 (s, 1H); 7.2 (m, 1H); 7.25 (m, 2H);
7.45 (m, 4H); 7.75 (m, 2H); 8.6 (s, 1H); 8.75 (s, 1H); 11.0 (s, 1H).
s [358]  |4.45 (m, 2H); 5.3 (m, 1H); 6.45 (s, 1H); 7.3 (m, 2H); 7.45 (m, 4H); 7.6
(m, 2H); 8.05 (s, 1H); 8.4 (s, 1H); 8.7 (s, 1H); 11.2 (s, 1H).
1o ' [350] 4.1 (s, 3H); 4.45 (s, 2H); 5.3 (m, 1H); 7.2 (m, 1H); 7.3 (d, 2H); 7.5 (m,
2H); 7.7 (d, 1H); 8.2 (m, 1H); 8.5 (s, 1H); 8.6 (d, 1H); 8.75 (s, 1H).
120 [339]  13.15 (s, 3H); 4.45 (m, 2H); 5.3 (m, 1H); 7.3 (m, 3H); 7.45 (m, 2H); 7.65
(d, 1H); 7.9 (d, 1H); 8.25 (s, 1H); 8.7 (s, 1H).
' [372] (3.8 (s, 3H); 4.45 (m, 2H); 5.35 (m, 1H); 6.55 (d, 1H); 7.3 (d, 2H}; 7.4 (d,
121 1H); 7.5 (m, 1H); 7.6 (m, 2H); 7.75 (d, 1H); 7.8 (d, 1H); 8.2 (s, 1H); 8.5
(s, 1H); 8.75 (s, l1H).
[370]  4.45 (m, 2H); 5.3 (m, 1H); 7.3 (m, 2H); 7.5 (m, 2H); 7.65 (m, 1H); 7.75
122 (d, 1H); 7.85 (m, 1H); 8.0 (d, 1H); 8.1 (m, 1H); 8.45 (s, 1H); 8.8 (s, LH);
8.95 (m, 1H); 9.35 (m, 1H). |




109 [357] 1.5 (s, 6H), 5.1 (s, 1H), 7.45 (t, 1H), 7.55
(d, 1H), 7.6 (d, 1H), 7.7 (s, 2H , 7.75 (m 1H) ,

7.8 (m 2H) , 8.75 (s, 1H , 8,95 (s, 1H) [366] 0.95

(d, 6H , 1.5 (m 7H , 1.7 (m 2H . 4.2 (t, 2H) ,

5whb ﬁ(ﬁw/ﬂchﬁ% 7.45 110 (m 1H), 7.55 (m 2"'>9€ﬁ1?ﬁ§009/000303
(m 2H), 7.8 (s, 1H, 7.9 (s, 1H), 8.15 (s,

8.25 (s, 1H) , 8.9 (s, 1H) WJI2009/ 144395

PCT/ FR2009/ 000303 71 Ex Mp or NVR H NWR spectrum

DVEO-d6, S in ppm) [MeH] 111 [380] 1.5 (s, 6H), 5.15

eyt (T Chopgn et Berdth o did
358]  AMSSI]( d, 2H) 5.30 (t, 1H); 6.5 (s, 1H; 7.3 (m

I‘I), 74 \II[ 1H), 45 (||| 112 QH), +—65 (d, J.II}

15 (d[370H) ;4.8 @, 715); 5SBHn, 1H);4. xem 2HY) 7.58(, 248, 7. b 3H); 8.25
35 (és' ﬁ{”%zé}w aosk i Py ¥ g fotelie o |
a1 03Bl IS %ﬁﬁ%ﬁ#’ A7 20075 i Pt o B 875

/'\H(D()'II—\\II\)’_‘CD’\’\
~
(6]

[13

m 2H) 7. 7'(5(1(5-1) ﬂw(s 8125 (m 1H); 8.55 (d, 1H);

—6—(di—3H)-18—F—m—1H) 8. 75 (m—1H)}.-[339] 2 25 (s,
3H); 4. @49 slo. Qt& 6H5 Bs (rﬁ 1}ﬂ;H)7 (Kl iHisnz lFﬁH) Zﬁs (m), 5.25 (s,
2HRS 7.45 (m: »—g 65
s, 1H). [32.L1]H)47 %,%(%&H) 27|-13 i éH@EJ d, Hi)Hj? (Sz lél) (B85 T
2qH) ; 7.? m Q 75 (d g (7 IH); 8. 78
(.;.{Szﬁll—l),37 .13“( 2H45.35ds. AH)b SQH}H) 725 ¢ 3‘%]7‘21(5451{?(%45 (m,
:H) 5-7.253“_\( ?12H$H) 65 (hn @5{2{(883 (slhl)): 81&@11(1?‘8]7'30(5 16; %51 ZéEan)

s, IH)p3edl. B4 3}#&6 38 [s% 8] 3 |
(o 6.[45 ](S % .3 (ég ); H)5( 1H: é@gcﬁfn{)%@(t 15{8 7&% 1H);
2H): |8.05 (s 76]_@:9 1Hg 747 ((d51H)1B|)25 (ch?I) Est (511155);8151@221(1)5
F)~. I19 [ 350 T H§ 445 (s, 2H) T 5 3 (T
;;"§8§mB$H) 2;5375& % iﬁ)(s 2‘H)55§g§ IHQI_ET)IéW;I;I) 57@25 %I—I)H)H) 7.4 (m,

227 (Im ; s

20 [1339] 3 25)(3' &@%:,843@59?)“*75%“:).5_3 (m 1H): 7.3

ng I i37d) 4R @ 28335 1, 8R); 6.45 (s, 1H): 7.25 (m, 1H); 7.45 (m, 2H): 7.65

{m, 4H); 8.05 (s, 1H); 8.45 (s, IH); 8.75 (s, 1H); 11.2 (s, 1H).

(o | 13681 415 3HD; 4.6 (¢, 2H) 53 (6, 1H); 715 (m, 1H): 7.25 (5, 1H)7.45 (m,

1H); 7.65 (m, 2H); 8.15 (m, 1H); 8.55 (s, 1H); 8.6 (d, 1H); 8.85 (s, LH).

51 [357]  [2.45 (s, 3H); 4.6 (s, 2H); 5.35 (s, 1H); 7.25 (m, 2H); 7.4 (m, 1H); 7.65

{m, 2H); 7.9 (d, 1H); 8.25 (s, 1H); 8.8 (s, 1H).
[390] |3.85 (s, 3H); 4.6 (d, 2H); 5.35 (¢, 1H); 6.5 (d, 1H);7.25 (t, 1H); 7.45 (4,

132 | 1H); 7.5 (m, 2H); 7.65 (m, 2H); 7.8 (d, 1H); 8.2 (5, 1H); 8.45 (s, 1H);

8.8 (s, 1H).
[388] |4.6 (d, 2H); 5.35 (t, 1H); 7.25 (t, 1H); 7.5 (d, 1H); 7.65 (m, 2H); 7.85

133 {m, 2H); 8.0 (d, 1H); 8.1 (m, 1H); 8.5 (s, 1H); 8.85 (s, 1H); 9.0 (m, 1H);

9.35 (d, 1H).
(ng | [388] |46 (s, 2H); 5.35 (s, 1H); 7.25 (m, 1H); 7.7 (m, 4H); 8.2 (m, 2H); 8.5 (s,

1H);8.6 (d, 1H);8.8 (@ 1H); 8.85 (s, 1H); 9.45 (s, 1H)




(d, 1H); 7.9 (d, 1H); 8.25 (s, 1H); 8.7 (s, 1H. [372]
3.8 (s, 3H; 4.45 (m 2H); 5.35 (m 1H); 6.55 (d, 1H);
7.3 (d, 2H); 7.4 (d, 121 1H); 75(m 1H) 7.6 (m
2H); 7.75 (d, 1H); 7.8 (d, 1H); 8.2 (s, 1H); 8.5 (s,
1 1H). [370] 4.45 5.3
T %%9713%@;% e (m[ 2H% 7 65(Enm IiDH); .75 IBC_L@?%DW"O”%
1H); 7.85 (m 1H); 8.0 (d, 1H3 8.1 (m H) 8. 45 (s,
1H); 8.8 (s, 1H); 8.95 (m 1H); 9.35 (m IH. WO
2009/ ﬂ44393MF>gggmgog/ 000303 72 F Ex3|\/p30r NZ/R'4H (I\II\/R

t > S
e 5 Sren 7 AP RyR SAeekitn (i by
3H); B8.[ H](rn 2H) 8.55 (s, 1H); 8.6 (d, 1H); 885
(te—HH~—9—45—(s—21H) 124 [QRR'I 445 {m—2H) - 535
(Im 1H) {374] 3 456 (s 2H); 3375(5 HN 7244, 1HY; 7’5&(@,113}-07 65%3175{) 7.7 (s,
1351H); 8.85 5 [379 d, 6
. 7 (m zziwi@zlm% &5 fﬁ&ss@‘ 5,25 (5
1H); 7. , 8.1
0 b 67 S 0q 14 onlisbrird i ! Sanq 5@);3156 (6<2tD: 535 s,
1H36 6.5 (s, |1 2 , 7 Hy o (7. 145 s 1H):
2?836 .65(?m11-ﬂ)72§t 5H§ 453@3 lH) 7‘55((1%; 2}1)"')79(%,.1313, %.29’(,1}1),
1H); 11.2 (s)8 a{% lH)lwqéféB] 3 9 (s 3H) 4.6 (d,2H);
5.3 (t, IH; 7. AT IH)
7.6 (Im [‘@W;; 74 & élé) 4ﬁm)n 213); éé ((1@1; IHJH5’758d 4HQ38151(H)1H) 8.2 (s,
8. d, 2H) {2 2 )3 4
(31,73'51;(H); 7@1 1}#) §5£ §§,91]H) 885(1{151% k')s_}m Uf’) & (B’-?_D@{) _?5116 1H):;
(m 2y|—|); 8.39(155(511&5),,98(571@5 1H). 129 [376] 4.6 (d,
H5 5. 35 (t, 1H ;645 (s, tH 725 (m—iH—7F45

(m 2H); 7.65 (m 4H); 8.05 (s, IH); 8.45 (s, IH);
8.75 (s, 1H); 11.2 (s, 1H). 130 [368] 4.1 (s, 3H); 4.6
(d, 2H); 5.3 (t, 1H); 7.15 (m 1H); 7.25 (t, 1H);7.45
(m 1H); 7.65 (m 2H); 8.15 (m 1H); 8.55 (s, 1H);
8.6 (d, 1H); 8.85 (s, 1H). 131 [357] 2.45 (s, 3H);
4.6 (s, 2H); 5.35 (s, 1H); 7.25 (m 2H); 7.4 (m 1H);
7.65 (m 2H); 7.9 (d, 1H); 8.25 (s, 1H); 8.8 (s, i H).
[390] 3.85 (s, 3H); 4.6 (d, 2H); 5.35 (t, 1H); 6.5 (d,
1H);7.25 (t, 1H); 7.45 (d, 132 1H); 7.5 (m 2H); 7.65
(m 2H); 7.8 (d, 1H); 8.2 (s, 1H); 8.45 (s, 1H);



8.8 (s, 1H). [388] 4.6 (d, 2H); 5.35 (t, 1H); 7.25 (t,
1H; 7.5 (d, 1H; 7.65 (m 2H); 7.85 133 (m 2H); 8.0
(d, 1H); 8.1 (m 1H); 8.5 (s, 1H); 8.85 (s, 1H); 9.0
(m 1H); 9.35 (d, IH). [388] 4.6 (s 2H); 5.35 (s,
WO 20092434499 1H); 7.7 (m 4H); 8.2 (m 2H); P%ﬁf’kéﬁowoousos
.134 1H);8.6 (d, 1H);8.8 (d 1H); 8.85 (s, 1H); 9.4

(s, 1H) WD 2009/ 144395 PCT/ FR2009/ 000303 73 EX I\/p or
NMR 1H NMR spectrum (DVMBO-d6, S in ppn) [MH 135
[374] 455 (s, 2H); 5.35 (s, 1H); 7.25 (t, 1H); 7.50
(d, 1H); 7.65 (m 1H); 7.7 (s, 2H); 7.75 (d, 1H);
8.80 (d, 1H); 8.85 (s, 1H) [397] 0.9 (d, 6H); 1.5 (m

1H).; V4 2H).: 4,15 (t, . .2H): 4.6 (s, 2H); 5.3 S,
15 plputi®yeitine P2 oguti o o steesEl Pigrigdett s or
(Eterthi)ng tBeilthodudatory kfect oBNZT, (S, 1H); 8.8 (s, 1H);

[437] 1.4 (s, 9H); 4.6 (m 2H); 5.35 (m 1H); 7.75 (d,

1H); 8.15 (s, 1H); 8.2 (s, 137 1H); 8.55 (m 1H);

8.65 (m 1H); 8.8 (m 1H); 8.9 (m 1H); 9.0 (s, 1H);

9.15 (s, 1H); 9.3 (s, 1H); WD 2009/ 144395

AGRIER20 00116 00 3403 acﬂﬁtdetﬂwmaq:munds according to the

SO R RS S BB L TR A o

anadayadsust;fne@fesmh@ thie Mmotisé Mnaqted:eystot ¥n®Babi2 Aragigbdidl WHE the NOT
ctﬂvit he c nds accoy dj to the invention

at)é% 1 meee |C0FH1?Fet0(t{kﬁl,h{jl eTash a@@@mﬁggﬁf &F he EC5q values
eﬁf@rb@%bx{]g.c?tl h&d”%’ﬁﬁ. %rtg%{ ?eogzg{leda%gt 248 rxr to %he procedure

t ransf ect W th |ng response el enen
(dBRiEyd bsdopl ed to the luciferase reporter gene. The

Eﬁl@%e‘é? E3en Al %%E \F%%O %ﬁ,}n%%rd%%%mépma so%%e%ké@r) 'B%gl{!euro 2A

carried out accor € procedure
lrddnewras Wem&bﬁwmazﬁomledmsltummr@ﬁgmsmfgrfmm amstsanddbido strain, by

SRR P, ACBATE s DS NSt ARG B
NS ENBRE |chilsndre stilhaedifo dfluence in 75 cm® culture flasks containing DMEM
supplemented with 10% of foetal calf serum, 4.5 g/l of glucose and 0.4 mg/m] of geneticin.
After one week of culture, the cells are recovered with 0.25% trypsin for 30 seconds, and
then resuspended in DMEM without phenol red, containing 4.5 g/l of glucose and 10% of
Hyclone defatted serum, and deposited in white, transparent-bottom 96-well plates. The
cells are deposited at a rate of 60 000 per well in 75 ul for 24 hours before the addition of
the products. The products are applied in 25 ul and incubated for a further 24 hours. On the
day of the measurement, an equivalent volume (100 pl) of Steadylite is added to each well,
followed by a waiting period of 30 minutes in order to obtain complete lysis of the cells and
maximum production of the signal. The plates are then measured in a microplate
luminescence counter after having been sealed with an adhesive film. The products are
prepared in the form of a stock solution at 10 M, and then diluted in 100% of DMSO. Each
product concentration is diluted beforchand in culture medium before incubation with the
cells thus containing a final concentration of 0.625% of DMSO.

For example, compounds No. 6, 7, 24, 50, 68, 79 and 86 showed an ECs, of 0.9, 1.6, 50,
202, 20, 5 and 71 nM, respectively. It therefore appears that the compounds according to the
invention have a NOT-modulating effect.

The compounds according to the invention can therefore be used for the preparation

of medicaments for their therapeutic use in the treatment or prevention of diseases involving
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R J Klebe et el. This Neuro-2A line is then stably
transfected with 8NBRE-I uci ferase. The N2A-8NBRE
cells are cultured to confluence in 75 cnR culture
fl asks contai ni ng DVEM 15 suppl enmented with 10% of
f oad aboocltosserum 4.5 g/l of glucose and 0. 4pdBEribod®000303
geneticin. After one week of culture, the cells are
recovered with 0.25%trypsin fbr 30 seconds, and then
resuspended in DVEM wi t hout phenol red, containing 4.5
g/ 1 of glucose and 10% of Hycl one def at t ed serum and
d@@@§ﬁ$@ﬂmln white, transparent-bottom 96-well plates
The cegl)
75 Tp o e ATSE ot s Sulfhr BB R gB R bicamens
prducompristhe gompelundt sf &reulap@), i cedani adddfonl saltndl the latter with a
rther 24 hours. On the day of the
n@’%ﬁg%éﬁgzﬁlﬁf&cﬁmb%a vdgl ent vol urre (100 ) of
?QX]C&IE&ED% Ga%j dte I%Btino th%%{geugc? hn B;}racéq?ar 116\{%&68%}?11‘( and prevention
cafnmmdegdny&nse (dfseztshse se@ hs foncxampixi HarHﬂnﬁanddh@riah@nAﬁﬁmmers
(Hsease ?a thi sB?ﬂ S ar e L.hen neasiure I’% 1d
ncroprata ﬁé %@é‘*g&e&ﬂﬁ? SPTAP A PRISY) (TR ofsapAral dementia,
swaticeblasli dedgermfutidal Esk'y gisdabd)Merddi@ tROLEUGLE a@RRh#&ia and cranial
q&g&greqiln the formof a stock solution at 10.2 M
hERd GPPREE ST S5 EAeSDMSE 25 BSgRiFePIFRN{ge deRression, substance

caepeRiBiidepdtie@fon &efmtlwﬁﬁﬁcnbﬁﬁ @fs@xla@{@dmﬂﬁlmﬁl%ﬁuﬂlﬁ‘eaf@? diflﬂre central
before i ncubation wt cell s thus containing

FIERRES B AEh 3t FYHIPITSclTa 50 e By elFisran sEpmpiatomy elits and

QﬁHECSBQOOh&?ﬁﬁuﬂO gﬂﬂ)ry Gglsgageoszdsucﬁoas %scuﬁ? QﬁgolgéesSthﬁ@xgsc?erﬂoms, joint
0 0,

rplaswRatiopn | §rthrests, rhemaras @ﬁafébba@%w@mtnsx E@@@nﬁwsﬂjsulcerous
%ﬁﬁ’sr %]Q%ctlﬂlaﬁﬂlﬁator;?%shﬁgseﬁﬂzh QD 2 AVE 2@ DIRIRUABL LR as type 1
ef f ect he conpounds according to the invention can
tdbeies o fpuh esdpsedsrhar Guilleindtassasyadicor, Avddisppdi dismaentasd other
Qb Bl diardNEL, e treatnment or

oreventi on of - gteé)téiseg%&?sﬁsvg%}‘\?%gng VO 2009/ 144395

PCT/ FF‘@@@%QM@B@@ copll alsiObe rsedpt ar seatiking Spmhmed mdihngem cell
t.0 / spects, a subject of the invention
isnﬁ%%hmg&“% org%tgch conprise a conmpound of formula
(Acpordg @namghe tdfoits S.q:let:ts thet bHQSdnatzﬁ\eﬁthi tdlat& to pharrnaceutical
%O%f&ﬁ%%ut cal. I%%acctg edac : dlca

SPEPEFIOTE SOTRIY e AR BEE RE CdiFR ﬁe?P’PP?}EP aﬁ“""i g Pi‘é 2 ventionn.
tThest mﬂﬁacalﬁtdalpémﬁhhbﬁlconﬁhﬁn AR LIBdRgRISY &t htViRast one compound
dlsggses uch as, for exanp Par ki nson' s di seas

B IR 845 8 PR HGGBHCHY SEPOR Syl PR gompound, andslso

Rt @t BSSIhMAnaBRIcANULLGbIRAL DIt f I ONt Ot enpor al
denmentia, .corticobasal degeneration, Pick's disease);

cer ebS&X exFiBigRA dreshiptn.cAscqrdinn st Ahaamaregtiahfoan and the method of
bARMIRSI AN BRI FERHEusRI YEiak! hficHhs SASGSIMED 988:d in the art,

schlzophrenla depr essi on, substance
In the pharmaceutlcal compositions of the present invention for oral, sublingual,

subcutaneous, intramuscular, intravenous, topical, local, intratracheal, intranasal,
transdermal or rectal administration, the active ingredient of formula (I} above, or salt
thereof, may be administered in unit administration form, as a mixture with conventional
pharmaceutical excipients, to animals and to humans for the prophylaxis or the treatment of
the disorders or diseases above.

The suitable unit administration forms comprise oral administration forms such as
tablets, soft or hard gel capsules, powders, granules and oral solutions or suspensions,

sublingual, buccal, intratracheal, intraocular and intranasal administration forms, forms for
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10 dependence, attention deficit hyperactivity

di sorders; inflanmmtory di seases of the centra

nervous system such as nultiple sclerosis,

encephalitis, nmyelitis and encephal onyelitis and
owgnod9rfdsgenrat ory di seases such as vascul ar per/ERr2009/000303
pat hol ogi es, atherosclerosis, joint inflanmations,
arthrosis, rheumatoid arthriti%s; osteoarthritis,

Crohn's disease, ulcerous colitis; allergic

i nfl ammat ory di seases such as asthma, autoi nmmune
didseingiediiogublh adakyepe topkdl, diralsddres], bubputspeous, intramuscular or
o AR Mo ol R PP R L LA S mBianss. For opicl
ogipEopion.otesconpameier &cordingse e npeufics nagWeduatisio deams, gels,
used a reatment conbined with stem cel

a
t?gﬁgﬁsgﬁk)??%ns and/or grafts. According to another

of it sBaspeel xahpl€ PuEs edthinisAMBAL ol of @l @PsurldOaccording to the

pharnaceuticgj 20 conposi tions conprising, as active

| HYPLET BHp0let o B AHPrist B8 Falo N 2 e8P Sy ent | ons.

These QhagdiBERiebidaalio hoMPRMidn ONS contai n 3poefd ective

dose of at | east one conpound according to the

i nvent8Mibr a pharmaceutical |y accept abl 82331 mgof

sai d coympavVagscadflo@l so at | east one phargﬁgﬁytically

accept abl e exci pient. Said excipients are chosen,

accor dYaige ¥k he pharmaceutical form and t A&0mst hod of

25 adnay bl ' , fromthe usual I.njents

whi ch 5&%&%%0&%9?gg?§%2§gskiIIed in the ar?ég t he

phar medesnesigmpteaaivposi ti ons of the present 3i0mention

for oral, sublingual, subcutaneous, intranuscular,

I ntravenous, topical, local, intratracheal

i nt r andsey may ber panisaibr gases where digher or doiwdr mosdpesadre epprofirtage; such
' | haredi (1) _aboye r salt .

PREIeLEd REGGAL AR B ORLEUL B bR Garfn Shpagroctce, e

fdopame apopriatd fot sack paiidnh iscleteveintd bnthe pBRiqidcdchmdRp td thalmethod

Fpients. to. animals and to hunmans, for the
Soirfgp Sl/lf%gf%tllds? agg tkier?ée?% Eénziita}ﬁ%’ﬁ{lsec?? Saq‘?ﬁaéleati sorders or
di seasesodbgveanciieeofitsiasgdlseiht! plctentblidntios bls@cla0R té O mdThod for
qgmﬁguse %ﬁgh{ad .nistratio ‘&grns_su§h @ﬁ__tablets, _
SGFTIESPC UGB e bR YE: Whshawriseyhe admigistrafig. @agpatient, of
_Slﬁl ¢ffecORS dode 61U S PRIAPGIS ,accoﬁdih% !td‘%éahnveﬁ%P aka pharmaceutically
|ntraFrach al , intraocul ar and intranasal
SEPRPESHLRSAL for s, forms for WD 2009/ 144395
PCT/ FR2009/ 000303 76 admi ni stration by inhal ati on,
topi cal, transdermal, subcutaneous, intranuscular or
i ntravenous adm ni stration fornms, rectal
adm nistration forns, and inplants. For topical
application, the conpounds according to the invention
may be used in creanms, gels, ointnments or |otions.
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5 By way of exanple, a unit adm nistration formof a
conpound according to the invention in tablet form

may conprise the follow ng conponents: Conpound

according to the invention 50.0 ng Mannitol 223.75 ng

SQQ bporisesgzar mel l ose 6.0 ng 10 Maize starch gSr 8p08ho 000303
Hydr oxypr opyl net hyl cel | ul ose 2.25 ng Magnesi um

stearate 3.0 ng There may be Particul ar cases where

hi gher or | ower dosages are appropriate; such 15

dosages do not depart fromthe context of the

i nvention. According to the usual practice, the

dosage appropriate for each pg&ient i s determ ned by

t he physician according to thod of

adm ni stration and the wei ght and response of said
patien{. According to another of its aspects, the

pr esent: SORPEHs gnoands¥el ates to a nethod for

treating the pathol ogies indicaged above, which

conpri ses the admi nistration, to>@&patNent, of 20 an

ef fective dose of a c g Rhe

i nvention, or a phar A tabl e salt

t hereof . WD 2009/ 144395 009/ 000303 77 CLAI MS

1. Conpounds of forawa@ (! N RBRR N/ RL X 5

R4-O in which: Rl represents: a heteroaryl or)
heteiacyclic group, it being possible for this group

to be optionally substituted with one or nore atons

oF THEYPSE’ chosen, 10 i ndependently of one anot her,
fromthe faql Low t ; ¥ :

(C,-C o)alkyl . ha o&a‘?ﬁ:‘?‘%?lg?%’??‘?ﬁ% ?:%I?%?giﬂg’? s group to be
hal o( C, - C, FpHPIeYx y subgtitated ith - @eo)or hiveeel kejams or ~groups chosen,

é?{a%’( C - Qi]@eﬁél{ﬁwﬁly 6f%(19l1%&1’gr,'f8n9ﬂ1@|fglwvx)ing JEAGH{ Wnl)ups: halogen,
(C-Cip)alkyl, halo(C,-Cgp)alkyl, (C;-Cig)alkoxy, halo(C;-Ciglalkoxy, oxo,
(C-Cio)thioalkyl, -S{O)C;-Cip)alkyl, -S(0)x(C,-Cg-alkyl), hydroxyl, cyano,

_ nitro, hydroxy(C;-C,g)alkylene, NRaRb(C,-Cjp)alkylene, (C;-Cjo)alkoxy(C,-
Cigalkylencoxy,  NRaRb, CONRaRb, SO,NRaRb, NRcCORd,
OC{O)NRaRb, OCO(C-Cyp)alkyl, NRcC(O)ORe, NRcSO,Re,

-

aryl(C-Cyolalkylene, monocyclic heteroaryl or aryl, the monocyclic
heteroary!l or aryl being optionally substituted with one or more substituents
chosen from a halogen, and a (C,-Cgalkyl, halo(C;-Cp)alkyl,
(Cy-Cio)alkoxy, halo(C;-Cyp)alkoxy, NRaRb, hydroxyl, oxo, nitre, cyano or
OCO(C;-Cg)alkyl group, and R1 is linked to the imidazo{1,2-2]pyridine by
an aromatic carbon;
X represents from I to 4 substituents, which may be identical to or different from one
another, chosen from hydrogen, a halogen, (C,-Cgalkyl, (C,-Cjoalkoxy, NRaRb, nitro,
cyano, it being possible for the (C;-Cjp)alkyl group to be optionally substituted with one or
more groups chosen from a halogen, (C;-Cjo)alkoxy, (C,-Cjo)haloalkoxy, NRaRb or
hydroxyl;
R represents, at position 3, 3, 7 or 8 of the imidazo[1,2-a]pyridine, from 1 to 4 substituents,
which may be identical to or different from one another, chosen from a hydrogen, a halogen,
(Ci-Cio)alkyl, halo(C,-Cig)alkyl, (Ci-Cyo)alkoxy;

R; and R; represent, independently of one another,




10

15

20

25

30

nitro, hydroxy(C, -C10)al kyl ene, NRaRb(C, - Co) al kyl ene,
(C1-C,0)al koxy(C, - G o)al kyl eneoxy, NRaRb, CONRaRb,
SO2NRaRb, NRcCORd, 15 OC(O) NRaRb, OCQ((C, -C, o) al kyl,
NRcC(O) ORe, NRcSQ2Re, aryl (C, -C, 0)al kyl ene,

M sHliisgdret eroaryl or aryl, the nonocycli CPCdT/FR2?109/000303
heteroaryl or aryl being optionally substituted wt

one or nore substituents cho®&en froma hal ogen, and a
(C -C 0)alkyl, halo(C -C 0)al kyl, (C, -C, 0)al koxy,

hal o( Cl - C, 0) al koxy, NRaRb, hydroxyl, oxo, nitro, cyano
or 20 Ood@en goa) al kyI gr oup and Rl is linked to the

- apr ocaiir € PR orfb By By BRL A ey pe

|f dent i anadrylt gom;r, Oﬂﬂl(fnﬁEY eu‘tistlmfed rmthn@eloamtidrél SubstitehBS dsen from a
- C’

(o mcnyaf a?(R'RQ gk, Pf,l[(,;&l-Cleggﬂo{g-lqm)%léqx%ghalo(cl-Cm}aikoxy,

possi Hmaléfwhydm@ (n(ﬁro-((ac%nahﬁﬁh) group to be optionally
bstle%ute% wi th one nore groups chosen from a
can( rmdogﬁtléqr% the :tgbordtel}mﬁ g’h{?&bﬁf&j’ﬁ}em NFERFI9n pased ring
h}bdfaﬁ%r)@ﬁ'onRS Ecﬁpcfa?&ﬁﬁtcﬁns at position 3, 5, 7 or 8 of
melmdazo[lza]pyrldlne from1l to 4 substituents,

BBy be i dentical to or different from one
anot hefhyd g@ﬁ@mfrom a hydrogen, a hal ogen,

(C - CI8 hal o(C, - C o)al kyl, (C, -C, o)al koxy; 30
R2 and ﬁgcvoiaélfyég@ﬁps oprlmap@rba@tmeﬂyy aif Rbgreurnot her ,

(2?:(1)9/(:1 13464;1%25@8% é%t%%?é&&%gﬁ? wni%n 23 I!B%éget’ %g&ﬂue%]ﬁ] Oéﬂose%f from a
gr oup;ha Eﬂalﬁw @fhdfénp)alkblphaldﬁaﬂm}ﬁﬂsdkk(ﬂ-ﬂtow@dy,vhatomﬁ@ﬁ)aikoxy,
or mr@&%bsﬁyd}&g{ﬁt ]?1 g?%i,%;‘bél {( mej?]@ a‘ﬁb NRcCORd,

(C1- C10) al ky! oxy,
hal o( & (@1mmmo(c1@1mm¢cmmpl Or myi rgooupy they anyb being

group; - r t oget her

2t ONE mﬁﬁugﬁ? gue%érﬁ%ﬁ evﬁ]gl %Eecc;é PRl 3 5 t1 %nts chr?&en %gﬂﬁ%a}ﬁg% and a
from 5Ct~6m)ﬁllqyar mah(@tCQE)Blkle4(®leCpg)elkam Shale(ChohiabigsR, NRaRb,
atom .1 o n 5 Orc aI k%{l ~group, optionally substituted

by an ro o) Pyroup, optional |y substituted

Wiat dmddﬁEre@fesdEm,rlﬁd@Ehbﬁtlﬂ)t UL BieSardHeE &Nhyfdfd@Bh dtom or a (C-Cp)alkyl,

aryl{C,-Cyp)alkylene or aryl group;

or Ra and Rb form, together with the nitrogen atom which bears them, an azetidine,
pyrrolidine, piperidine, azepine, morpholine, thiomorpholine, piperazine or
homopiperazine group, this group being optionally substituted with a (C;-Cig)alkyl,
aryl or aryl(C,-C,p)alkylene group;

Re and Rd represent, independently of one another, a hydrogen atom or a (C-Cpalkyl,
aryl(C,-C,g)alkylene or aryl group,

or Re and Rd together form a (C,-C<)alkylene group;

Re represents a (C,-Cyg)alkyl, aryl(C,-Cig)alkylene or aryl group,

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

Rf represents a halogen atom, or a {C,-Cjgalkoxy, halo(C,-Cig)alkoxy, hydroxyl, cyano,

NRaRb, C(O)NRaRb, NRcCORd, OC(O)NRaRb, OCO(C,-Cjpalkyl, NRcCOORe,

SO,NRaRb, NRcSO;Re, aryl(C,-Cg)alkylene or aryl group, the aryl being optionally

substituted with one or more substituents chosen from a halogen, and a (C-Cp)alkyl,

halo(C-Cyplalkyl, (C,-Cjp)alkoxy, halo(C,-C¢)alkoxy, NRaRb, hydroxyl, nitro, cyano or

OCO(C;-Cip)alky! group;



10

15

20

25

30

hal ogen, and a (Cl-C10)al kyl, hal o(Cl-d o) al kyl ,
(Cl-C10) al koxy, hal o(Cl-C10)al koxy, NRaRb, hydroxyl,
nitro, cyano, (Cl-ClOalkyl(CO-, CONRaRb, NRcCORd,
OC(O NRaRb, OCO(Cl-Cl O al kyl, NRcC(O ORe or aryl
onaypoooig3gr yl being 15 optionally substitutgér /%%%9/000303
one or nore substituents chosen from a hal ogen,
(Cl-Clo)al kyl, halo(Cl-Cl0)alkl, (Cl-d o)alkoxy,

hal o( Cl - CI O)al koxy, NRaRb, hydr oxyI nitro or cyano
group, Ra and Rb represent, |ndependently of one
aifdheferm ote tagelorog em addiom solt with @hei€l O) al kyl ,

aryl (Cl - Clo) al kyl ene or aryl group; 20 or Ra and Rb
form together with the nitrogen atom which bears
them an azetidine, pyrrolidine, piperidine, azepine,
rmr ph02 iCompotnids offormphio(l) meordingpeChm hechabcterized in that:

Sub e&e? Sl aZI qs% % g&l p}:t}fptd%[}{g)t%%ﬁ ckq)lg]g gapflo%}eﬁz%ﬂag Idi)éxolyl indolyl,
ar, XIB é@tf&@ﬂ.(ﬁ))@]lﬂ@lhﬂn eb@&@ﬂiﬁnleEdlﬁMoH%dzd RS Qﬁl‘iydrobenzoxazolyl

dentl ydrogen at om or
(%Y? ?fg)ﬂaf "k 1055? EJP Y‘&F A é)ﬁ%m&ﬂazaw b@tizelhlgﬁphenyl
thenﬂﬁmﬁﬂnﬂylﬁﬂ:diz@@etbbl%soﬁ&blﬂﬁsoﬁgigélfﬁy) fJgYan@ gipup; Re
resents a_(Cl-Cl0)al kyl, ene or

él’, q:ln% P%sazgle fob Fheggegrapm; tRé’etQEEj@taﬂé rsul:fsgfupﬁda\vlth one or more atoms or
(g@lrp%ﬁcﬂlzrkh/ﬂd@ A&t 9P onedin 9 -

B A s RaRb. (€
&A@T’ﬁ]&ox)’s &yl fRLHINRABPO) NRaRb, NRcCORd, OC(O) NRaRb
GEQAHIRE Re0PR ]
aryl (C1-C o)éz%lllK %}lldgne or a?ﬂle gﬁ%ﬁ%ﬁimﬁdr% ST%‘Ezgji’rr‘?g(cl Crolalleyl
&MWPonal |y substituted with one or nore substituents
chosen from a hal ogen, and a (C1-C10)al kyl,
hal o(Cl - C10)al I cyl, (Ci1-C10)al koxy,
hal o(Cl C10) al koxy, NRaRb, hydroxyl, nitro, cyano or
OCQ( CP- Cropanisef f?}m'@ilﬁfﬂ) W@F@GQ@)/QMJABD@ 2, characterized in that:
PCT/ FR2009/ 000303 79 in the formof a base or of an
addi [t Compounds of fornul a
(I)bitae%:%%r%?r%ghyt c())%% &rhal%%n na%lsract erized in that: R
represents an isoxazolyl, pyridinyl, thiazolyl,
qui nol i nyl, benzo[l,S]dioonyI indolyl, 5
1,2,344 ogui nol & enofuran . .
di hyd‘r4 o?gﬁ%[)@ar g:ﬁyfl%@? d?éé:gréihn oé’a%rg yPey of . receding claims,
Fhﬂr@rwized myhatol of 2, 3- b] pyr| di nyl, pyrimdinyl,

I e L T T

Qfﬁlﬁﬂlwﬁlkﬂ group.

5. Compounds of formula (I) according to any one of the preceding claims,

characterized in that:

R: and R; represent, independently of one another, a hydrogen atom or a (C;-Cp)alkyl
group.

6. Compounds of formula (I} according to any one of the preceding claims,
characterized in that:
R4 represents a hydrogen atom, or a (C,-Cg)alkyl group optionally substituted with an Rf
group;
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it being possible for these groups to be optionally
substituted with one or nore atons or groups chosen,

i ndependent|ly of one another, from hal ogen,

(C -C,o)al kyl, oxo, NRaRb, (C,- 10 Co)al koxy, aryl and

G@MB%E@ nd Rb represent, independently
anot erlM?gr?;‘dr ogen atomor a (Cl-C o)al kyl q&‘@ﬁgw@/"“%%

Compounds of fornula (1) accostding to Claiml or
characterized in that: 15 X represents 1 or 2

hydr ogen or hal ogen atons. 4. Conpounds of formula (1)
aRtreprdseng at(0,-ap)lkregolp.t he precedi ng cl ai s,
characterized in that: R represents, at position 3, 5,

7 or 8 of the imdazo[1, 2-a]pyridine, a hydrogen atom

or a 20 (C, -Clo)al kyl group. 5. Conmpounds of fornula

(1) a@dﬂdﬁﬁb@ndsooﬂwme(lpfacéoﬂﬂ Fgrt@faﬁ?“d'ﬁl & @k NReceding claims,
characterlz%d inthat: R, represent,

|%ﬁ@ﬁ€ﬁﬁ€ﬁ%i of one another, a hydr ogen atom or a

(Ad-C o) at 25 group. 6. Conmpounds of fornula (1)
accordlng any one of the preceding clains,

CRagER & £ zeds #ROHHR 2 3Ra4 pBibe el whigh begtiribgen at om

or a (C -Co)al kyl group optionally substituted with an

Rf 30 group; WO 2009/144395 PCT/ FR2009/ 000303 80 Rf
represents a (Cl-( o)al koxy group. 7. Conpounds of

f or nul8a thapoa%o@fd forguieolangeosties ¢f aphenprofctbelipmgeding claims,
ChathfBrized Gh@g@ct erized in that: R3 5 the group R4-0 is

at position 2, 3 or 4 of the phenyl which bears it. 8.
Gonisprgsrats asf ispseel), @y(idinyla toerbil, nqrittobingdnerand, 3ddioxdhe, indolyl,

r-€ C
R L T R
duivhotienyl,, pheeiold Jlb}B)]rdill’UkoIpyhmldnnyﬁolbyﬁz,othlaﬁkﬁlyl benzothlophenyl
t Ul nol 1.n ZOor ura
(133 r%? %Idﬁ otl nzlg Xl f% zmaxaﬁola'g 88%%%02%5&06lp§/’1|‘a¥01y1f%?1?r
nﬂqb@mypqsmp]yrfDDih@{eZgr&ﬁs]tpjbé lopifionglly subytituf@t diithydne or more atoms or
%?0%1239 Ehb)ls&z %dgpehdenﬁy o gnly aggtpeerp%(lnh halogen, (C;-C,g)alkyl, oxo, NRaRb, (C;-

C,g)alkoxy, arvl and CONRaRb;

_Ra and Rb represent, independently of one another, a hydrogen atom or a (C;-Cjp)alkyl

group;
X represents 1 or 2 hydrogen or halogen atorns;

R represents, at position 3, 5, 7 or 8 of the imidazo[1,2-a]pyridine, a hydrogen atom or a
(Ci-Cip)alkyl group;

R; and R; represent, independently of one another, a hydrogen atom or a (Ci-Cyplalkyl
group;

R4 represents a hydrogen atom, or a (C-Cyg)alkyl group optionally substituted with an Rf
group;

Rf represents a (C-C,g)alkoxy group;

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

9. Compounds of formula (I) according to any one of the preceding claims,
characterized in that:
Ry represents an isoxazolyl, pyridinyl, thiazolyl, quinolinyl, benzo[1,3]dioxolyl, indolyl,
1,2,3,4-tetrahydroquinolinyl, benzofuranyl, dihydrobenzofuranyl, dihydrobenzoxazolyl,
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benzi m dazol yl, indazolyl, benzi soxazolyl,

i soqui nolinyl or pyrazolyl group; it being possible
for these groups to be optionally substituted with one
or nore atonms or groups chosen, independently of one

m hal ogen, (G -G o)al kyl, oxo, N
igg%? a I%%&y aryl and CONRaRb; Ra and Rb rep ese /OmBO3

i ndependent |y of one anot her,8la hydrogen atom or a
(Cl-Clo) al kyl group; X represents 1 or 2 hydrogen or
hal ogen atons; R represents, at position 3, 5, 7 or 8

ofurtl,hehiengld quﬁ{olb[% alppidihg] NBrinddiiydrgeihialoBM ®enthiophenyl,
nd R3 .represent

Ztrra%gé?rg%lg@ faf{?k vl gn%ﬂgWORﬁVé’rlsoqamﬂw SRRl beews a

(iCbeitk @palbie/for tIkO URuPFH HeClphiSAH tsabRnMNRYER & QB atoms or
or a (Cl-QQ)al kyl g oup optionally substituted with an

FSTOURS CBRfER: Hz@mrimrt i e8esnodher fom hatogym ko)t oe, NRaRb, (Cr-

t@@mﬁ@%ﬁh@%mﬁrﬂﬁﬁﬁdgy of an addition salt with an
acid ounds of fornula (1) according to any one

di2 eneRp rrerfesentn éhdepeaiiensly of charapether g Awdropen sthator B(T1%0)alkyl
repesents an i soxazolyl, pyridinyl, thiazolyl,
%grnolrnyl benzo[ 1, 3]d|oxolyl |ndonI

zpgsantt kot alhyyedeon o abigemstbrps; benzof ur anyI

9 RUSHETE TR oo WARESRAZELL s o atom o
ﬁﬁrﬂ@&@@@g@mm]pyrrdrnyl pyrrnr?rnyl _bePthhrazonI
i ndazo ,
Eéllgtslg e§ (I?ylﬁY lndegboqw %Pﬁﬁéﬁoa%oﬁheﬁy? g%%f’%ﬁ\é XBFp:2 (G-Croalkyl
h&mmg possi bl e for these groups to be optionally
RIS B8, BT il S0
(e, o) al kyl , oxo, NRaRb, - 5 G o)al koxy, aryl and

resent i ndependently of one
?g\lfm‘esremsg{?(ﬁyﬁ%gb’ﬁ“%% or a (C -do)alkyl group; X

representrgfd or 2 hydrogen or halogen atons R
re rese ;L“ posi tion

AT T o BypbrirarHE 2.0 wrgaf byherat Bhbpeses 510
(11C€he @) Flalotde B0PMPAddition salt with an acid.

10. Compounds of formula {I) according to Claim 1, characterized in that:
R, represents an isoxazolyl, pyridinyl, thiazolyl, quinolinyl, benzo[l,3]dioxolyl, indolyl,
1,2,3 4-tetrahydroquinolinyl, benzofuranyl, dihydrobenzofuranyl, dihydrobenzoxazolyl,
furyl, thienyl or pyrrolo[2,3-b]pyridinyl group, it being possible for these groups to be
optionally substituted with one or more atoms or groups chosen, independently of one
another, from halogen, (C;-C,y)alkyl, oxo, NRaRb and aryl; '
X represents a hydrogen;
R represents a hydrogen or a (C,-C)p)alkyl group;
R, and R; represent, independently of one another, a hydrogen atom;
Ry represents a hydrogen atom or a (C;-Cig)alkyl group, this group being optionally
substituted with an Rf group;
Ra and Rb represent, independently of one another, a hydrogen atom or a (Ci-Crplalkyt
group; |

Rf represents a (C,-Cyp)alkoxy group; .



R2 and R3 represent, independently of one another, a
hydrogen atomor a (Cl-C o)al kyl group; R4 represents
a hydrogen atom or a (C -G o)al kyl group optionally
substituted with an Rf group; 15 Rf represents a

(B0 ahos)ikesxy group; R3 R2 the group R4-0 bEtTvgR2609/000303
position 2, 3 or 4 of the phenyl which bears it; in
the formof a base or of an attdition salt with an
acid. 10. Conpounds of formula (1) according to Claim
1, characterlzed inthat: 20 R represents an

i @aheaPEm 9f 2 base Py efiappediiqral »dihyn acigui nol i nyl |

benzo[ 1, 3] di oxol yl, indolyl,

1, 2,3, 4- tetrahydroquinolinyl, benzof ur anyl ,

dlhydropp@gg$gﬁﬂgyl di hydr obenzoxazol yl, furyl,
thienyl or pyrrolo[2 3-b] pyridinyl group, it being

D b P Bt R & SRR o AR PO metnancl:

substltute

d ot-h
(Lo e ‘981%1““‘?%&@gb“@%@"%%‘?jﬁl@ﬁﬁ@%%ﬂ&i}%@é Jts a
hydrhggechloxfaertwtcﬁsents a hydrogen or a (C, -d o)al kyl
group; R2 and R3 represent, independently of one

anot [6e@ rerabitychinegeibhat0m-(fRAdh Sy paRREE 1, 2 dhydargen

at OF]CE h? {1 g o)al kyl group, this group being

opt PSR4 EliDst i tuted with an Rf group: 30 Ra and Rb
repr ,. inde endentl of ~one another, a hydrogen

at ofn gfz é&h‘?@i @BB‘)‘IQWVI algyidiesd-yHphenghmetbants a
(Cl1-d.o)al koxy group; WO 2009/ 144395 PCT/ FR2009/ 000303
82 Prit équﬁltﬂhﬁw%% )nald%%b%@}pyafhnénylhvém Imstharciped thi t h

an agdrdehiorikid thefppounds:
{3 [ 2-(5- nEthyllsoxazoI 4-yl)imdazol

[ 25 5}]&-@3’ (1' ﬂﬂ)é?lz&i'lé/)éol @I} b %JJ?W&}B idin-6- ygﬁen%l}m’:f]hprhé r%t}ii]the

yridin-4- azo -a] pyri
met 10ﬂd@ﬂvh€f hydrochlorlde t her eof ;
6-(3-tert- butoxynethylphenyl) 2- (pyridin 3-yl)imdazo|

%5 %bﬁl@yﬁhﬂ%-ylﬂ%%ﬁ&?&o pyn 1n(6 yliz;)hényl methano! and the

hydrochloride thereof;

* {3-[2-[(1H-indol-5-y])imidazo[ 1,2-a)pyridin-6-yl]phenyl }methanol and the
hydrochloride thereof;

* 6-[6-(3-hydroxymethylphenyl)imidazo[1,2-a]pyridin-2-yl]-3,4-dihydro-1 H-

quinolin-2-one and the hydrochloride thereof;

® 2-(5-bromo-2,3-dihydrobenzofuran-7-y1)-6-(3-tert-
butoxymethylphenyl)imidazo[1,2-a]pyridine;

* 6-[6-(3-hydroxymethylphenyl)imidazo[1,2-a]pyridin-2-yl}-3/H-benzoxazol-2-one
and the hydrochloride thereof;

* [2-(2-furan-3-ylimidazo[1,2-a]pyridin-6-yl)phenyl Jmethanol hydrochloride (1:1);

* {3-[2-(5-bromo-2,3-dihydrobenzofuran-7-yl)imidazo[ 1,2-a]pyridin-6-
yl]phenyl} methanol;

* {3-[2-(5-chlorothien-2-yl)imidazo[ ,2-a]pyridin-6-yl]phenyl }methanol and the
hydrochloride thereof:



[3-[2-(thiazol-4-yl)imdazo[ 1, 2-a] pyridin-6-yl]phenyl]
met hanol ;
[3-[2-(quinolin-3-yl)imdazo[1l, 2-a] pyridin-6-yl]phenyl
] met hanol and the hydrochl oride thereof,

{W®d Zovohiagsgzenzodi oxol - 5-yl )i m dazo[ PCT/FR2009/000303
1, 2-a] pyridin-6- yI]phenyI}nethanoI and the

hydrochl ori de thereof, [3-12% pyridin-3-y1)inidazo|
1,2-a]pyridin-6-y|]pheny|] met hanol and the
hydrochloride thereof, (3-[2-[(1Hindol-5-yl)imdazo[

h ar g%ﬁ%/ gd &Jig{gm?{]a){'}n]ogpﬁﬁx B}ﬂﬁ-}lﬁ%ﬁl 2- QE%&H %- -yl]phenyl} methanol

6 [ Bad Behydtpdiioridettheydofithenyl ) i m dazo[ 1, 2- a] pyri di n-2-y
]-3,4-di hydro-1 H quinolin-2-one and the hydrochl oride
t herOQB-f[Z -(1H-indol-4-yl)imidazo[ 1,2-a]pyridin-6-yljphenyl} methanol and the

3-di.hydrob f 7-yl)-6-(3-tert-
SR o S
6-[ 6- hyd th d
S T Aoy el b A A Hipheghty ol and the

hy dhp&btisridendrdgr eof
[2-(2-furan- 3- yllnldazo[l 2-a] pyridin-6-yl)phenyl ] neth

anoL élﬁ-{ﬂ[l QLBhaLd- ngﬁdlazo[i-)z* pyridin- 6-y]]phen7vl}methanol and the

br ono- 2 hydr obénzof ur an )i m dazo]
a] pY¥drernierige therepphenyl } et hanol :
{3-]2- églchlorothlen 2- yI)|n1dazo[1 2-a]pyridin-6-yl]p
henyr@ {2rrindpysidia-1 Hamidagelt dafityoidiveteylithenydiohsthang) and the

200?%&?%@%%{?& RZQOQI 000303 83

‘am nopyri di n-3-yl )i n dazo]

hydr %Q %}I}r ?.:Hé’ I')’]bgqy% 1¥1l9 Ylﬂe (ﬂzort?IZ-a]pyrl 1n-éj ﬁ]phenyi}methanol

{ 3- pit} thd hjrdroddbiridd thetepE;m dazo[ 1, 2- a] pyri di n-6-yl ] phenyl
} et hanol and the hydrochl oride thereof;

{ 3- ¢ 23{Be3arhemoipyazal- Nyl Bmjdazd] T2 Gaz 0,62y ghs jrekitian6h; v |
phenyl } met hanol and the hydrochloride thereof;

{ 3- ¢ B-[24berizBfledn=Bylyilni daBd [0 3 20fytid 2@ lﬂblkh}d]nﬁbﬂﬁnw ] phenyl
} et hanol and the hydrochl ori de thereof

{ 3- § B-[22barbfeRy3- ylyhnma%o Yb)d]ﬁ?rﬂﬁ?@{rl}ph@nﬁ]]r&yﬁah&il n-6-yl]
phenyl } met hanol and t

& [4-[2-(benzofuran-3 -yl)lmldazo[ 1,2-a]pyridin-6-yljphenylJmethanol;

¢ [3-[2-{pyridin-2-yl}imidazo[1,2-a]pyridin-6-yl]phenyljmethanol;

» [4-[2-(pyridin-2-yl}imidazo[1,2-a]Jpyridin-6-y1]phenyl]methanol;

e [3-[2-(thien-2-yl}imidazo[1,2-a]pyridin-6-yl]phenyl]methanol;

¢ 2-(benzofuran-2-y1)-6-[3-(2-methoxyethoxymethyl)phenyljimidazo[ 1,2-a]pyridine;

* 6-[3-(2-methoxyethoxymethyl)phenyl]-2-(thien-2-yl)imidazo[ 1,2-a]pyridine and

the oxalate thereof;
* [3-(2-thien-3-ylimidazo[ 1,2-a]pyridin-6-yl)phenyljmethanol;

® [3-(3-methyl-2-thien-2-ylimidazo[ 1,2-a]pyridin-6-yl)phenyl}methanol and the
hydrochloride thereof:

* {3-[2-(1H-indol-3-y1)-3-methylimidazo[1,2-a]pyridin-6-yl]phenyl }methanol ~ and
the hydrochloride thereof;




hydr ochl ori de thereof;

{3-[2-(1H pyrrol o[ 2, 3-b] pyridin-5-yl)imdazo[
1, 2-a] pyridin-6-yl]phenyl } ret hanol - and the
hydr ochl ori de t hereof;

{ 9+ ZodoBranbeny| i soxazol -5-yl )i ni dazo[ 1, 2- a] pyﬁ(tf’/mz@ns»yoooses
I]phenyl}nethanol [ 3-[ 2- (benzof uran-2-yl)im dazo[

2-a] pyridin-6- yI]phenyI]netﬁhnoI
[3 [ 2- (benzof uran-3-yl )i m dazo
1, 2- a]pyridin 6-yl ) phenyl] nethanol;

542[02 rg?/r | FnC dldf @gll')lfh %;AZBQ/H% fﬂ@frﬁi{m 6- lyl]phenyl}methanol and the

[ 3- Uﬁﬂﬁpwpm@ﬁMﬁaﬁyl)ln1dazo[1 2-a] pyridi n-6-yl ] phenyl ]
nmet hanol
[ 4- ['2{3([Mff-ﬂtﬁbiwﬁrﬂ}ﬂdlﬂ-mldlﬁﬂ@[ld[12-£ﬂﬂ>)ﬁwﬂ ShyMpHenyl} hahewyird

[ 3- F@e %dhchlﬁnﬁeﬁl?iﬂf?frn dazo[ 1, 2- a] pyri di n- 6-yl ] phenyl ] me
th

2"  Bedormtiraii sy reet] by epenisxinetngs foneny
| | mpgasetlorldedhardqayri di ne;

6- [ 3- (2- net hoxyet hoxynet hyl ) phenyl ]-2-(thien-2-yl)imd

azols {3, 2(@&}9&6@@‘&151@4 ?ﬁﬁlldé&@[@ 20X Rfife. ?gﬁfeﬁfﬁ methanol and the
[ 3-(2- thlen- 3-yl i mdazo[ 1, 2-a] pyri di n-6-yl)phenyl ] meth
“anol ydroch]onde théreof’

[ 3- (3 met hyl - 2-thi en-2-yl i mi dazo[ 1, 2-a] pyri di n-6-yl ) ph
eny |*] [FeE ferrathiaapicl-ylinidadelidi-elphlidn G d@phdnsiimethanol and the

{3 hoaodik:A yl)-3-nmethylimdazo[ 1, 2-a] pyri di n- 6-
%eny (ﬁq 5%%1 and the hydrochloride thereof; WO

2009/ 00

(3 [zi]-‘”@%g&‘) R s B s Dmsparsrshen e
}nebhéndﬂmahdmtﬂé hydr ochl ori de t hereof;
{3-[2-(2-ethoxypyrinidin-5-y|)inidazo[l,2-a]pyridin-6-
yl] pHéﬂ?%%m[bﬁthmphenailemlﬂhﬁ[l@d]b@lﬁ:dih-elfyi[)ﬁlﬁbny]ﬂnﬁétﬁﬁfol and the
[2 nol i.n-3-ylimdazo[ 1, 2-a] pyridi n-6-yl) phenyl ] m
ethéﬁ%ﬁH% Hkt%% f’hydrochlorlde t her eof ;

ridin-4-yl)imdaz
[' g](éiii bgtlil n]-lbﬂgﬂl 112}0[ ln%gmmP-%afll})ahqnﬁlémethanoI and the
hydw&b&mride%emer eof ;
[ 3- (2- benzot hi azol - 2- yI|n1dazo[1 2-a] pyridi n-6-yl)phen

yl ] f@ﬁ@-m@&% ﬁﬁﬁldamfg b sz]:pﬂrlngfh' @@E%Q}%ﬂ ttiano! and the

benzo[ b] t hi ophen- m daz al pyridin-6-yl)

phegy¢?ﬁﬁﬁﬂa#@WQ§nd the

* {3-[2-(2,3-dihydrobenzofuran-5-yl)imidazo[ 1,2-a]pyridin-6-vl}phenyl } methanol
and the hydrechloride thereof;

e {2-[2-(1H-indol-3-yl}imidazo[ ,2-a]pyridin-6-yllphenyl} methanol and the
hydrochloride thereof;

* [3-(2-benzofuran-5-ylimidazo[1,2-a]pyridin-6-yl)phenyl]methanol;
* {3-[2-(3-chlorothien-2-yl)imidazo[ 1,2-«]pyridin-6-yl]phenyl} methanol;

* {2-fluoro-6-[2-(5-methylisoxazol-3-yl)imidazo[ 1,2-a]pyridin-6-
yl]phenyl}methanol;

* 2-{3-[2-(1H-indol-6-yl)imidazo[1,2~a]pyridin-6-yljphenyl} propan-2-ol;

¢ 2-[3-(3-methyl-2-thien-2-ylimidazo[ 1,2-a]pyridin-6-yljphenyljpropan-2-ol;



hydr ochl ori de thereof;

[ 3- (2- benzo[ b] t hi ophen-5-ylim dazo[ 1, 2-a] pyri di n-6-yl)
phenyl ] net hanol and the hydrochl oride thereof;

3- (2-benzo[ b] t hi ophen-3-ylim dazo[ 1, 2-a] pyridin-6-yl)p
honybdowelaisoxol and the hydrochl oride thereofpcy/rr2009/000303
{2-12-(1Hindol -6-yl)imdazo[ 1, 2-a] pyridi n-6-yl] phenyl

} et hanol and the hydrochlor$%e t her eof ;
{3-[2-(2, 3-di hydr obenzof ur an- 5- yI)|n1dazo[1,2-a]pyrim

n-6-yl ] phenyl } met hanol and the hydrochl oride thereof;

{2 [-2 %35&%&99 %ﬁéﬁgoﬁ ényﬁ?é& )(g;lhengr“ropia,?e 2-0l;

hydr

A <%°féé T ARG Al 2 el Sy g PR B ) pheny!
]{3 [ g @%ﬁf@ﬂ?{‘ﬂﬁ*% yyhimidazollZalnysidin-&yUahsoyl i RipRang=S)i | p

henyl
{ 2- f P{-@%E 5"2(“52 h‘é”f“ﬁ%o ls%ﬁlai%#méwplﬁﬂﬁmg%r2 -0k
yrld n-6- yl]lp } met ha
2 { 3 Z]ré (¢-4ven- %rbﬂléﬂndsmﬂ 3‘?%@2@{3@?2@%]95??@& - 6- yl ] phen
pr.opan- 2- ol (3-net hyl - 2-t hi en- 2- yllnldazo[

1 2 a?} s;£21b@r12ﬁﬁ@ny3 ylpwéwyii}ibmmhn—é -ybphenyiiprowrog)-al44395
PCT/ FR2009/ 000303 85
2- [ 32(3--héranthBzelt3-vHind dazo[ 1 2-Zpajdiy-fiybpirenslinrbnap ey | | pr
opan- 2-01;
2- [ 32([2(Dperizdibithiayi2-ylinddaz ol L-Apya]doy6-yiphea@iprdpaptieny| |
propan-2-o|;

2- { 32F2-[¢ 51 -ohihgr Bi-héeimidazpl-}-ylyinddazo[ 1 2-Jpalduy64 di n- 6- yl

ph l;
% [%ﬂﬁﬁ%g%ﬁzan g%ﬁ 2-ylimdazo[ 1, 2-a] pyridin-6-yl)phen
S BEO BN b s oy Bicagpl oA PR
opamiz ol; 2-[3-(2-benzofuran-3-ylimdazo]
1, 2- a]pyrldln 6-yl) phenyl ] propan- 2-ol ;
2- [ 32([2(hanz0t-Dimael }]122 }qp Ig-%z}@)p[lenyl]propan-z -ol;
1, 2- a]pyrldln 6-yl ) phenyl'] pr opan- 2- 0l
2- [ 32(2: ﬁsaé%ghtshymxdzo@ y@p{ﬁ&@é 9[)ﬂhe%yl?;]r&:)ﬁ5'2ddln 6-yl
) henyl]propan 2-ol
;l' ]bggé[% 5@ g%rég[lggﬁle%hk' &[1 2]u']]?yn%1rpa b ')ﬁlleHylﬁ)ropan -2-ol;
2- d 2-
di E] %[ g(%g"hen% l{%?%%z%ﬁlnzzz%pgﬁlé in- 6%I%L9nyﬂf}rogazn% a] pyri

* {2-fluoro-6-[2-(1 H-indazol-3-yl)imidazo[ 1,2-alpyridin-6-y1]phenyl} methanol and
the hydrochloride thereof;

® 2-{3-[2«(1H-indazol-3-yl)imidazo[1,2-a]pyridin-6-yl }phenyl } propan-2-ol and the
hydrochloride thereof;

¢ {2,6-difluoro-3-[2-(1H-indazol-3-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl } methanol
and the hydrochloride thereof;

® [2-fluoro-6-(2-thien-3-ylimidazo[ 1,2-a}pyridin-6-yl)phenyl jmethanol;
* [ 2-fluoro-6-(2-pyridin-2-ylimidazo[ 1,2-a]pyridin-6-yl)phenyl|methanol;
* [2-fluoro-6-(2-thien-2-ylimidazo[ 1,2-a]pyridin-6-yl)phenylJmethanol;

¢ [2-(2-benzothiazol-2-ylimidazo[ 1 ,2-a]pyridin-6-y1)-6-flucrophenyl jmethanol;



2-[3-(2-furan-2-ylimdazo[ 1, 2-a] pyri din-6-yl)phenyl]pr
opan- 2- ol ;

2-[ 3-(2-benzofuran-5-ylimdazo[ 1, 2-a] pyridin-6-yl)phen

yl ] pr opan-2-ol ;

2wi(B2407aenzo[ b] t hi enyl - 5-yl i m dazo[ 1, 2- a] py rici/Pr8008/000303
) phenyl ] pr opan- 2- ol ; 2-[3-(2-thiazol -2-ylimdazo]

1, 2- a] pyri di n- 6- yl ) phenyl | pr offan- 2- o1;
{2-fluoro-6-[2-(1Hindazol -3-yl)imdazo[ 1, 2-a] pyridi n-

6-yl ] phenyl } net hanol and the hydrochl oride thereof;

A
({j;znqégﬂ](yg ﬁ‘}" i R LY kg c. 2o @l Py

t herfeofopherfyBnfethanslp- 6- (2-t hi en- 3-yl i m dazo|

1, 2-a] pyri di n-6-yl) phenyl ] net hanol ;

[ 2- fl[P+OT-BerBofiRn ByWindd20[2 2yd byl dikad-9])-6-fluorophenylJmethanol;
1, 2-a] pyri di n- 6-yl ) phenyl ] met hanol ;

[ 2 fol[21OZ- '@erﬁo[@ﬁh&rk}']-@%d;&ndéjzd: m2 in-6-y1)-6-fluorophenyl]methanol;
1, 2-a] pyri di n- 6- yI)phenyI]net anol ;

[ 2- (+22 hesraat ltﬁaﬁalm Whidand[ga din-6-yl)phenyl Jmethanol;
1, 2- a]pyr|d|% 6-yl) %% fﬁuérop éﬁ}?ﬁn%?%éﬁ%F“ 6%?

Zooggié%%ﬂérmj -k Qg{hg:gg%@%ldagg[l 2-a]pyr1d1n 6-
benzo[ b] t hi op 2-yli m dazo|
1,2 YQPWH]Wthar@LyI ) 6 f | uor ophenyl ] net hanol ;
{2 [2-(2, 3-di hydr obenzof uran-5-yl )i m dazo[ 1, 2. a] pyri di
n- 6-*yR.p-d6lubtobtlopiseriyilinjidareli Haripridin-6-yl)phenyl methanol;
[ 2- (2-benzofuran-5-ylimdazo[ 1, 2-a] pyridin-6-yl)-6-flu
or opha il flueet hAamiridin-2-ylimidazo[ 1,2-a]pyridin-6-yl)phenyl jmethanol;
[2-(2-benzo[b]thienyI-5-yIinidazo[

2*&]51@(5 dfilmt‘ﬁfe}i’r’}yl)&ﬂfdbmm bpheriginiogl-henol ;
[2 dluo o hlqzol 2- yllnldazo[
1 2- a By %WHHEkWP Yphenyl ] et hanol ;

?Efy[:"?%%{fﬁragﬂ(@mn%ﬁ&@rcﬁ%{} &8‘5 2y| dlmoropicmjlyl methanol;

6-dif | uoro- 3- i en- 3 limd é
2 H g)c)h[ﬂuarfo g !E)]ey &ryélﬁyc}a]z gﬁgmdm- -y)phenyl]jmethanol;
2 6- dlfluoro 3-(2-pyridin-2-ylimdazo

[

2 * &6y frap3yliy Vet idirfoy)-2,6-difluorophenyljmethanol;
§5 chlorothlen 2-yl)imdazo[l, 2-a]pyridin-6-yl]-
2 %g@bh@hgw}}m@m{aﬂ@]pyndm 6-y1) -2,6-difluorophenyljmethanol;

2-
&
2- benzof uran-2-ylimdazo[ 1, 2-a] pyridin-6-yl)-2,6-d

3
3-(
f | &6k optiengpl3-@ebiaznt@lylimidazo[1,2-a]pyridin- G-yl)phenvi]methanol
2, 6-

di fl uoro-3-(2-thien-2-ylimdazo[
, 2+ &](pyrethdkymdawphepyie byl -edy hERaldpl-6-yl)imidazo[ 1,2-e]pyridine

? é%%gﬁﬁ%ﬁ@#+ﬂ@%ﬁ§%85?]dazo[l 2-a]pyridin-6-yl)-2,6-d

¢ 2-(1H-indol-6-y1)-6-(3-methoxymethylphenyl)imidazo[ 1,2-a]pyridine and the
hydrochioride thereof;

1
[
1,
{3-
2.6
[ -
i fl
[2,
1,2
[ -
i fl

® 2-{3-[2-(5-methylisoxazol-3-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl} propan-2-ol;
* [ 2-fluoro-6-(3-methyl-2-thienyl-2-ylimidazo[ 1,2-¢]pyridin-6-yl)phenyl]methanol;

® {2-[2-(5-chlorothiophen-2-yl)imidazo[1,2-a]lpyridin-6-yl}-6-

fluorophenyl } methanol;

® [2-(2-benzofuran-2-ylimidazo[ 1,2-a]pyridin-6-yl)-6-fluorophenyl imethanol;



[ 3- (2-benzot hi azol -2-yl i m dazo[ 1, 2-a] pyridin-6-yl)-2,6

-di f|l uor ophenyl ] net hanol ;
[2,6-difluoro-3-(2-thiazol-2-ylimdazo[1, 2-a]pyridin-6
-yl) phenyl ] net hanol ;

owl(cB20miagxesmet hyl phenyl ) - 2- (1-net hyl -1 Hi nd

i dazo[ 1,2-a]pyridine and the hydrochl ori_deqit%gfgch)?dgmmsus
2- (] Hindol - 6-yl) - 6-(3- et hox§net hyl phenyl )i ni dazo[ 1, 2

-a] pyridine and the hydrochloride thereof; 2-f

3 [ 2- (5-net hyl i soxazol -3-yl)im dazo|

[2 fﬁ]‘zgy{’é“gbi??g h]ﬁ[P Fﬁ %a]E}?]o 2 -'3r§:69illtfo qu Ityl]methanoi'
(27 (o Rl B tr%ﬁet%Eﬁng EJW%ZF%QJA&‘BF&Z%I Ay 6y

| ] - lphangriaethemy] } nmet hanol ;
[ 2- (2- benzof uran- 2- yllmdazo[l 2-a] pyridin-6- yI) 6-flu

or ophemub tranb;y1iv6aa26 09/ Ah4a80e-PipemRAARA000303
87 pFZ %Z&)gﬁzofur grll Sayiql m%ﬂél ke

1, 2-6514@3&5@%[9}&&%11)2»}]@&&@51 QQJ]‘;%HMlanIﬁEE pol ;

{2 fl uoro-6 h H berizi m dazol 2- yI )i m dazo[
2 diffasyphenyhimsthagaly phenyl } met hanol ;

[2 fluoro-6-(2-furan-2-ylimdazo[

1, 2-*appydifiure362-(irmerhd - ?emémh@ﬁ@iﬂ yDimidazo[1,2-a]pyridin-6-

[3 (y%pllﬂs%@l &Lﬁﬂn&ﬁ“ enyl - 2-yli m dazo[ 1, 2-a] pyridin-6-yl)-

, 6= "di fT'uor ophenyl ] met hanol ;

{2 d ls2-yl)imd

aZOQ {? % i‘lf ﬁﬁ}uﬁolge%zcéc&raﬁrﬁ] E}ﬁmdaﬁo ?ﬁgr%m %-2,02-

{3- [dﬁlt(02>pﬁelﬂi}mcd1amddenzof uran-5-yl)im dazo[ 1, 2-a] pyri di
-6-yl]-2,6- di fluorophenyl } nethanol;

[ 2, 6{Yb-Hiflworoed-@-fufaR-2EWinddezaF -4 ]p3rilaz 6-y[)phenyl methanol;

1, 2-a] pyridin-6-yl)phenyl] nethanol;

[ 3- ¢ 23-trelsened fuita f - B riyd alz 6Tl ,da@lﬁ}[ridin-é-yl)Q,6-diﬂu0rophenyl]methan01;

1, 2-a] pyridin-6-yl)-2,6-difluorophenyl]nmethanol;

[3 eB- tzemgt{wm&ﬁyﬁwhmﬁhw[lma%ﬁ%% ¢rakpyridin-6-yl)-
2 (p&ifluoro hen 1 net hanol

uPIRRkInY Bmgt 3“0 [3-]2- (rret hoxyet hyl ) oxynet hyl ] phen

| d
32/ ][I3m ﬁﬁ@f%@p&]ﬁr@dgér@%fhoxsct;}lyloW@atbblﬂpilemdhqnplm [B2n-6-y

|) phgayiher opan- 2-of
[2 benZo[ d] i soxazol - 3- yl i m dazo[ 1, 2-a] pyri di n-6-yl)

- 6- tbLfQ f?%@&w o@oh??fﬁ!mdazo[l .2-a]pyridin-6-yl)phenyl}propan-2-ol;
¢ [2-(2-benzo [d]isoxazol—B-ylimidazo[ 1,2-alpyridin-6-yl)-6-fluorophenyljmethanol;
* 2-{3-[2-(1 H-indol-5-yl)imidazo[1,2-a]pyridin-6-yl]phenyl} propan-2-ol;
* 2-{3-[2-(1 H-indol-4-yl)imidazo[1,2-a]pyridin-6-yl]Jphenyl } propan-2-ol;
® 2-{3-[2-(2-methoxypyridin-3-yl)imidazo[1,2-apyridin-6-yl]phenyl } propan-2-ol;
* 2-{3-[2-(4-methylthien-3-yl)imidazo[1,2-a]pyridin-6-yl}phenyl } propan-2-ol;.
¢ 2-{3-[2-(1-methyl-1H-indol-5-yl)imidazo[ 1,2-a]pyridin-6-yl[pheny} } propan-2-ol;
. 2~[3-(2-quinolin_—5-ylimidazo[ 1,2-alpyridin-6-yl)phenyl]propan-2-ol;
. 2-[3-(2-isoquinolin—5-ylimidazo[1,2~a]py:ridin-G-yl)phenyl]propan—Z-ol;

¢ 2-13-[2+(2,6-difluoropyridin-4-yl)imidazo[ 1 ,2-a]pyridin-6-yl]pheny!} propan-2-ol;



(1H i ndol -5-yl)im dazo[ 1, 2-a] pyri di n-6-yl ] phen

2-{3-[ 2-

yl } propan- 2-ol ;

2-{3-[ 2- (1FL|ndoI-4-yI)inidazo[l,z-a]pyridin-6-y|]phen
yl } propan-2-ol; 2-

{ 9vb 20do2raamsshoxypyr i di n-3-yl )i i dazof PCT/FR2009/000303
1, 2-a] pyridin-6-yl]phenyl } propan-2-ol; 2-
{3-[2-(4-met hyl t hi en-3-yl )i mtazo|

1, 2-a] pyri di n-6-yl ] phenyl } propan- 2-ol ;
2-{3-[2-(1-nethyl -l Hindol -5-yl)imdazo[l, 2-a] pyri di n-
g %/lsi]fl?ge@ﬂll -K? anf?l?@u% )OllH -p razot-li -yl}imidazo[{,2- a]pyrldm -6-

1, 2-vajpbymilgiopar62-pl; ) phenyl ] pr opan-2-ol ;
2-[3-(2-isoquinolin-5-ylimdazo[1, 2- a]pyridin-6-y|)phe
nyl |92-Gpadwuidekx-3-ylimidazo[1,2-a]pyridin-6-yl)phenyl]propan-2-ol;
2-{3-[2-(2,6-difluoropyridin-4-yl)imdazo[

1, 2-sa] gyotodd-[2-6 Ayihdqdsemyrhidazor QDa]ﬁ)yﬂdﬁJ&ylmn&Q%fhlﬂé?:gS
PCT/ FR2009/ 000303 88  2- (3- {2-

1-

( 3-yoEtuby- @M@Lﬁaﬂdﬂyﬂ&fdﬂlﬁghlﬁnd’dﬂ)[‘l m-cf]?ﬁ‘ﬁlﬁn -6-

1, 2- di n-6- yl }phenyl)propan-2-0
2- [ég%ggﬁbFﬁBW?% 3-ylimdazo[ 1, 2-a] pyridi n-6-yl)phenyl

{5 P et 223 ChpropyaBr-4s Dy sanl g apridinSalpyey atgno:

yl] } et hanol ;

L A PG (s iihino dppeidatobl 3aipyoidinioclpbinyl methpy)

ridin-6- yl]phenyl}nethanol;

{ 2- Pl &rBpero-C py(igidiy- @lﬂh@deQﬁJpﬁ]ﬂlﬁiﬂ)ﬁ Yhpdermdinethanol;

1, 2-a] pyridin-6-yl]phenyl } nethanol;

{2-1 {@é“kugroeﬁr[zz-lH4nd®ﬂ%yy)imiﬁhzefﬂ-,2a}pbn)idin46d@phf[nbzi,}ﬂmeal]alply;r id

i n-6-yl ] phenyl } met hanol ; [2-fluoro-6-(2-pyrimdin-5
-y ier2 diaezf6-[R-(2Hahd-6ividimidgeoyl, )-plperidih-b b hamgl hugthanol;

{2-fluoro-6-[2-(1Hindol -4-yl)imdazo[ 1, 2-a] pyri di n-6-

yl ] pheiybdoreCh@mediiox ypyridin-3-yl)imidazo[ 1,2-a]pyridin-6-

éﬁ]ﬁhéﬁVﬁ?Wg%ﬂE 1H—|ndol 6-yl )i mdazo[ 1, 2-a] pyri di n-6-

Elzd 5‘5%0]6 iﬁ%%”@%gﬁg I 2oyl kmodazol 1, 2- al by,
{2- fluoro 6

nethylthlen 3- yIE|n1dazo[1 2-a] pyrid
i n- 843 r(}-@fhﬁf&h@ﬂndol -5-yhimidazo( 1,2-a]pyridin-6

{2- @ HRLS &ahgm(l net hyl - IH-|ndoI 5-yl)imdazo[ 1, 2-a]p
yri |n 6 yI] phenyl } nethano

[ 2- f,|£ g%‘??g (§. %%ﬂgl?r{'? kflﬁ]d%o:{réb %‘j&%ﬂﬁ 9[6 yl)phenyl]methanol;
[ 2 f-gﬁjﬁﬁoq'og (§ %8q‘§i?§1%h{] ohrfl azo yi n@lﬁ]j n% LyDphenyljmethanol;

F%z ézz( q%gfl M{ 13}@{11%2?% -a]pyr%%zgg,ﬂ‘ 62 a] pyridin-

(2 ﬂhmapmmﬁj@amﬁﬂﬁ(s nEthbeutyI) 1H pyrazol -4-yl]imd
azo[ 1, 2-a] pyri di n- 6-
* (2-fluoro-6- {2-[1-(3-methylbutyl)- | H-pyrazol-4-yl}imidazo{1,2-a]pyridin-6-

yl} phenyl)methanol;
» {2,6-difluoro-3-[2-(1 H-indol-5-yl)imidazo[ 1 ,2-a]pyridin-6-yl]phényl }methanol;

* {2,6-difluoro-3-[2-(6-methoxypyridin-3-yl)imidazo[ 1,2-a]pyridin-6-
vi]phenyl}methanol;

» {2,6-difluoro-3-[2-(4-methylthien-2-yl)imidazo[ 1,2-a]pyridin-6-
yl]phenyl} methanol;



10

yl '} phenyl) nmet hanol ;

{2,6-difluoro-3-[2-(1Hindol -5-yl)imdazo[1, 2-a] pyrid

n- 6-yl ] phenyl } met hanol ;

{2, 6-difluoro-3-[2-(6- nethoxypyridin-3-y|)inidazo[1 2-

a yl ] phenyl } net hanol ;

{hﬁ%ﬁ%@%l{&ﬁ%ﬁ% 3-[2-(4-nmethylthien-2-yl)im daZO(fT/FIZIZO(?/OO(}SOS
yridi n-6- yl]phenyl } nethano$® WO 2009/ 144395

PCT/ FR2009/ 000303 89

{2 6-di fluoro-3-[2-(1Hindol-6-yl)imdazo[1, 2-a] pyridi

2, & o RIRF S 3P gyt eyt

d|n hen
{ 2, efa% 382 %m% M}F‘?ﬁ% 91%%{#1 eyadindr 1, 2-a) p
yr|QM@hﬁwuﬁhﬂ@mﬂnyl}nethano
{2,6-difluoro-3-[2-(1- nethyl-lkklndol 5-yl)imdazo[1, 2
- a] pYyRiscHifhadRo- ::%i {m&ﬁﬁﬂh’hen@&lz@ﬁ&&@[l ,2-a]pyridin-6-
[2,6-difluoro 2-quinolin ylim dazo[ 1, 2-a] pyri di n-
6- yDiE%@ﬁVPF danol ;
[ 2, 6-dif] uoro-3-(2- |squ|noI|n -ylimdazo[ 1, 2-a] pyrid
i n- @-{6ydienns, P Freltmetht LA-indol-5-yl)imdazo[ 1,2-a]pyridin-6-

{3 [ .or opyri di n-4- yI)|n1dazo[1 2-a] pyridin-
y%p&%gﬁngﬂ%+%orophenyl } nethano

|(r2n 3 {dwgfo- - -%Lgnéxl[hln 5%&111“%2 %&q-é—%@%&ﬁﬁg&maﬁow ]
Edg g% ¥023-%-1L0q,u£ élnél"-.ﬁgyllf ; ﬁﬁ?@g@?%ggﬁo%gl%@xjn%%ggl

m@m PR el o B ) e of

d aﬁﬁhmkmhﬂwmhwﬂﬂﬁdﬁn addltlon salt of this conpound

wth a pharmaceutically acceptable acid. 5 13.

Phar-I(rB,S-aiﬂ.ubﬁbai {TONpasdtiyiliang)-¢ ?pﬂgctmtyl]zﬁﬂaio{u L BRridib-c-
a (1) according to any

wg& aﬁg ound of formu
one Yo HW' to 11, or a pharnmaceutically
ac ceptable salt of thls conpound, and al so at | east

one * P& bRy E t-Cat-Hijluare deliydamymetbylphgsy Bimidazald, 21alpyriéne2-
of §Hgggp@ﬁﬁg of fornmula (1) according to any one of
Clains 1 to 11, for the

12. Medicament, characterized in that it comprises a compound of formula (I)
according to any one of Claims 1 to 11, or an addition salt of this compound with a

pharmaceutically acceptable acid.

13. Pharmaceutical composition, characterized in that it comprises a compound of
formula (I} according to any one of Claims 1 to 11, or a pharmaceutically acceptable salt of

this compound, and also at least one pharmaceutically acceptable excipient.

14. Use of a compound of formula (I) according to any one of Claims 1 to 11, for the
preparation of a medicament for use in the treatment and prevention of neurodegenerative

diseases.
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preparation of a medicanent for use in the treatnent

and prevention of neurodegenerative diseases. WO

2009/ 144395 PCT/ FR2009/ 000303 90 15. Use of a

conmpound of forrmula (I) according to any one of Cains
Iwtcp2dob/14hgys the preparation of a nedi canentpdPFRY6B/000303
in the treatnent and preventlon of cerebral traunas

and of epilepsy. 5 16. Use of0 a conpound of formula

(1) according to any one of Clains 1 to 11, for the
preparation of a nmedicanent for use in the treatnent

and prkvént @ﬂn’pocﬂ)mp@yﬂ ifnram}ai(b addoscé@‘@sany oif Clgms bfo H, for the
f&%ﬁ%?a%flag O?cfa ? ﬁgm en?goé a%e al i on reg ne%t an% nd preve n%nt?o%eof gerebralatraumas and
i of ephepst.r eat nent and prevention of |nflannatory 10

di seases. 18. Use of a conpound of formula (I)

according to any one of Clainms 1 to 11, for the
preparation of a medicanent for use in the treatnent

and priveed dafatrtombomﬂtoeﬁpmmasi)sccanﬂng tﬁaﬂﬁ?@'fesof Cldmd Pto 11, for the

Use of. a £ und of for. ordl P qy g
d?rewaélio% ﬁrrggtgcaffnt pseg Ct].’ﬁ %Irag P]‘&He na psychiatric diseases.
medi canment for use in the treatnment and prevention of
Par ki nson' s di sease, Al zheiner's disease
t auopat_hj.e and nul tlfle scl er osj s. 20. Use of

conpould wof@&Pwawd@f orila &b arcepinggo awymwé Clfgy 1t ks for the

Joréfaralidn JfQr mbBiGamdif ERALAL inOfhe QfcaneiE Ghd pRBSHoh VF iHSSnmatory
in the treatment and prevention of schizophrenia,

def5#%8si on, substance dependence and attention deficit
hyperactivity disorders. 21. Process for synthesizing
t he conpounds of forrmula (1) according to Clain11 by

25 reactlng conpounds of fornmula (XI) RN R2 Cl
eN CP3d'se afecompymd 2 Bomulpdy aepoirege enose L qums I to 11, for the

preparation of a medicament for use in the treatment and prevention of osteoporosis and

cancers,

19. Use of a compound of formula (I) according to any one of Claims 1 to 11, for the
preparation of a medicament for use in the treatment and prevention of Parkinson's disease,

Alzheimer's disease, tauopathies, and multiple sclerosis.

20, Use of a compound of formula (T) according to any one of Claims 1 to 11, for the
preparation of a medicament for use in the treatment and prevention of schizophrenia,

depression, substance dependence and attention deficit hyperactivity disorders.

21. Process for synthesizing the compounds of formula (I) according to Claim 1, by

reacting compounds of formula (XI)
R
N
Cl
R3 N N\)ﬂ

GP—O (XD

R2



inwhich R X R3 and R2 are as defined in Caim1l and
GP is a hydroxyl-function- protecting group, with R -W
wherein Rl is as defined in Claiml and Wis a boron
or tin derivative, and then deprotecting the product
oWRrPA44s22. Process for synthesizing the goPRYINH00303
of formula (1) according to CGaiml, by reacting
compounds of formula (IX) Ri®T R3 ~CI R2 N R4-0 (1X)
X inwhich R X R3, R4 and R2 are as defined in
Caiml, with RR-Wwherein R is as defined in Claiml
and Wingvhaehdb o R3oand tRi2rarelesr defiagd w elaim1i0an@ 3P Prdydosyl-function-
(}étgc?%ng r%tg q.fpb& éF gﬂt\k}e eBerWR&J rllsdgst é)erf{méﬂo mrﬂ'ialm f agdo}V is a boron or tin
fderimativa, a(nklﬂtﬂeh)de;RoteMﬂgrthd%ﬁod%t &tam}éd Cl R6 o X Y (V)
(M) in which Ris as defined in Jdaiml and Y
represents a boron derivative, with a 15 conpound of
formula (V1) in which R6 represents R4, and R2, R3,
5 R4 and2XPaces &g s¢hethdsimrd the tonfdodhdiol f@Adlaf])iaScading to Claim 1, by
hal ogen. 24. ces synt hesi zi ng the conpounds of
f%?“ﬁ'g? 3°I?H°}lnd¢fc°ég‘?'rﬁ’?“% B{))o Caim1l, by reacting
conmpounds of fornul aR(XIII) NH2 O R3 1 RZ N Hal RI

= cl
oS
o N

R4—0O (IX)
X

in which R, X, R3, R4 and R2 are as defined in Claim 1, with R1-W wherein R1 is
as defined in Claim 1 and W is a boron or tin derivative,
10

23. Process for synthesizing the compounds of formula (I} according to Claim 1, by

reacting cornpounds of formula (VHI)

R3 z
9 e e
N Y, R6—0 X
(VID)

R

(VIID

in which R is as defined in Claim 1 and Y represents a boron derivative, with a
15 compound of formula (VII) in which R6 represents R4, and R2, R3, R4 and X are as defined

in Claim 1 and Z is a halogen.

24. Process for synthesizing the compounds of formula (I) according to Claim 1, by

reacting compounds of formula (XIII)

20
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R4-0 xia) 20 x R (VI) WO 2009/ 144395 PCT/ FR2009/ 000303
92 in which R2, R31 R4 and X are as defined in Caim
1, with a conmpound of formula (VI) in which R1 and R
are as defined in daim1 and Hal is a hal ogen. 25.

synt hesi zi ng the conpounds of fo
aCC@Pﬁrgor 9/14805 Wé@ﬁdﬂbmonsm

|ngto Caim1, by 5 reacting conpounds
formula (XIV) NH2 O R3 R2Z N®#Hal RI GP-Ox (XIV) R
(VI) in which R2, R3, R4 and X are as defined in Caim
1 and GP is a hydroxyl-function- protecting group,
W th aneath®In83,0R4 bl Xnateaas (defiediin Ouindhwith aabgipdind o formula

AR B LbER g RaraBlnd o e i Be0° 2895 Rt or mech at

conpounds Nom@m CI \ \ NI G \ NG OL B\ p/ I [/ 15
(M11-1) HO(IX-l) HO (1 X-2) N \ \ N~C \ \ N-%CI

,2:0 HSNO,_Qé( p@esg for synt esmmzzg)thcho%/omggé o%%ormula](l) acconl\l Ing to Cl.’:’flm 1, by

reacting compounds of formula (XIV)

/iNHz o

Rz N Hal
R1

GP—Q x (XIV) R VD)

in which R2, R3, R4 and X are as defined in Claim 1 and GP is a hydroxyl-function-
protecting group, with a compound of formula (VI) in which R1 and R are as defined in

Claim 1 and Hal is a halogen, and then deprotecting the product obtained.

26, Intermediate compounds

=N =N
o S o )

i
0

(VIli-1) o (1) "o (1%-2)

N
AN N o é ci
X N\/>" c X N\/>_ x NJ—
: o/ o/
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Ni~O (Xl 4) (XIlI 1-1) (XI 11-2) 25 Si i. NH i. NH2
O/ NHOF2 NNFN (XIV-1) F (XIV-2) (XIV-3) WO
2009/ 144395 PCT/ FR2009/ 000303 93 27. Synthesis
process according to any one of Clains 21 to 25,
WP 2009/14h39S conpounds of general fornmul ae (\fdT/FR2009/000303
(rxy, (X1), (Xrirr) and (XIV) ﬁre t he conpounds of
general formulae (M11-1), (IX-2), (XI-1),
(X -2), (XI -3), (XI-4), (X | 1-1), (XI11-2), (XIV-1),
(XIV-2), ag (XIV-3) .

nthesis process according to any one of Claims 21 to 25, wherein the
compounds of general formulae (VIII), (IX), (XI), (XIII) and (XIV) are the compounds of
general formulae (VII-1), (IX-1), (IX-2), (XI-1), (XI-2), (XI-3), (XI4), (XIII-1), (XIII-2),

(XIV-1), (XIV-2) and (XIV-3).




