1 PCOLYSUBBSTI 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 pol ysubstituted 2-heteroaryl-6-phenylimdazo[1l,2- 5
al pyridine derivatives, to the preparation thereof and to the therapeutic
use thereof in the treatnent or preventlion of diseases involving Nun-1

nucl ear receptors, also known as NR4A2, NOT, TINUR, RNR-1 and HZF3.

As nodul ati ng agents of NOT receptors, it can be cited, for exanple,
2-aryl- 6- pheR@ﬂYSHHﬁé‘iHF’ﬂEQDEWTIIHE&@HéfHETW§( L[26-BEBN B IMIDAZO8ZD| 1, 2- a] py

ridinederivativ BARA ivatives
whi ch are respe@??\i}gj@%glr%lg ose n@%{%g/%%&%ﬁgﬁgggl{% and FR 2
903 107. The subject of the present invention is also the conpounds of
formila (1)  RendiPrdsdhe Wieiln +ARL ¢

heterocyclic gr O}Gé;%r : elentg}mplggs%bi3 %Pg'%%hlds 92?18%%%?%92%}{%1“??33?\[112
substit teél PWKM? éﬁrﬁeatefﬁs rforiee greppgionrthegeod wpd te ﬂ@s@ﬁ‘apquwemﬁhﬁe@ftmythﬁ)f one
anot her, gr ol L I |,

Al o( .G o cf‘ﬁ‘é’ié')%%&%i??’%ﬁ? S o el A PG

205( 0)(C| £3) & S’(@ﬁ%& C10-al kyl ), hydroxyl, cyano, nitro,
hydroxy(Cr C 0) ﬁg %%hﬁﬁ\ﬁl NoT fechrdd licosh %Q@lted( gl‘ exa%boi ko - C
O)alltyl eneoxY Cg]\l SO2NRa NRc COR

0CQ( Gi - Gi oyl 2@@6@@70%%%@%‘3%@11 (rerlazeﬂlé’) Wmenedenwwecy@mi c

het eroggyl 1rﬂﬁazﬁ[‘r'])2|-a:]pyﬁhﬁe-méﬁl@@;ééﬁﬁdec dB8t8YRarMHichOTardl ¥hpehBEHY d@Bbicanal Iy 25
substituted wt nore substituents chosen froma hal ogen, and a

(Cl- C10) al MEAVOSBPEY ER 28031 %1 RIFR 2083 W70) al koxy, hal o( G - Gi 0) al koxy,
NRaRb, hydr oxyl Th@ﬁ@cct'&fﬂaéﬁwseﬁtﬁﬁ%u&lﬁs AL ompbehhiabd tedrulagnoup, and Rl is
linked to the im dazo[1, 2-c] pyridine by aromatic carbon; X represents
fromlto 4 substltuents whi ch may be i to or dlfferent from one
anot her, 30 chosen from hydrogelg\;s @ hal o en,| (©-F310) al | cyl,
(CI-Oo)aIkoxy, NRaRb, nitro, cyang, ossi ble for the

(C1-C10)al kyl group to be optionaldy s’ﬁltut ed with one or nore groups
chosen from a hal ogen, (Cl-CLG¥ar®oxy;*( Cl- C10) hal oalikoxy, NRaRb or
hydroxyl; .2 R represents, at position 3, 5 7 or 8 of the

i m dazo[l ?”Yal]ﬁyrl dine, fromlto 4 substituents, which may be identical to
or difi#r eRf represmsone anot her, chosen from a hydr ogen, a hal ogen,

Sa hydr ogen atom & I GFRERS) dF PEGTORHE AP o FORATFYIE (He PR HOBG 0Pt h an’ R
gL oup; ?n aryl hglrouppptmpztllgcsnhshiugedsuhs)he buh«eéamts lar gﬂgs@hos&?ﬁrﬂr@umﬂituents
chosen from a hal ogen, an Ci-Cio) a

(Cl1- C10) al koxy, hal ol'c?Gi % Iﬁ%ﬁ?%ﬁﬁ’%%ghaf/o rso?(ry%r?ul’ﬁi I{a.%"&erb:z%’églé)ﬁlgylgr oup;
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carbonaased 11 19, COR R OBl 50PN L B LB ERSIL

group; 15an aryl groGp)alkylshé,onER4Rb( @mﬁbs)alikﬂmeed (W (ﬁlh)atkmef(@FClbinikﬂeneoxy,
substituents chosen an d , h o) al kyl ,
(Cl -d o) al koxy, hal o%’%% )g“’lb%%@b gg%ﬂi%bdr o%}%d@rﬁdt ro%e@g‘l‘%’
(Cl-C10)al kyl (C0)-, CONFaRhpalkRc Cd?&cC(QQIQKf) NRé‘FRySOmO( Cpry 0 Glokelcylene,

() OFe Or 2r Y1 S Bl ) 00 L) 00l SLBSE L abth ) o or
hal o( CR3Cl o) al kyl, ( &ibstdhte] a‘hﬂhow Orhalbt@( @Ibsf@eei)?a‘ihhmyfronNRaF&bOgelinymdoa(yl
nitro or cyano groupgl_ (':?)m)q }%l?o(t‘e@ lm(c1 d:m gRENdsnid, 3(:1 Jlko?{;%ﬁrﬁﬁ:t her a

hydr ogen atomor a ( al I'cy ['ene o group; or
Ra and Rb form togeleeerYiAM%nﬁﬁe@ﬁ@%@&j@@aﬁm)ﬁ@rﬂr@w el lsis titkedfo tha
azetidine, 25 pyrroli;di,p8,>- ﬂbﬁgﬁb%%or%gpdr%, mor phol i ne,

t hi onor phol i ne, piperazine O "honopi perazine grou this group being

opt i onal | y Xsapetent fewd i Howinees, "(cht‘a")f@ﬂ)flh?y‘lieml@} il or@lrffesanyig‘(r@pne@:r@tﬁm i cyl ene
group; 3¢ aieRebrh BREGRE, rhthaldga'g?@le@l%@mﬁl ¥, ) ARGy A0RIRME hitro acyg%d{tggﬁg' atom
or a (Cl-Cl0)ali cyI a& ylene or ary F glrou Rc and Rd

t oget her f Besiblg frcthe @5’}%‘) ot @iﬁép erbétﬁrbtwnﬂéf Sl“b%‘?“@e’ﬂ sonaor(rexe em;sa:h%yn

aryl (Cl - G a)alalogRecoic, Hidxy, g€ Q0 DhalodikdRg, mm%@hﬁdeﬁ@t her forma

(C2-05) al kyl ene group; represents a hal ogen atom "or a (Cl-d o)al koxy,
hal o( Cl - Cm) al koxy, hydroxyl, cyano, NRaRb, C(0)NRaRb, NRcCORd, OC(0)NRaRb,
OCQ(C -Cio)al kyl, NRcCOORe, 3 SONRaRb, NRcSO Re, aryl (C-Cr n) al kyl ene or
aryl group, the aryl being optionally substituted with one or nore
substituents chosen froma hal ogen, and a (Cl-Ci o)al kyl,

(C1-C10) al koxy, hal o(Gi -Ci o)al koxy, NRaRb, hydroxyl, nitro, cyano or

OCQ(Cl -Cio)al kyl group; 5in the formof a base or of an addition salt with




10are part of the invention. The conpounds of fornmula (I) may exi st
in the formof bases or of addition salts with acids. Such addition salts
are part of the invention. These salts can be prepared with
pharmaceutically acceptable acids, but the salts of other acids that are
useful for VWQRMPY443Ppr purifying or isolating the conpauyriso09/060aul a (1)
are l1l5al so part of the invention. The Cé)rrpounds of formula (1) may al so
exist in the formof hydrates or of solvates, i.e. in the form of

associ at i ons or of conbinations with one or nore water nolecules or with a

sol vent . ch h at es nd s Lvates are rt. of the invention. 20In
t he cont ext oPre%/eﬁ([? HPogHN 3 n\?é’ﬁ gﬂ’f“ ‘m‘dg?fz??él? Ryridige, frone) tgt eptitugngs,

i ntended t evhivhattiy b2 igHn O toCh Hdr&t ROmRRE WeRRer XchaRd HonlAkJRRR-ALMReer, t he
term"a hal gsn)&g(iy g‘i @ intended to nean: a quorlne a chlorine, a

brom ne or GRCPBHYhEaloEECdalkd (i-CendpllPHy | group” is i ntended to mean: a
linear, brapeher, @ﬁre&éﬁ?idd%enaﬁﬁlxB%Iﬁedanéilhbthat' C group optionally
substituted with a |inear branc or cyc saturated al kyl group. By way
of exanples, neAt¥&peTRdEPtbe made of nethyl, ethyl, propyl, isopropyl,

butyl, |sobutyl cer { Fbup. 6 cycl opentyl,

' cyclohexyl nmet F'n(/llc 'tg)a%yr%fu %%%%%P%JWF%%%&}%L@ groups; 30- the term
‘an al kyl ene gr 8upty! g@up,mp@nn@d spbstimethwith odé vainerst subdtkyehtsghougp frothe t erm

| k k | di th
aﬁEy? g?)c()ﬁpglrgugaé}o meﬁbé@gl&lr%ﬁ{e?béman% 1%’& kgis’lf %81%%0)? Q’fyntgnded

to mean: an al kWaBdeQmsﬂbmtrobutyenbgmum one or nore hal ogen atons, which

2obor 1A soRpely KB gBrbEBY iy BRSPS BBk Soubmet e

groups; th@ltzieingfrbrasrtanoaibkmxymgr oup"” is intended to nean: an -0-al kyl

radi cal . &e{al neséntge al kyl group is as defined above and substituted with
one or noré*halo gen atons, which may be identical or different. By way of
exanpl es, nenti @hydmgenlae}made of OCF3, 50CHF2 or OCCl3 groups; the term"a

t hi oal kyI group n: an S-al kyl, radi cal wherein the al kyl
group i s as deff‘ﬁ%ac%?glﬁfglegmui’tﬁ@lofqég'rﬁ“bﬁlﬁnﬁjrwan& f&#[YP i s intended to nean: a

nmonocytdic or thC¥I§‘/1 EouBropHBlAlg sg‘tﬁsﬂﬂi@edcﬁﬁﬁ @h@bﬁﬂoﬁersﬁﬁgtlﬁleﬁt@ hQeREQEE, By way
nmention may b henyl ‘and napht hyl

of exanpl es of
gr ou);;srrp t?le teg#geﬁgﬁ?gtggﬁbgr%lkybr}@%cl @alkﬁ}( é%cfélel)alké"}h'ééﬁ(cﬂ adkeowyclic or
bi cyclic ar omat NRa®s,0UpdrsQAL emt?d ngyafiwortt:ﬁcm&ll%@(c@t)oﬁéomﬁﬁﬂ) udipgdgom 1 to

4 het er oat ons chosen fromN

exanpl es of’ heteroatfyl
groups, mention %W%@@%@r Croypfwb| @ﬁc@ﬁcﬁ@ﬁe ar hﬁl‘blpﬁl@nb th yarplz bting
i mdazole, tri ag}ﬂioﬁaﬂyt @Bﬁﬁ@r@& &ith Q%@ &P Sre éugﬁ?f@e%&l dhose g)%gd 279k geni %%dsa

t hi azol e, isothiazole hi adi azol e, pyridine, pyrimdine, pyr
pyrida?i ne, tri Q%I%éalkl’lhl ehelCnCoptionhe , (Gi-Grosfllan, haldiCeBoflkosy, NReRbpyrr ol e,
t hi enopyrrol e, ,@ R%Ur%aﬁ‘m rol oi soxazol e, firoisoxazole,
t hi enoi soxazol e, xazol oi soxazote, pyrrol ooxazol e, furooxazole,
t hi enooxazB# @pd Bi@azprb@nts mdepaidentlyofame | 2ookerz @l ydropstr atommodrsotyi@etkea,
. furoi sot hi sot:hi azol e, isothi azol oi soxazol e,
i sot hi azol %ggazoio)tamyﬁggbmr%tgﬁouop&ol oi sot hi azol e, pyrrol othiazole,
f ur ot hi azobreRa tdnil Riofdrinazedether tolthathe Iniveogaz alen vibivhagatoihs@x az AkQidine,

t hi az i sot hi azo t hi.azol ot hi azol e, rrol opyrazol e, furopyrazole,
t hi enoipsgr azol eP’By &gﬁolpd?%@%zoﬁpl [5%‘8’6 SazBromonhgling, o PFEERAI A7 ol e,
pyr azol ot hi azoh®nopipefaaibe looqus! &Zs%r@up Bédﬁ eptnBlyd a%eifed bl @ 4849
t hi enoi m dazol e, Oratry(il(azm soxazol e, 1 m dazooxazol e, im dazoi sot hi azol e,
1

i m dazot hi azol &Y Ci-Cro)alkylene group;

25i i dazopys agoke. rbmééatzwgbéﬁaé%eofmﬁera%tﬂaxa@g amol atBI'Tﬂ 09%@1 @39

t hi enooxadi azol e, 8yr azol ooxadi azol e, i m dazoodxa 011 ur ot d’az I e,

t hi enot hi adi az8VECpyrlelysenerzeilgrsbe, i m dazot hi adi azol e, pyr azol ot hi adi azol e
t hi eqgpt r ;32018 R JRYJFH 0 azol e, oxazolotriazole,

i soxazol otri azél l e, %Fg}zofﬂota?‘?zaéz?lgl&l{egg’%{ fazol otriazol e, pyrazolotriazole,

i m dazotri &Q@P@Semsrﬁc{@lél,m)almanﬂﬁllé?m)ﬂ@jdemzdrmﬂgmope i ndazol e, indoli zine,

benzof uran, n benz hene
benzo[c]t hIrOR aglﬁg é af(%ﬁ%?ﬁgﬁ @’éaq#yﬁ‘? ﬁ%'syrl di ne, pyrazol opyr| di ne,

tri azo: OpyRf chptc'iae‘;rtseh mgér?aym di g lﬁCpQr{)}aﬂ&o@ﬁlxﬂaﬁld@Cd{:ﬁﬁlﬁoﬁy 2RRYE icPadi ne,
pyr azol opy. [ in rrol opyrazine,imdazopyrazine,

pyr azol op g?‘%e&@%gl% p@ﬁ@@e ]3]591?1? déﬁoﬁ@ ?MEH%EOBVICFYJ@QBEW 5
pyrazol opyri dazi ne, tri azol opyri da2| ne pyrrolotriazine, i m dazotri azi ne,
pyrazol.otriazine, furopyridine, furopyrim dine, furopyrazine, furopyridazine,

furotriazi ne, oxazol opyridi ne, oxazol opyri m di ne, oxazol opyrazi ne,
oxazol opyri dazi ne, isoxazol opyridine, isoxazol opyrim dine,



oxazol opyri dazi ne, i soxazol opyri di ne, i soxazol opyri m di ne, i soxazol opyr azi ne,
i soxazol opyri dazi ne, benzoxazol e, benzi soxazol e, benzoxadi azol e,

t hi enopyri di ne,

t hi enopyri m di ne, t hi enopyr azi ne, t hi enopyri dazi ne, t hi azol opyri di ne,

t hi azol opy W@n28D9#&443R% azol opyr azi ne, t hi azol opyri dazi nePCIERA08200UR0Fr i di ne,
i sot hi azol opyri m di ne, isothiazolopyra;ﬁne, i sot hi azol opyri dazi ne,
benzot hi azol e, 5 benzoi sot hi azol e, quinoline, isoquinoline, cinnoline,

pht hal azi ne, qui noxal i ne, quinazoline, naphthyridine, pyridopyrimdine,

pyri dopyr azi ri i dazj ne rimdopyrimdine, pyrimdopyrazine,
pyri mi dppyépg&g%fﬂﬁ%,N%%é?’n%@?ﬁgloﬁéfﬂeﬁﬁr%z %5&??*?=d§?i ‘%&1 bemg op I‘m&‘.HY .
pyri dazi nopystithesei WEh o8@r Glord REbstiiuB@S Bbsch RS abhafosed | A4 UPS  AGKNY 1N
sat ur at ed or partial I(ed( saturated form_ for exa%I e di hydr obenzof Ur an,

; Vel

10t et r ahy dreatfHorilkg; (Girhyakeselallaronalkery, gl pEeRR; nifRecYasp B an
aromati ¢ cadene,.ci,puydkefsded to mean: a carbon which is included in an '
aromatic ring; the térmsul phur and nitrogen atons may be in the oxidized
state (N oxl@e forsypf p hesriodef angadiliho sref) withi# 38ifong t he compounds of formul a
(I') which are subjects of the invention, a first group of conpounds is
constituted of the conpounds for which: Rl represents an isoxazolyl,
pyridinyl, thiaZotgbmpaeinel fampbla Bemep [comBiist @xodryhgre iaggodgttical carbon
1,2,3,4-te y i Lavl . .benzofuranyl i_hydro zof ur.anyl ,

ai byt obend SEEy Sh MR Bl exiqt R R Y g Lo GRSt These

pyri m di nykpanbemzmstahd diaeteebisorben zaatl hilsophihyds, thévesfz innfudiag ehoghmic mvdazgl yl ,
benzi soxazol yl .. i.soqui nolinyl or pyrazolyl group; it being possible for

t hese géouﬁgx?ﬁoggeéﬁFggﬁally substituted with one or nbre atoms or groups
chosen, i ndependeatdyponhdsostefommad (1 mayfekBmithit dgenof Hatsk-dorlof haditiey kalts 0X 0,
NRaRb, d o)al koxy,. aryl,.and CONRaRb;. 25Ra and Rb represent, independently
of one ano%‘ﬂtgta?ég Sﬁ%dgﬁlé’ﬂ salis 3 15T A HecRVPigY al | cyl group: the ot her

subst i t uenTheshahingcad &ei pagAred Swigbghbemaceutical AGEBGaB1E @cigs) HROWS d8lt0df Jtmk mul a
(1) which ar, ubj ect f the invention, a second group of_ 30 compounds is
Const i t ut eASIGY BEHE 16HH O AUAES oRNF GREE %180?%% SAPROMRAS pifeseaollyre
pyridLmyI,akbh@l@hﬂémvaﬁbmolinyl, benzo[ 1, 3] di oxol yl, indolyl,

1, 2,3, 4-tetrahydroqui nol i nyl, benzofuryl, dihydrobenzofuryl, o

di hydr obenZB%&Brpnds qf fprpila (Thingingiso exstrip Sheoiom of Wydaissi ik yolvatpsy i Brif di nyl |
benzot hi az@leyform ReB%BLIRIAPBEBY bomieRBhiNE8ZAL ¥ motd'@AZ0MYIecullenZiapxazol vl

, i1 soquinolinyl or pyrazolyl group; WO 2009/ 144395PCT/ FR2009/ 000303 7 it
bei ng posspHY@L{eh FW@%@ a@% siyrdestape e repraf dieanyeptigubstituted with one or
nore atonms or groups chosen, independently of one another, from hal ogen,
met hyl , oxo, NRaRb, nethoxy, ethoxy, phenyl, isopentyl and CONHC(CH3) 3;

Ra and?®Rb feipe eensert of thapreprahigeentioy: of one anot her, a hydrogen atom or a

met hyl group; 5the other substituents being defined as above. Anong the
conpounds of theitsmml ‘a (C-Covinbuph ia ftenderb feemean: efgroupecompising ibetweema xtandtd gr oup
of conpounds s, canstituted of the compounds for which: X represents 1 or 2
hydr ogen or hal ogen atons; 10the other substituents being defined as above.
Anong t he eonpetmas‘adhlofor arerhais(ihendedite imear: e Huvhhe atchlodhe t higomineasntanon, a
fourth group .of. compounds is constituted of the conpounds for which: X
represents 118gm§ hydr ogen or fluorine atons; 15the other substituents

bei ng defi nedbhaserabay alkyAgong’ i ieetdane witds: Dfinch bidatiRd (dr ey, 6dtudiee

subj ects of the, invention, % fiLth %{oug of conpounds is_constituted of the
conpounds f or2l{RAREEHEOUP optiopallyypied ®ith g insersirenelef & cyslic, pagpatesl gkvlt he

i m dazo[ 1, 2- capi. iBi s, of dxiinsle0 BR A B B mBdel B iidin/E il dedy1 A5y, t he
ot her substituents being defined as above. Anong the conpounds of gornula
(1) which ar ulbj sebuylof teriHutylny eyplapspyla SFiRbWHYlgr sxglenshtyb orgyelahetsli s

constituted ofg p?ﬂ§ 16 s .epresents, at position 3, 5, 7
or 8 of the in?hgggf%gggé pf?%%&ﬁgggﬁﬂﬁ% og % atomor a nethyl group; the
ot her 8Qbsti tthetens “peilipderd gfdupet istsndeb dwvmean: a divaléppikyl grhep;conpounds  of
formula (1) which ar jects of 1 i nvention, event h, gr.o

30conpounds ;,Ygé geérr?stalgfi%%j)g,dgrg Pyt ém%ngrgr%%ou%l g F%rovﬁﬁ?'zﬁa:dmgl. ‘ﬁh%%%%s%l ,
represent, i ngtegendeddfinyd dovgne anot her, a hydrogen atomor a

(Cl-C10)allcy roup; ot her,.substituents being defined a bove. WO
000/ 1413950087 30 G0 bOBHGES " K BRA S TEoh 0 AIRIETOP POV AN LT Y el ch ar o
subj ects of thereihalgst dt€ik, waithehGilehdatiod pr Oiff-CAHRO WAL SF banpRshbdtthed of
t he conmpounds for which: R2 and R3 represent, independently of one another,
a hydrogen atomor a.methyl group; the other substituents being defined as

above. 5 Anong the conpounds of formula (1) which are subjects of the
invention, a ninth group of conpounds is constituted of the conpounds for



15R4 represents a hydrogen atom or a group chosen fromnethyl, butyl and
nmet hoxyet hyl groups; the other substituents being defined as above. :
Anong the conpounds of formula (1) which are subjects of the invention, an
el eventh group 20of conpounds is constituted of the conpounds for which:
R30R2 t he gWOLHORA4439S at position 2, 3 or 4 of the ph@GI/FREOOI0bHBIS it
the substituents being as defined above Anong the conpounds of
formula (1) which are subjects of the invention, a twelfth group of
25conmpounds is constituted of the conpounds for which: Rl represents an

i soxazol yl t uin benzo[ 1, 3] di oxol yl, indolyl,
1,2, 3, 4- tetraﬁﬁ?&g Eé?%ogldyﬁﬁgcﬁé%fﬁ?gﬁi U hydr obenzof ur anyl ,

di hydr obenzoxgeakyh a ﬁblbaﬂcoxyté%l@n)i& intghdied @ egn: 3mbloMih1dhaydl wiYdid Bedi Nyl ,
benzot hi azol yI benzat hi %phen benzi m dazol yl, indazolyl, benzi soxazol yI

i soqui nol i nyl ]3?’1 PSS 8 JAings 6‘%?6’3 anghfubstiated it 083 Pinere hafpaenpseres, gtheships to
be optional | ymayistifdntitdr Wirkdhe® NSy Yay T2 82BN el or 5

i ndependently of one anot Fler rgﬁyhgroggnmgﬁ Cl- Ce:103 QIF-,%HP D%E%??%I%Rb,

(G C10) al koxy Oy pr @R sm\EINaRb Ra and Rb represent, |ndependently of one
anot her, a Ny giQgen-ahamor oy Gl il

000 Tua3esmty RET RN erfy gr oup; b Jrlg%lrnesent L] ragiealwhereip She gk,

hal ogen at onmsgrore sepreedelpveat position 3, 5, 7 or 8 of the

i mdazo[ 1, 2-a] pyridine, a hydrogen atomor a (Cl -C] 0)allcyl group; 5R2
and R3 repr‘esﬁlﬁttemﬂl r@é@p@ﬂ@@nf isyntolﬁdedm@rramntahmnocsa:hhyxdbmgém aginoitic @roud
(C1-C10)allcy n or a 1- ClO) IkyI
group opt i ona{xfy S gr{)rlnl%ﬁ gpgt&?%rga’ﬁ“% I8}“rg;(")au Tes %‘gﬁr}?‘%‘ gn may’b

(G d o)l koxymgdmfmhermmndntaﬂehsﬂgrqmpmf a base or of an addition salt with an

aci d. Armngt f_fornu which are su f t he
i nventi on, eeﬁ%leheg argu%ougf 1%@%%5%5’5@? Eé??gf?ytcﬁ‘lf glﬁc?ﬁéorﬁaé‘ﬁ‘pounds
for which: grouIRdonmaapng&ﬁn 590 af atome)iadtodiyg frop) rto dibettoaton Boseh Stbm N,

oot oyt SOMRSEEAIN R Pitesl R R bin et avghen b of ok o bt

E) hi enyl, pyr Ir Oﬁ.ﬂnZthﬁ}pb}r{eypiyrﬁhomyimmaéblemr]ﬂtclﬂy, ltgtiaenz, Q;txiiﬂloaez chbﬁlzol'@ edk%@;’faﬂili@ IO henyl ,
enzi m azo yl . inda enzi soxazql y qui nol i nyl or pyrazoly

gr oup; gl %‘gji g E%tg’sa%/‘ﬁ etgllaglfuo? E‘F’o%gmg‘ae DRYTEE BYFilarpe.sHiBERs t ut ed

wi th one or nmteaomto@hmze Olfurgﬁ_@ciﬂp&hl@ﬁtﬂ’ﬁ@ﬂ,, mr&%@&ndﬁ]@ﬁdpxnelfe 9%% ch@r from
i sopenty 3 and

hal ogen, QXO0, l'\‘ilR?\éT et hox 20 henyl

met hoxy; Ra O&EBSOF‘%ZS Atsoxaplge e @H’H@ e:ofs%arff%loﬁﬂ?é??ﬁér PY@IW¥%en atom
or a nethyl gfuedeRazo¥, rﬁ&h@&@ﬁﬁlé %x%lo%o?%gfeo%@zaéoxﬁdi@rg?%l Hﬁzohﬁ
represents, a p05|t| on 3, 5, or 8 of the imdaz y

i ne,
" hydrogen at omUtisofizeteny | t@?@ﬂiwhl%hz anigptiRazolqigsi Wdy of
one angpher, @otﬁﬁé%&&ﬁlﬂaﬁteorﬂyﬁroloﬁld‘i%fehyf{lmﬂﬁé}ug o oelﬁar qpﬁ&; 018AY L 0gen

atom or a group chosen from neth oxy et h roups; 'in the
form of a bas@iagploigexagmie, a*h@iﬂqlﬁléﬁﬁhlsml% tmdhotalﬁzc’éﬁzlpdml@@ﬁm&ﬂg fmlopyramhq;ounds

of formula (I re s he| afourte
conmpounds is %B%y?%a?ed wkzﬁfe&%é%&nds ¥r %tl‘%kﬁ&il he R1 PYét 02’???%0
i soxazol yl, psprizdlothjszolet hyramhdpyfazolq,upymﬂmm;dazol@dnmu@ﬁa@]ej|t10m:|1mjdazdlmdol yl,

1,2,3,4-tetra In I|nyI enzo ranyl ih zofur

di hydrobenzoxzlfaﬁz{&jalzg}%kJ 4Pyl PRPERIEZC p’)yrrof:r‘é‘!fi °1§3%B | di A< %’9‘??% +di nyl ,
benzot Bf azol yimidhenzobhi opheﬂiylhzmmﬁiﬁ)zohenm rpyel-aﬁekaalazolb ndazﬁirc\/dxadlazole
benzi soxazol

\ i SO olin azol yl up; i.t being possible “for
t hese groups th’g’ %Oé‘a‘giﬁo onal %/Vazé’[?b’g%qﬁzﬂkeed vxhg’t‘ Zefrradiggolenyr efugtbiadiage, gr oups
chosen, i ndepardenibyzcdf, ORerab@labRLole,f I AR ReE o1 C )Qagg X0,
NRaRb, (Cr d g) al koxl¥ I@%and CC]\IF?ae Rb; 5Ra and Rbéep?esen?ﬁhlg&%mlé)
i ndependent | yROtEREE %nd%yﬁ’él"maédﬁydﬁégf@ﬁzoaft onv¥geolefrigzole, O isdxakdietyirzaly, oup; X
represents 1 @fazd S; ion 3,
s L LS P
group; J40R2 ditezirdlagdpr exdaple, iindbpeandomdofurat on@narfmmmerb,emﬂhmﬂkmgen at om

or a (Cl-C10) tsah rogen_atom

(Cl1-Cl0) al | cyk%hhﬁ%luhﬁ%g ionaﬁly{rgl%ﬁ%?% ut ed™ V(VIQ% %“?m gr%’ﬁaﬁ?%ﬂ‘fm@’é&pr esents
a (C -C o)al tkl@zcdopgnqua R%Mop:bﬁﬂime gr q:t;rprolaéyxﬁﬁeina,g atimpasdpytitidigs, 3 or 4
of the phenyl which @n in the formof a gase .or of _an addition salt
with an aci d.PRTORG THE Eonpélﬁar?a?pmmlfjif’rehul FYEPPPRAIEh ar BUEIIBPEEERS of t he
i nvention, a frdzbleeyredingr OupiadlopeaRRYNdSpyrElgeAsdzdeut €dinfdazbiigideampounds
for whi ch: .20Rl represents an isoxazolyl, pyridinyl, thiazolyl, quinolinyl,
benzo[ 1, 3] clioxolyl, indolyl, 1,2,3,4-tetrahydroquinolinyl, benzofuryl

di hydr obenzof uryl, dihydrobenzoxazolyl, furyl, thienyl,

pyrrol o[ 2, 3-b] pyridinyl, pyrimdinyl, benzothiazolyl, benzothiophenyl,



259r oups chosen, independently of one another, from hal ogen, nethyl, oxo,
NRaRb, et hoxy, phenyl, isopentyl, CONHC(CH3)3 and net hoxy; Ra and Rb
represent, independently of one another, a hydrogen atom or a nethyl group;
X represents, 1 or 2 hydrogen or fluorine atons; R represents, at

posi tion 3,®920$9f6?43§¥0f the imdazo[ 1, 2-a] pyri di ne, aPﬁf)lgFWﬁfoﬁQ@m or a
30 methyl group; R2 and R3 represent, iadependently of one another, a
hydrogen atom or a methyl group; R4 represents a hydrogen atom or a group
chosen from net hyl, butyl and nethoxyethyl groups; 11 R30R2 the group -
R4- 0bei ng in BASINdnd2ine3 OF -phenyl i ars itz in the form
of a base or %18 é)n pglgdi ;tnie’on Sgﬁz&é\? t gzaugebaci da.y%iogn%&%ong %Hﬁféazgtg%%nds of
formula (1) weiregelamiaginsubj fepgridife, t hfwepyviandinegn, fidoryrazinee ntilrogyritdfingof
conmpounds is .t u f the co unds. .for whi.ch: Rl represents an

i soxazol yl, pf}‘?@g‘?ﬁ&ﬁ ?”?agﬁﬁﬁ%%“ﬁ% ?x%loﬁgflfuﬁi}]ﬁ ORI rAins 81‘%9(18PXTI%FZIP%doI yl,
é., ﬁ, g, 4-t et rahyJChlrzoilcmiri:cdbiei Irly:iox?]:.b&m?]fﬁidlﬁrany|is|;oxﬁh?.m§§ﬂt‘)a]@ﬂﬂe,n_213_ﬁkhrzlalﬁy§ﬁdazine,_

i hydr obenzoxazaql yry!, thienyl, rrol o[ 2,3-b]pyridinyl group, it

bei ng pgssi bl %"338%"1‘?%@@%@66‘3&&3‘3% o b BEAORER PI9€“§W§PFC3W SeieRgPyRdidhe or
more at ons  or thiphopypimidiba’s SienopyiRRE NEIRRPy ML ne0 MReARA Ok N eiazoldpoiaiRal ogen,
(G -do)al kylt,h_ 0X0, NRaRb and. aryl; X represents a hydrogen, R represents a
hydrogen or a3 Edky | Glegiopymagineandthiegolopyidagiaht | isotkiezolonyeding.y of
one anot her , RotidlqgeRi@hQbothinzolopRhrhEPHOSARISp RN RSN AL, 2
(Cl-do)al kyl E)%%c?u_p, this group being optionally 15substituted W th an Rf
group; Ra and"RECHHaM%s e Rezoispliarinde he1Zpthindiagele. arbentoaiazols, hygiineljen at om
or a (@3- C o) @bdusbling’ QUholif¥, "BRLESHEA! S qfindxGitacCl Yhilak: yridife the
formof a base C%)r of an ag?l)cii ti_o%&{saai t '_’vvi S[lh an aeéi_g}?d %&ﬁg gﬁ&%@nﬁn&é&f he
conpounds of Ye5eHitze( | yridepimidine Putijapyresingf pytidopiyridasine aryrideteatingn may

in particular i el NE WM 436, CO vridazine o e
{342- (5- et hy %@%@Ziel%%g%%‘c] W?‘%—”%@fﬂ bheny ey hahal
[ 3[ 2- (pyri di neyAaziopyRdagiag.gytidezinedyydatidé.n- 6- yl ] phenyl ] met hanol and t he

hydr ochl or i_degt heg et : Sy o il .
6- (3-tertbut oxynet hyF]f)t e ﬁkﬂl)c -gio-u](-’ pi?r‘?té? dﬁ(} éo- 13]/1?[3111 %bggczlbc[gf?uf-cg tSVF‘qufoﬁrég
hydr ochfori deto(19:ayms comprising from 1 to 4 heteroatoms chosen from N, O and S, one ring of

(3 (2 (qu nol HCSyT PrRE dedur e M Pt e SR kT REE Rt st e

hydr ochl ori deth¢ h'@gegémpﬂsir% at most only 2 heteroatoms.. By way of examples of bicyclic
(o2 (13 bensgd! Quoton ) ' B 98281 be? GhRUEGAL Sod kBRI begniane! and
[ 3-12- (pyri di easiyiGhymingdaz bpikzpRazAkpY I bedkdhibziyd, | phempliorBt, hanehzoanskiide

hydr och) ori de,.t her eof.: : s o . .

{342-] ?JEIH- i na%‘i’i‘%’-l’y/?%lf’?ﬁ dazBPTIRmT PR di nEeRPPY iRy | | ARiprEROPYHidiee. t he
hydr ochl or i deoxbfigsgtilline, thiazinopyridine, dioxinopyridine, thioxinopyridine,

646- ( 3- hydr ox .rreﬁ hyl.phenyl )i m dazo[ 1, 2-al pyri di n-2-y1] -3, 4-di hydr o- 1Hqui nol
i n-2-one and e q@é I!OP?‘%"IPH?@F@@W?’ pyranopyrimidine, ~ thiopyranopyrimidine,

2-2 ( 2[ br om- ﬁé&aﬂhwﬁa@ﬁﬁﬁzoﬂ‘h%ﬁﬂpﬁfﬁ&ihé,G‘ Rl frimbRsY MRLbMLRIERYRI dazo[ 1
y - py I I .. . . . -

6- [ 6- ( 3- hydr di%VWB{PWFIﬁhenyI etolprBEne.2 - cdpystontazite, y 1] H8épybengoraEs| - 2- one
and t hes hydr aghliRsj.Hei.t her egf:. - : I : o .
[2-(2-furan-3-yl iggyg%é%’[ 1, 2?% gi/orp?(rélmﬁ?’& yl )dlﬁ lenﬁwrﬁ%ef hanoﬁhloﬁ?a?%%ﬂﬁl%ri de
(1:1); {342-discolnppndezizie3- dkdthidiopyretaziod, ar pyrandpytidarine,d athifpiraReomiigyinedli n- 6-

yl ] phenyl | net Co .. s .. S - .
1342- (5- chl or(% ?‘Le"}’{f’iaizi/“éa‘i thiaginopyridaging, doxipopvgidadng | RERoAVFfENSaiioleand t he
hydr ochl or i desdifietepof benzimidazole, indazole, indolizine, benzofuran, isobenzofuran,

342- (6-di met.hyl am nopyri di n- 3-ypi.m dazo[ 1, 2- a] pyr.i di n- 6-yl ] phenyl | net hanol
gn d té\ e hy dr Ob@ﬁ%oglp?pg]éﬁ)% her egqn,zo[zﬁhlophel-le,- [ pyrrollo%))/mdme, ¥m111£zopyr¥dme, _
{3-12- $AH i ndgdazdropiditiedaz opdirdoplibingi NiGarbhphgomk MeihaRpANd he
hydr ochl ori de t hereof; o ) ) o
{342- (6- ani ndPFPIBYAZR yei niidezeyIazineg] py PYEFRCRSTaZITEphenpy Tdietyhidenite, and t he
hydr ochl ori degtdaessaliazine, lopyridazine, . furopyridine, furopyrimidi '

1342- (1H i ndol- 3- yﬁﬁn%zanaezopﬁ%zgf) %ﬁmp;??%i n-‘D -yf/ll linf)’henrﬂ))fnrf'él{i lﬁg’ngfr BEE The

hydr ochl ori ddusopEi ne, oxazolopyridine, oxazolopyrimidine, oxazolopyrazine,
{342- (2- am nqRySi i -V pi m 2-a] pyri.di n-6-yl ] phenyl | t hanol and

t he hydrochl or -dé‘q"rvﬂ%’lr%‘e‘%’f : SR pyridind) 3550"94010?9“%1‘;”?@ oxazdlopytasine, _
{342-(1H pyrrol o[ 2, 3-b] pyridi n-5-yl)imdazo[ 1, 2-a] pyri di n-6-yliphenyl | met ha
nol = WD 2009/ 144395PCT/ FR2009/ 000303 13 and t he hydrochl ori de thereof;
{342- ( 3- phenyl i soxazol - 5-yei m dazo[ 1, 2- cdpyri di n- 6-yl ] phenyl } net hanol ;

[ 3. [ 2- (benzof ur an- 2- ypi mi dazo[ 1, 2- a] pyri di n- 6- yl ] phenyl | met hanol ;




2- (benzof uran-2-y1)-6-[ 3-(2- met hoxyet hoxynet hyl ) phenyl ] i m dazo[ 1, 2- a] pyri di
ne; 6-[3-(2-nmethoxyet hoxynet hyl ) phenyl ]-2-(thien-2-ypi mdazo[ 1, 2-abyridi ne
and t he oxal ate thereof;

[ 3-(2-thie;3-ylim o[ 1, 2- a] pyri di n-6-yl ) phenyl | met hanol

[ 3- (3- net hﬁéiﬁb%ﬁi%-w i mi dazo[ 1, 2-a] pyri di n- 6-yI ) phBRY{HRAIOHAMSL3
hydrochl oride (1:1); 6

{342- (1H i ndol- 3-y1l)-3-nethylimdazo[ 1, 2- abyri di n- 6-yl ] phenyl | met hanol and
the hydrochl ori de thereof;

{342- ( 1H- i ndokoszofbpyhiti A7 Obchedaddiny bh xSl 1 PRSHMbLIRL hangl aag.d he
hydrochl ori de thereof; ‘ ) ’

{342- ( 2- et hox¥syeuyamediee 5- y| Jhisnopezaicl, 2- ajhiypepuidazise, y| | pHémylopmmitifeanol and

the hydrochl o] - ; : . : N o .
1252 qui nol | ReASPRREES o higolpysEing: |\ SHISBTIEINY e WP ORRE The
hydr ochl ori deisqthie:!:cé(.zpﬁq-imiding, .isothiazolopyra.zine, .isot.hiazolopyridazine, benzothiazole,
fhaz s on oranuloiid VBLbARY Oldu i FheY " Llidind VikRRERY T o RSARRS! 2N
[ 3- (2- benzot hivimesling; yhdphihgiediof, 1, Friadnyyimidiie)- Gyy@phanyt, mytaaneldang t he
hydrochl ori de_thetreof;. . . . - N . .
[ 3- ( 2- benzo[ HPFATEERERTEy | | PAIHAPSTAFNS. oI BTPHPHIGZIE) o HEFGINPRERHREn0l  and
the 14 hydr qgtdzinopytlatingr ®eidizinopyridazine, one of the rings of these bicyclic groups
[3-(2-benzo[Rh]thio hen-5-y|inidazo[l,2-a&pyridin-6-y henyl I met hanol and
t he hydrochl ingea n{) ﬁétp@{ﬁd; or Vpamally saturated ' form, for example dlhydrobenzoﬁlran,
3- (2- bemzo[ b]tthino@beundimy) dikjadibeRlotazdteak Byzbabsi§- y! ) phenyl | met hanol and
t he hydrochlgﬁlde t her eof ; o o )
{242- (1H i hdd1e &5 TR ATFREe FarbonsiF fendad i Beg: jaeehep | Whitk i drrdided el an he
hydrochloridqﬂ&ﬂgkgﬁgi : _
{342- (2, 3-di hydrobenzof uran-5-yflim dazo[ 1, 2-a] pyri di n-6-yl | phenyl} net hanol
and the hydr agbleah isgighirR8d 8@been at be in the oxidized st ~oxide, sulphoxid
(242 (1H | ndol. Bopry s 50 Biobe atoms may be in the otidized staic (N oxide, sylphoxide, | o
hydr ochl or i detiPigiceof ; , |
[ 3- (2-penzof uran-5-ylimdazo[ 1, 2-al pyri di n-6-yl) phenyl | net hanol ;
{3-[2-(3-chl orot hi en-2-ypi nm dazo[ 1, 2-a] pyri di n- 6-yl | phenyl } met hanol ;
{2-f|uoro-é&@n%Qmﬁ@ﬁmymﬁS@ﬁézﬁmhiDyﬁvﬁiﬁazdpQ$QO%¢pyp®mkmrﬁﬁmygﬁpheﬁylI
methanol ; odinpokdihds fohbtiche8m: 8 Thelar ke &1 Pyri din-6-yl ] phenyl

pr opan- 2- ol ;
243- ( 3- met Ry Teppeseiis en-ioxydalyli gaidifyl,, Riaadlply mhigblind- kel hahydxblyi, oipdaiyl2- ol ;

2- 13- ( 2-t hi gn-3-yh i [ 1, 2-¢cdpyri dj n-.6-yl ) phenyl | prgpan-2- ol ;
243-(2-pyr?%9ﬁgﬁ¥§#gﬁl g@%%&,£§%%§§¥g%iﬁl &§%§%H§%?$%pgﬁﬁﬁﬁﬁﬁ@%ﬁ?dYL

2- { 34224 5- Biylor thichyle npy2eold 3,8 dilpyadmpl] , Ryravhipipwl, dbenz6ihigkdlyih ek dipmopipagt 2- ol ;
. 243- (2-benzofinan-2-ylim dazo[.l, 2-a].pyri di n- -yl ) phenyl | propan- 2- ol

243- ( 2-t hi W%@W@%‘h‘%ﬁlﬁ?‘fﬁ%‘?%ﬂ% %%WBB%@%?%‘F@%@E&%BQ- ol ;

2- [ 3- ( 2- behdefgmasitle Yokithesd azompf o Be elidyuallydiubstiutrd i Y o} RlofPABmE P! ;
2-13-(2-benzothiazoL-%-yIfnida70[1,2-a] yrijdin-6- Cphenil]pro an- 2-ol ;
243- ( 2- ben¥' S| PATEN ePQQ%?P‘i‘Wfd%&E 6?%@%—‘?2%%%‘%&%» )b rdPati2- ol ;
2- {342- ( leppiikdyd obiheoanrh@gzol - 2- ypi mi dazo[ 1, 2-c] pyri di n-6- yl ] phenyl
propan-2-ol; 15 2- {3 -[2-(2, 3-di hydrobenzofuran-5 -yl)im dazo[

1, 2- a] pyri Bt S Rp| FpReay |indepepdspibinofaneggnother, a hydrogen atom or a (Cy-Cig)alkyl
2-[3-(2-fu§% 5:2-yl i mdazo[ 1, 2-c] pyri di n-6-yl) phenyl ] propan- 2-ol ;
2-[3-(2-benzofuran-5-ylimdazo[ 1, 2-a] pyridi n-6-yl)phenyl ] propan-2-ol;
243- ( 2- benthe piiet twbstityehisPeingidafintd 20 pllov@- a] pyri di n- 6-yl ) phenyl i propan- 2-ol ;
243- (2-t hiazol -2-yl i m dazo[ 1, 2- cdpyri di n- 6- yOphenyl ] pr opan- 2-ol ;
{2-fluoro-642-(1H i ndazol - 3-ypi mi dazo[ 1, 2- cdpyri di n- 6-yl | phenyl } net hanol
and t he hydmoohihe codpountestefofmula (T) which are subjects of the invention, a second group of
Eh23ﬁ§3réz%#%%§2 h %@%ﬁ%%?gﬁ%g‘%@%ﬁ?é%g&ghﬂ 6 yl]phenyl}propan 2-ol and
{2, 6-di f | UR Gepdchent{ hitHiioraazn] paiduld,i aga?0 ldindtidl, Pyenkati D@, Phesyl |

met hanol ang t he hydrochl orjde thereof; )

2-f | uor o- 62PZ-Piafroguineling. deerariuryh - dhydohsneafeyy | diprierhpnaonezohn iyl

2- 11 uor o- Bidngt, PY hidb18r23- MRz o[l rids r i Gl Dstlis ph 3 ol ;

2-f1 uor o- 6- ( grt e ?ﬂr’nﬁda%[ 1,%51;51’]“%%/_’?%/m n- 6-t%é.@é’lr11’>el’ny| %Emz&c{tﬁg%ﬁégg,

2- ( 2- benz RSP lyh indazalylhepgiporazolyd} pppauinnlinybarpyiaz@yk drempe ophenyl | net hanol ;
2- (2-benzo[ b] t hi ophen-2-ylim dazo[ 1, 2-abyri di n-6-y1)-6-fl uorophenyl ] net han
| ; {242-(2, 3-di hydrobenzof uran-5-ypi m dazo[ 1, 2- cdpyri di n- 6-y11- 6-
| uor ophenyl } et hanol ;
2- (2- benzof uran-5-ylimdazo[ 1, 2-a] pyri di n-6-y1)-6-fluorophenyl ] met hanol ;



[2,6-difluoro-3-(2-thien-2-ylimdazo[1, 2-a]pyridin-6-yephenyl ] net hanol ;

[ 3- (2- benzof uran- 3-yli m dazo[ 1, 2-c] pyri di n-6-y1) -2, 6-di fl uor ophenyl ] net hano
l;

[3 (2- benzothlazol ¥I|n1dazo[1 2-cdpyridin-6-y1)-2, 6-di fl uorophenyl ] net ha
nol : WO 2009/14439 : PCT/FR2009/0006303

[ 2,6-difluoro-3-(2-thiazol-2-ylimdazo[ 4, 2-a] pyridin-6-yfl phenyl ] nethanol ;
6- ( 3- met hoxynet hyl phenyl) - 2- (1- net hyl- 1H i ndol- 6- ypi m dazo[ 1, 2- cdpyri di ne
and the hydrochl ori de thereof;

2- (JHi ndol t ho t.hyl p ni..d ridine and the
hygrochlorfagmt%é?g%%gﬁpgmgzé¥%§ig% ﬁf¥ Ié%ﬁzégk %bw}Qﬁfhgé&Omsor
1, 2- al pyri direup8 cidspip heleydnddmiyaane rotdier, froﬁrQha‘légemrxﬂeﬂ@i (0o MERARL] mtHoky,

enyl-2-ylim,dazaol 1 a i nyl ] met hanol ;
(212-(5- chfgpg d@ﬁéﬁ£§¥$ ?ﬁpﬁgggﬁgﬁ?-abyrldln 6-y1]-6- fluorophenyl}

[Tet ?angl Ra and Rb represent, independently of]' one an%i‘_her a hydro)gen at]?xln ora metrlllyl | ] h ¥
2-(2 nzof ur an- 2- azo 2-alpyridin-6-yl)-6 uor opheny net ano
[2-(2-b nzégeu?tg‘?f %b%}lplie?f? %@%@%Hﬁd%ﬂ%ﬁq di n- 6-y1) - 6-f | uor ophenyl ] net hanol ;
{2-fluoro-612-(1-nethyl -1H benz m d2701- 2-yDi m dazo[ 1, 2- cdpyri di n- 6-

yl i phenyl | pethanpol; [2-fluoro-6-(2-furan-2-ylimdazo[1l, 2-a]pyr
di n-6-yl) ph@ﬂ?ﬂg] th%fq%qapds of formula (I} which are subjects of the invention, a third group of

[ 3- (2-benza) &M@ﬁwansanﬂédlm&%& durds £ Rl di n-6-y1) -2, 6-
dlfluorophen ] met hanol ; {2, 6-di Tl uoro-3-[2-0-nethyl - /F#benz

m dazol - eRfegEo] o 22 AT0ggn 9dieleg®r atgmy; pheny| } met hanol

{342- (2103 qhmg&@aﬁ%gﬁtmaﬁg&ﬂé&as%wo[1 2-abyridin-6-yl] -2, 6-

di f 1 uor ophenyl | net hanol ;

[ 2, 6- d|fluoro 3-(2- furan 2-ylimdazo[ 1, 2- cdpyri di n-6-yl ) phenyl ] met hanol ;

}_72 a] pyr i aaQﬁ %?]{1/6% Oén‘% ¥ Fgé‘%?%gh év h are §u[_l?£acts of the invention, a fourth group of
[ 3-(2- benz@P@P@hﬂ%ﬁVQNEwyﬁnﬁﬂd&zmpmmﬂsﬁ*pymhdln 6-y1) -2, 6-

di f1 uoroph
2-(111-indol - E g%%mﬂ%%i?gm€mlTﬁ%§?n ypdxynethyl]phenyllIraldazo[ 1, 2-
a] pyr i db ne;the other substituents being defined as above.

2-13-(2-benzo[cf|isoxazol-3-y|inidazo[l 2-a] pyridin-6-yl)phenyl ] propan-2-ol

[2-(2- benZG‘{lﬂﬂnlngB(@cmﬁoulﬂis)plfIerﬂQZ@)[\i&ma& aﬂemiﬂlijb(dt of the Yibpntonf 4 teR @RAGNY! ] Mt ha

nol; 2- H-|nd01 Zo dpyri di n- 6- yIIphenyI}propan 2-0
2. {342- (“9911%%. 1&"3’/‘51?1‘? f%ﬂi’&{% ’f"rﬁ’ﬁﬁgﬁ yl ] phenyl } pr opan-2- ol :

2-13-[ 2- (Zmpﬁ@enyspw padition 3; Y7 b1 8@t @felinddaadRLdishicaide; ¥ h}]/d?@&BYaltom or a

pr opan: @ éh9$ﬁ 2 (4-methyl thien-3-yl)imdazo| _

1, 2-a] B rlégh Y gH¥hyl propan-2-ol;  2-

{3.12-(1- wmefmﬂermshﬂa@}@slbéﬁxgmﬁmd%%g&vel 2-abyridi n-6-yl ] phenyl propan-2-ol;
2-[3-(2-quinolin-5-ylimdazo[ 1,2-a]pyridin-6- yI)phenyI]propan 2-o0l;
2-[3-(2-isoquinolin-5- yllnldazo[l 2-c] pyridin-6-yl)phenyl | propan- 2- oI; 2-
{342-(2, 6- %Jﬂk%&@%@ﬂk Qfﬁ) Wthh are subjecés c(f élixe invention, a sixth group of

dazo[ 1, 2- a] pyridi n-6-yl ] phenyl pan- -
{241-(3- rretcﬁtypmfigﬂiymmm@ﬁroﬁﬂv@|compgzmdsfwd’hzb[1 -a] pyri di n- 6-

yl } phenyl) pr
D45 (220 PI%EE??S A pasition 3, §. T or.8 of the jmidagoll Dsalpvridine, & bydrages afgm or a
{2-fl uoro- @xﬁ@lgihalndol 5- yelnldazo[l 2 a]pyrldln 6-yl | phenyl | et hanol ;
ﬁét L;gglro (a_le o%he(r SubrSrt\ie,EElh degnera S | m dazo[ 1, 2- abyri di n-6- yl] phenyl}
{2- quoro 642-(3-f|uoropyr|d|n-4-y|)|n1dazo[1 2-cdpyr|d|n-6-yl]phenyl}
met hano
{2- 1 uor o- 6738 e compeHpAs ¢ farmua (owhielars spbicos ofReriptmtions 2 gvephargpplof
net haned ; compounds is constituted of the com ounds for which:
[ 2-fl uoro- 6- (2- %¥I|n1d|n 5-ylim dazo[ 1, 2-a] pyri di n-6-yl ) phenyl i met hanol ;
12-f 1 uor o- 8220¢ FeLEREw1L Andppandprdlazef ong, otk vr ivdrages aipid pher(Gl-Crazihanol -
{2-fl uoro- gﬁ%p(lH-lndol 6-yl )i mdazo[ 1, 2-abyri di n-6-yl ] phenyl } nethanol ;
18 {2-fludro-642-(2-methoxypy din-3-yflin dazo[1, 2-a] pyri di n-6- yIIphenyI
met hanol ; the other substituents being defined as above.
{2- f1 uor o- 642- (4-met hyl t hi en-3-yl)im dazo[ 1, 2- a]pyrldln 6- yIIphenyI 3
met hanol ; {2-fluoro-6[2-( 1 -nethyl-1Hindol-5-ypi mdazo[ 1, 2-a]pyridin-6-
_ yIiphenyI nmet hanol ; [2-fluoro-6-(2-quinolin-5-ylimdl
zo[ 1, 2-a] pyri di n-6-yfl phenyl ] met hanol ; * -
[ 2-fl uoro-6-(2-isoquinolin-5- yllnldazo[l 2- al pyri di n- 6- yOphenyl ] net hanol ;
(242-(2,6-difluoropyridin-4-yflimdazo[1, 2-a] pyridin-6-yll-6- quorophenyII



{3 42-(2,6-difluoropyridin-4-yflimdazo[1, 2-a]pyridin-6-yl]-2,6- d

fl uorophenyf!l nethanol; 19 (2,6-difluoro-3-

{241- (3-net hyl butyl) - 1H pyrazol -4-yl ]i m dazo[ 1, 2-c] pyri di n- 6-

yl | phenyOret hanol ;

N-t ert - but yWOSUW134395di £ | uor o- 3- hydr oxynet hyl phenypi niP@IZBR2009/08%39%r i di n- 2

- ylinicotinam de. I n accordancegwi th the invention, the conmpounds
of general fornmula (1) can be prepared according to the process descri bed
in schene 1. The conpounds of the invention can be prepared

according t C 1 th ) QY. reans. of a.coupling reaction,

catal ysed bfgmgngrqrg%mp gélg 3 Ogéa%gﬁl(gﬁﬁ%em%%%% At tﬁﬁ‘ B‘f%"g’a?fc?lﬁg‘f‘hi drperiof
gener al f oravmpeur(dys,constitusddli of fheRomponidd fardigief i ned as above and Y
represents hal,ogen at om or .a boron derivative, and a derjvative of

gener al forlﬁﬁngkf %P’I'E’)ge,m’i]l eﬁ@dﬁﬁ{;&ﬁ OR@ANOHST, a Hydragra aleryera THRERYl gEWPAS above
and Z repr eresth& sabsieRRb&hg ddfed@rabyai i ve if Y represents a hal ogen atom
or a halogen if Y represents a boron derivative, so as to obtain the
conpounds of general forrmula (1), for exanple according to the nethod

described byméhe thiIirhdohfds df Porbialav(a) \ﬁﬂi:ﬁ%re%ﬁﬁj@ct;&qﬂebin%rﬁi@l‘,oi n?lgtii%é%u r20 ing to |

Al ternatively, the conpounds of the iInvention can be prepare

schene 1 (FAFRGEENS Bronitigdphshespmpounds fsirwhishr eact i on, catal ysed by a netal
such as pal i - Qb M Wl 0, b, forul a
(150w o BB R fos. O RGP AR LBy X REIE! By sBRT0 e
of general ®Phula (X), in which Rl is 5 defined as above and Wrepresents
a borongor s Lyabi to obtain the compounds of general fornmula
(1), £y eﬁé%r%%‘g%}égé‘d%%@%ﬁ“& met hod described by S. Buchwal d in

J.A C. S. 20e50ther3pbste88s betmrdmfidéday aboveschene 1 (pathway C), the derivatives
of general fornmula (XlI), in which R R2; R3 and X are defined as above and
PG represents a hydroxyl-function-protecting group, 10 as described, for
exanpl e, byrffongGheempodai of fiRmotagE)twhieh Heaulpects of th Gagition,Jywhthesip of (W | ey

I nterscien . be j.ect.ed to a.coupling reaction, catal ysed by a

net al such%gl)élpcﬁ)ug]??lg ?ﬁﬁ]{%?é\id\f?h’eﬁoﬁg?qn\‘}%%lr%éwgf general formula (X), in which
R is défi Redemsscatyavigydagen Wioke pr @SsenipSchdsdofr@f nithyl,i bindahd vidtHo¥gsthy80 as to
obtain the corrp_ounds of general formula (XI1), for exanple according to the
met hod des&1B&d by S. Buchwald in J.A C.S. 2005, 127 4685. 15 Finally,

t he conpounigsotiodr saierienas by deihal {s%¥bd)e. can be subj ected to a deprotection
reaction, as described, for exanple, by T. Greene in "Protective Goups in
Organic Synthesis" (Wley Interscience), or by any other nmethod known to
‘those ski | laggbnigthd dagpaiidds oSRASa [P wakh atehubRs SORPRNARS, Of: ege%&ﬁflg% upOrmul a
(. Alhern tively, the conmpounds of the invention can be prepar é)

accor dffg € C%@Pou%@H%?Pé‘Stimg%%tHWHB)l“W%‘@Pi%nsati on between an

am nopyridine of gegpral formula (XI11), in which R2, R3, R4 and X are
defined as above, R4#mot being a hydrogen atom and a hal oket one of general
formul a (Ve geup (RT chisRt pasitioR2, hped efdh¢ phedyladhidsene jt; so as to obtain the
conmpounds BRES : or which Ris at position 3 with respect
tothe im g{aezsgpyrieggisﬁélgéﬁegaggb%%men R4 represents a hydrogen atom the
conpounds of general fornmula (XII1) can be converted according to schene 1

(pat hway E),_i | Lves of neral for.nyl Xl . in i.ch R2, R3 and
X are ot naith dedEbIRl UiBeile 8RR SR U T Rlint cr g dreeior ng
group, 2as desprinied corfstiuted xamp kenpdiyidsTior @hkene in "Protective G oups in
Organic Synthesis” (Wley Interscience), or by any, nethod known to those
skilled i n?ﬁ HEPTEiepts ’“‘?hlé‘”%@lﬂcBHﬁﬁ@ﬁdg‘IQ&f’lygéﬁ@O&Pﬂ# brogelildldiotoly. mdelvhe
condensed w2i3yu-atrhaliegehons, ofb-SORREBA, fdﬂwawb@nz()%sz)nyl,i Gihviﬁ[jog&z&a%&gli R are

defined as abovg}s so as to_ obtain the conpounds of general formula (X 1),
for which B Htengospyrobn23-alpidingks peénidingl.  henzpthiagelylo phenzethiophengll

nucl eus. Fbadhhiazolyl8n&LSPOMAIRQECIHERE for can be subjected
to a deé)rot_ ect | o%zor?@arclzti on, as %es%ﬂfﬁe@ofl%gl @g‘ﬁ%ﬂ(‘ﬁy@ T. Geene in
"Proted?i v¥ emgupessiblp farhesiscousy  be optithalliibeytuted wathso ence)e atomsly any

Compounds. o1 Eenar ApePRERLP e Sk KB Aaten, RARASPnTRAE 85 (e

i nt er redi atesliofxytdrg aodFPORARE; of general fornula (1) can be prepared
accordin rocesses.described in schenme 2 | V) RI pat hway d(VII1
To5chens 218 S RRIBEEES B b ERERE RE oo iR nyyigeen atien Borgbuhet

general fornula (IV) can be obtai ned by condensati on between an
am nopyri di ne of general formula (H), in-which Ris defined as above and Y
represents a hal ogen atomor a boron derivative, and a hal oketone of
general formula (I11), in which RL is defined as above, for exanple




In schenmes 1 and 2, the starting conpounds and the reactants, when the

nmet hod for preparing themis not described, are commercially available or
described in the literature, or else can be prepared according to mnethods
whi ch are dﬁ%%@ﬁqd%erei n or which are known 5to those skilled in the
art. ccording to another of its aspects, a subj d&T/BR2QGEMNM3ent i on
is also the conmpounds of fornulae (VIIlsl), (DC-1), (DC2), (XI-1), (XI-2),
(X1-3), (X1-4), (X1E-1), (XI11-2), (XIV-1), (XIV-2) and (XIV-3). These
conpounds are useful as synthesis internediates of the conmpounds of fornula
(r)y. 10 grogp;conpound of formula (VII1-1) can be prepared, for exanple,
according to the process described in Exanple No. 3. In a first stage, a
condensat i of "gEFHCHR 1 60t hydsesen gt halogen atgmsiveen an ani nopyri di ne substit ut ed
with a bor Lyat 4 S . . '

355- (4, 4, 50%@32%’3'?%&%# 3?30%1%,%27 & e SRR PEBYR A AR AR dnd

et hyl 2- br oév&odaliad @roup24 | n a second stage, the conpound is subjected to a

cyclizatdi ong a h i.nati tion in the presence of a chlaorinating
agent s&chrgzsg%hg%%ﬁ%g)érs %]g’ fox‘%}’cehi%oﬁ 8e,°“%1P%§Eeng\P§ ogﬁ?eat%n%oauﬂg"%“z}% L1).
The conpourgtogf, fornula (1X-1) can be prepared by neans of a coupling

6 br oo 2- R S B B ReS STyt A H R STh BB PRy PR AR oni o

acid, as descup;bed in Exanple No. 2. The conmpound of formula (I X-2)
can be pre ed b ns Oof a coupling reaction, catalysed by a netal, such
as pal | adi um™“Bef gﬁét'ﬁ@a@@ﬁ%%rﬂwg of formula (Mt1-1) and

2- ( 3- brionmoph erybipstac: d-ofbn adsidAQBE wWithedadin Exanpl e No. 7 10The conpound
of formula (Xl-1) can be prepared through the action of tert-

butyl chl or odi met hyl sil ane on the conpound of formula (1X-1), in the

presence ofAmopaBecdinolind of FefntdRZDlvhidFle §ujclis SO SVentAC i Beenth eroup

t et r ahydr of Lflr an, as described in anpl e No. 4. The corrpo&”ﬁ of

fornul a (XI%89ymperRdys constityted of ths yompads Bf whickoupl i ng reaction, catal ysed

by a netal R SusRsas BalsbagbMN pyReheenaloRi baa n Yhaib I is

15but yl di metlhglfsfl ane égnd ,trge pggrrp%ﬁnda of?y ’f%rﬁrrgai?gl’ %%’/1%2?3?‘1,3?915%%}3} cljl]éigg}’i bed in

Exanpl é°No.l-B34-tetrahydroqpyelisgnhenpairnds ditydrpbenzofuxl- dihyémbenbexapelglpaat) by

means of a (gieMpl | 4L 0Ragat al - a h L1 adi um

bet ween (2- br@%ﬁp- & |‘f§’gr’obfeﬁr%?y | glky) 20 td%lt’ yl glgl%gthhaf@ggl oS ionfcnyt

conmpound ofteranifaradyl( iazplyl penzisexatelyt isoyeidolinyl &parmpblel dioup; 13. The conpound

of formul a;{gds - e - f upl.i ng reaction

20cat al ysed by e siery OF HRITRALA s B RARRY Siosub hln O SRR o or

(3- br ono- 2 gBeugk haser, divisnendbwky)f-dne rbethdry fryth dialvgtr yilestiyl, are, MR4RH, Rehoggmpound

of forpryla l; - i-hed .in Exanpl e No. 14. The conpound of
2V eyl REoRRR G

formula (Xl ep A%s of a coupl i ng reaction, catalysed

by a met al RasmdRbaspresedt] iad&paﬁenbﬁebﬁmmelﬁmﬁhdﬁlﬂrgﬁrc%craﬁbﬂﬁ@pyﬁieﬁ?@o@d a

bor oni c aci>glr deriy ti ‘531’ for e@ngllle 3- (hydr oxynet hyl ) phenyl bor oni ¢ aci d,
as descri béd epﬁsel‘:p)fglrr%l YRRER ¢ Huotine atomsppe " ormound of formula (X 11-2) can
b_eI Ior Spar ed{b&pren@mat PhsitRnGOBPY o g of CRLtnki@iZo 104]AH USRI 2 BYdrBed¥Bidh or §UCH as
pal | adi um t yveen

5- (4, 4, 5, 5-1%Pr &8 hy1- 1, 3, 2- di oxabor ol an2- yppyri di n- 2-yl ani ne and

2- ( 3- bnemE@AYR) RFRRAN irdiefinde ' ' mgf onpound of
formul a (_XF&\E/- 1) %:a% be pre%gar eﬁ&toﬁ%hﬁgﬁghgdé%gn 0 Or?%ée?%y:ml%ug’ :

30but yI chi & deRTessEE A hyelrqeam atosn of lrezrewmnibosandiran matvinHugy! (@4 ntettbxydtiyl a

sol vent, f%ﬁ)uggcarrpl e tetrahydrofuran, in the presence of a base such as

i m dazol e, "as described in Exanple No. 6. The conmpound of formula

(Xl V-2) carn be fpmefabest obyf anemidgionsalawittoarpicidng reaction, catal ysed by a
metal, such as palladium between ' o _
5-(4,4,5,5-tetranmet hyl- 1, 3, 2- di oxabor ol an2- yQpyri di n-2-yl am ne and

3- ('t er 80 butAynhahi et doynpsurdy byt (Ty Whick ard-sthjédidksTTiRDIL AFBHE A ZQNRRentS 2R

descri bed iP Exa 4e No. 10 {{hg cor;g}g)unééjlit of formula (XIV-3) can be prepared
by neans of %01%1’6’5% STHPEWEL Polle commpupdyfa YigH by a netal, such as

pal I adi um RhetmeRfAts an isoxazolyl, pyridinyl, thiazolyl, quinolinyl, benzo[1,3]dioxolyl, indolyl,
5-(4,4,5,5-tetranet hyl- 1, 3, 2- di oxaborol an2-yl) pyri di n-2-yl am™ne an

2- (t ert - buth Pt IFERNGTar LRy rstaafrnys- rdiygrasriefiehz diwdrobenzogelyi, bed i n .
Exanpl e NoA@yH Thgen prﬁm I (3 - -1, ; 1-2),
(XI11-1) arfl'gy (X1 V- g) Bor e ;§)r3 g%%{nggn@}jniﬁ%\d#nﬁ, mi%l}?ogﬁa%%%e?é“géth%o%heélgﬁ(oi 1 in
the formof a base or of a salt. Table 1 gives sone physi cochem cal data of
these internedi-ates. Table 1 No. 111 NWMR (DVBO-d6, 8 ppm); MtH, M
(VI11-1) 1.35 (n, 12H); 7.4 (d, 1H); 7.5 (d, 1H); 8.1 (s, 1H); 8.85 (s,
1H); MrH = 279; M = 115- 120C. (1X-1) 4.6 (d, 2H); 5.3 (t, 1H); from 7.35




5H); 8.05 (s, 1H); 8.84 (t, 1H); M+H = 373; M = 120- 123C. (XI-2) (CDC13):
0O (s, 611); 0.85 (s, 9H); 4.5 (s, 2H); from7.15to 7.55 (m 7H); 8.15 (s,
1H); M+rH = 373. (XI-3) (CDC13): 0O (s, 611); 0.85 (s, 911); 4.5 (s, 2H);
from?7. 05to71$m 2H); from 7.25to 7.3 (m 211) 7.4 (s, 1H); 7.45 (s,
1H); 8.3 (SWORMPY 14385 = 391. (XI-4) 0.0 (s 6H) o ( BCTAR2009/000303, 2H) ;
7.15 (t, 1H); 7.4 (d, 1H); from75tolé ; 8.0 (s, 1H); 8.65 (s,
111). M+H = 409. pai n) 4.55 (d, 2H) (t, 1H) 6 05 (s 2H); 6.55
(d,1H); 7.2 (d,- from7.3 to 7.55 (n, 3H); 77(d 1H); 8.25 (s, 1H);

MrH = 201 (X111 . 6.55 (d, 1H);
from 7.3 tc()be‘?zuii‘ldf‘%ﬁlyjléﬁ?az&y% b%‘gsf’§azo'ﬂ*r§soq“?n‘;}_?né’h"r ?‘Y@f S(s, 1H). MH =
229 (Xl V1) Db ﬁc&slb]@'ﬂ})r th@seOgdrolyss, to %b‘i)o tlé}}aﬂﬁ s&b%tltu%h{)mtlﬁm@%r(rﬁ@re 31:13;{% 01'6 52
(dd, 1H); 72% H: 7.36 (t, 1 - 7. 66
(dd, 1H); &Pps lwsenwiiipendwﬂmo orpgo Wpfrmné@logensﬁf“@Q &FIWIQ%OONB@% 6¢—1) 0.8
(s, 9H): 4(7,0)4150,{3,2@,1%@@@541(3% 2H): 6.45 (d, 1H): 7.05 (t, 1H): from 7.35
to 7.45 (in 2H) (s, 1H). MH = 351 (XIV-3) O (s, 6H): 0.85 (s, 9H):
4.5 (s, 521Fp and f@sremese@mdemnéraﬂr @f ongfpnotlfer.opnbydrogent asom Pr REC(-Goe : from
7.3 to 7.454%} from7.45 to 7.5 (m 1H); 8.0 (d, 1H. MH =333 WO
2009/ 14439 /FR2009/ 000303 26 The fol |l owi ng exanpl es describe the
prepar at i oiX EPregaststlairz hydivpenerdeiogen siwner dance with the invention. These
exanpl es ap n I | € i_nyention. The nunber s
of the corrpR?)It‘j3 ggenéslxen’%ﬂsmfg’fl?dg‘r Z&e? %é%ekll#éa&%[ﬁ aéﬁmﬁd@nee Xérf’ R RIS
Sher ei naf t é€,-Calalkyhgrpd; ust rat es the chemical strucutres and the physical

] f. di to.th t . T '
Pomenc S ure BF TretcuRpAnie MY B D tRukid bR B ot o ChEht onom

sof t war e. Eﬁﬁparrpl e 1
ﬁifc(jfbtcﬁ{f)}i ey %‘é’ghe%?{ Soed G acaoigh & PI SRR it P S B
1. IN-[ 5- ( 3gtempi - But oxynet hyl phenyl ) pyri di n- 2 yl ] acetam de Under an

argon stre 1.0 romopyridin-2-yl)acetam de, 967 ng of

3-(tert-bu?{g}<?ﬁ%?rﬁ§? %P@Q&?‘B’S’r%ﬁ% acid and 269 ny of

t et r aki s(tri phenyl phfsphi ne) - 15 pal | adi um are pI aced in a round-bottoned

- flask (f n| n@% of di net. hox?‘(?et hang1 apd 15 of a 2M sol ution of
egasg h

sodi um ARE YEPHIhandT 49 HPWUW@C]i’EGaF?e‘ét ed at 90C for 15

hour s. Aftthhé?ﬁﬁinlolﬂgbas‘ef&@ofzﬁﬁﬁﬂiu@ﬂsm\%ﬁﬂkﬁﬁxcids concentrated under reduced
pressure. The residue is taken up between dichloronmethane and water, the
organi c phase is separated and dried over sodiumsulfate, and the filtrate

i s concent naicad HendBiHokRY UE BFmulR O RFHRHSHS ﬁxbjem%flﬁﬁslh&ydﬁod 3 flﬂféa&i?h Bl fied by
silica gel chr omat ography, elution being carried

di chl or omePheErHEs i RgIttEd o the eomppyedsden whichs bt a| ned i s tr| turated with

di et hybget per, r [ n f. ound is
Ot o ey’ Rk SO MRSyl g AhBRE duBRnfl Lo o GATEDN!

4.55 (s, 2MR34 teﬁmyﬁmqumglnwlﬁBer(zqﬁur}&H)irhy&mﬁen(z@prylrmlhycaowc(xmolymmrytg rom 8. 2
to 8.4 (m 42

251. 25- ( 3- teé_r%'1 Butpgé(ﬂgr%@f%éllpg%dm )p@?’r1 naf%nin yP%%Otﬁgmyl b%]%'éth‘r?ﬁhewl sodi um

hydr oxi de benzRnidhzobd, imahdyﬂobenamdxﬁolm, isofuinadihglror ay@zgylaeas; i N a

round- bot t dfla

N45- (3-ter ?t n% ri"o%?y%‘r@f ﬁVl 2‘3??&%5?1&'63? g‘aFﬁtlo}albglfulbététgt‘aguﬁ”il]‘eonelor Moo roRareEr and 1
m of ef hagmhpsams@ddﬁépetnbﬁm@to@ oagndiite, M hutbgen, seh§Blrs Mtarbhemsgf | ux of

t he sol vent foij 1 ho gﬁ&g{cool in the reaction mxture is concentrated
30under r eBE¥ ISBP% D8 QEROFS t aken up between di chl or onet hane

and water gadnd R@regfe@@ﬁhﬁde@&@éﬁly&foh@%t}%@%&%e& atSHh bPQm&ﬁﬁrwﬂﬁgneS' um
sul phate and concentrated under =~ 27 reduced pressure. The residue is

purified by 8pFEical Igap hydrosme dyeaptajomse| uti on being carried out WI th a
di chl or omerhapeidrt B%Q%UOEHBX% U 6r 8%§?hermn&?ifzo{?9rmﬁ”ﬂﬂlea£ %y@r?ée%la Ofi Or a

30 methyl group;
R, and R; represent, independently of one another, a hydrogen atom or a methy! group;
R4 represents a hydrogen atom, or a group chosen from methyl, butyl and methoxyethyl
groups; '



11-1 NMR spectrum (DVBO-d6, Sin ppm: 1.25 (s, 9H); 4.45 (s, 2H); 6.05 (s,
2H); 6.55 (d, 1H); 7.25 (d, 1H); 7.35 (t, 1H); 7.45 (d, 1H); 7.5 (s, 1H
7.7 (m 111); 8.25 (s, 1H). MrH = 5257.

1. 36-(3-tert-Butorynet hyl phenyl)-2-pyridin-3-ylimdazoll, 2-al pyri di ne

487 my of SYPFOP¥H43BHt oxymet hyl phenyl ) pyri di n- 2-yl ani RET(RZ0AD666503
according to the protocol described inIExaane 1.2) and 380 ng of

2- brono-1-pyridi n-3-ylethanone in 10 15 m of n-propanol are placed in a
round- bottomed flask. 223 ng of sodi um hydrogencar bonate are added. The
reaction m xture isgheated at 80C for 24 hours, left to cool to anbient

t enperature and concﬁﬂ{rated under reduced pressure. The residue is taken
up bet ween thvagreup &1 etteink impsitahe, 3 Iheotahgsirhe wihasSeadss: separ at ed and
dried and th@e%ilt%a e is ﬁonc ntrated under, reduced pressure. The residue
is purified by ¥MIEIGF© %b%ﬁ%ﬁﬁﬁﬂﬁ?@%ﬁV?“%lution being carried out with
a di chl oronet hane/ net hanol m xture. 128 ng of conpound are obtai ned. MtH =
358.

1. 46- ( 3- t e YR BEIHGPPREU ehframyle YD shighyars abives.of fedwator 4 sizeatthgroudi ne
hydr ochkor iofl€orfipburds i26bh3e8 oPhe compounds for which:. o

6- (3-tert-but oxynmet hyl phenyl)-2-pyridin-3-ylimdazo[1, 2-a] pyridine are
suspended i rSPrﬁ%eméfand'iSWF@Y]omgwﬁeﬁl@?]& qinodifyla benzeN: 33bdxetylo mdotyl,

hydr ochl or i@ A&t ninBERpa d r ) n .1 h
stirring, and t he ?ﬁ?%ﬁ?gﬁﬁg 2%%??%%B%t a d%gﬁﬁﬁﬁgﬁ%grg@ﬁgés?%?g7x%%urs.
The mi xt ur &1k thiskdeayraeldd-alpdidiny etwped beins possihle Torethss! goupbtaibaed i s
triturated W [ A b iltration. and oven-dried under
25 1 educed by eni s aedoptF pe LEGRELAS M frbish BbleBT A RIEY S

t enper &P ur enetherafrom hilegem ©%-Cidadipr opasddRaRrekd tyén r epr eci pi t at ed usi ng

i sopr opyl ipitate fornmed (after 3 hin a refrigerator) is
recovered E@QE%F?%gﬁwgﬁgghashed wi th pentane and then oven-dried under
reduced pr &sspregniat hdrGzenG0 2 i, -Oh)atkghgound ar e obt ai ned. Mp = 220 - 222C.

"H NWR speegt ( de, L, N 1.3 (s . 4.5 (s, 2H); 7.45 30(d,
1H): 7.55 ?E%r%%%nﬁ?%gdﬁng%% a(“@“’%‘i‘-ﬁ‘?%?%ﬁ%"%% to 8.0 (m 2H):
358, 2B Exgipl o2 L3 (2-aunol i h 3yl daze L1 2 8] par -l AT6y ) pheny! ]
: - [.3- (2- Qui nol i n-3-ylimdazo ,2-a] pyri din-6-yl)phenyl-
othan o ﬁ‘?"gﬁt&)‘%ﬁl""é‘haﬁﬁ@% (conpound 5 of the table)
2. 16- Br onpR3Hnil bd@presdnd,, iddepbndaydy 6f Bne2amdfifr, 23 hflrepe®fatom or a (Cl—CmRaIkyI
5-bronopyridin-2-ylamne in 5.8 ml of ethyl 2-bronpacetate are placed in a
round- bot t 81¥8% f1 ask and stirred at anbient tenperature for 48 h. A
precipitatefﬁ@ﬁﬁans@mﬁ(hgmmgggﬁﬁﬁgd by filtration, washed with diethyl
ether and oven-dried, under_ reduced pressure. The solid is then taken up in
50 m of eﬁﬁgﬁgp?OgﬁB%QPi@kﬁaéﬁ“@% HtrAPdFdgencar bonat e are added t hereto.
The reagtion mxture is heated at the reflux of the solvent for 5 h, cool ed
to 10 anbient tenperature, and then concentrated under reduced pressure.
The residue obt AR meSokplheRs PrRELUREMALRL R diGh AIaFBANANR AN the
organi ¢ phase is seParated, dri ed and doncent rat &d under  reduce pressure.
1.46 g of E8hporFirlagbegadepfihe fplowing edmposedssequent st ages, are obt ai ned.
MrH = 214. 152. 26-Brom o-2-chloroimd azo [1, 2-al pyridine A m xture

heated at 1050 1o TSR BT gl bRt aiBacbureintar ure ana

concentrat ed r. reduced. pr.es . The residue is taken up between water
and dichloron%?ﬂ@#gwéﬁ% aﬂ§§$%% g%%@%“@Bﬁﬁ@@hﬁngw§@ﬁ€?Wf@eadded until a
basi ¢ pH i s dixlaichiedde théreofor gani ¢ phase is then 20 separated, dried over
magnesi um sul phate and concentrated under reduced pressure. The residue is
then purified OB-sihitGIn@elIEaT 8iaR0Y )y imhaH i 9 g carried out with
a dichloronethane/netﬁgﬁglbﬁ?x€8§§®9%60 E%)of %ﬂkﬁ%ﬁ%ﬁHQ?e obt ai ned. NVR
spect r um ( DVBEEElome (v 25pm) . 7.35 (d, 1H); 7.55 (m 2H): 8.3 (s, 1H). MH
= 232. 252.313-(2-Chloroimdazo[1,2-a] pyridin-6-yl)p h enyl] nmeth an ol In
a round- bot t oriéd?{thiasi-4-v1B0idazpl bE-eBybdiorfoyiphemilordizneldazo[ 1, 2- cdpyri di ne
are placed in 25 mM of toluene and 8 mM of ethanol and the mxture is
degassed wit It Brigdavihdm-3)inidazoARtadpyridire6-gidehiehypmetofolaa tiey  of '
tetralcis(trhggﬁ | phosphine) pal | adium the m xture is stirred for 5 mn at
anbi ent tenpera Swgggﬂzg?ﬂgn 650 ng of 3-(hydroxynethyl)- 30 phenyl boronic
acid and 8 mMl of a 2M solution of sodium carbonate are added. The reaction
m xture is heated at 80C for 16 h and then cooled to anbi ent tenperature
and concentrated under reduced pressure. The residue i's taken up between
wat er and ethyl acetate and the organic phase is separated, dried over
‘magnesi um sul phate and concentrated under reduced pressure. The oi



303. 1Et hyl

[2-im no-5-(4,4,5,5-tetranet hyl -1, 3, 2-di oxaborol an-2-y1)-2Hpyridin-1- yl]
acet at e hydrobrom de 5.0 g of

5-(4,4,5,5-tetranet hyl-1, 3, 2-di oxabor ol an-2-yppyridin-2-ylamne in 7.6 ni

pf ethyl 2WPFMYEM3e are placed in a round- bot t oned PETASR2(98006305
mxture is stirred at anbient tenperatyke for 20 h. A precipitate forms,

and is recovered by filtration, washed 30 with diethyl ether and then Wi th
et hanol and oven-dried under reduced pressure. 8.78 g of conpound are

obt ai ned. 11-1 NWR spectrum (DMSO-d6, 8 in ppm: 1.3 (m 15El1); from4.1
to 4.25 (m 26].13 -[2-8,3Zbepmndic@dY-y)ifnidaz0[d,2-dipsd) din-8-yQpHetlyl } théthanoB.a3d (8¢  111) ;

9.0 (s, 1H). tH = E%

53. 22- Chl or o- %’Fﬁ R0ES Beeel 1 amet hyl - 1, 3, 2- di oxabor ol an- 2- ypi ni dazo[ 1, 2- a] py
ridine In a round-bottoned flask 8.78 g of conpound obt ai ned

according to & I’[E-]:p(p@hmﬁgl-yi}i@ﬁl@id[bE—d]pyﬂd{% lylfhenmPlnaaRsblafy @ nl of POCL3.
The reaction E?éff(%%‘;?g I%F gted at 105C for 16 h, cooled to anbi ent
tenperature a idnthreeBd under reduced pressure. The residue is taken
up between dichl oronet hane and water at 0C, and a 30% aqueous sol ution of
NHAOH 10i s adHedlZaletifndgl- %&%m&daﬁﬂlr@]mdéﬁ fratipherpigmethenehing thhase i s
separated, drihRfcRWeide tREBESI UM sul phate and concentrated under reduced
pressure. 4.3 g of compound are obtained. Mp= 115 - 120C. NMR spectrum

( Er)NBOsdg5 3(35' Ng —?@@hyd%x%ﬁetﬁ%h&@l%@ﬂaz&ﬁz SByridhd2Nipalk-Bnfde-1411) 0 8- 1 (s,
3. 3( 2- Br onpbeydlmdyneand thobydroctilortetidrsif] ane '152.0 g of

(2- bronmophenyl ) met hanol are placed in a round-bottoned flask and di ssol ved
in 100 m of ¢2{¥bioyd2gf-dihgmobetzofurgn-Giyl)id3imirdazol e are added thereto,

fol | owed by2 [t =but silane chloride, and the mxture is
left to stir algt )gy%hgﬁge%ye)npggzgﬁdi?pﬁ 9?8 hours. The reaction m xture is

t hen hydrol yse Lh o wat er nd t.he. or iC as been extracted
with ethyl acegé%,'hydgoxggﬁtgwg]f 3?9151“8%28 #ﬁgﬁg?%ﬁ“%‘maﬁﬁgf@eand 20
concentr at ed aundees hydedhioade peesSur e. The resr due obtained is purified by
silica gel chromatography, elution being carried out with a heptane/ethyl

acetate m xt W ¢2-(2fubd-Gylohid CONIOLIR oidEh-6- )@?h@yﬂﬁ%aﬂd ﬂ%&&«fﬁrﬁ@fﬁlﬁ um (CDCl 3,
8 inppm: 0 (s, 611); 0.8 (s, 9H); 4.6 (s, 211); 6.95 (m 111); 7.2 (m

1E1); from 7.38-0q5brdhio-£,8dingEbbenzMtbn=- ﬁ%ﬁndazo[l 2-a)pyridin-6-

253. 4612- Rtert But y| di net hyI si | anypoxynet hyl | pheny -2-chloroim dazo[ 1,2- a]
pyridine 2 &’5% PPagPL: ( 2- br ompbenzyl oxy) -t ert - but yl di net hyl si | ane, 500
nmg of 2-chl oro-6-

(4, 4,5, 5- t et rtabfetey Fhiproghion-grybiwidase O} aelp 2ridipOrii lobenyl} metbanf pyd theli ne and 1. 46
g of caesi umcarfRpaiangts; di ssolved in 8 m of tetrahydrofuran and 1 m of
water. The mixture is 30 degassed with argon for 10 mm 110 ny of

[1,1' -bis(dip I r |um re. added and the
mxture is hegfﬁ% at t%gh %*?Pai’% £§lﬁ§3?(lsa5 ”31’%“ m”é’ ST EmStREo gr cool i ng,
t he reacti on mdxhaln@rdcklotijadthakyised with vvater, and the organi ¢ phase, which
has been extracted with dichloronmethane, is separated, dried and '
concent r at ed U{HJEF(IHeﬁiibd}equ)ﬁﬁiémw,Ba]pﬁ’iﬁn@i-}}l]pﬁhiyﬂinﬁ&ﬁndl%ncpthéi fied by silica
gel chromat oglig]?h% g ti on 31 being carried out wth a heptane/ethyl
acetate m xt %)6‘ ‘?ﬁg‘ corrpound are obtained. 11-1 NWR spectrum (CDCl 3,
Sin ppnm: 9H); 4.5 (s 2I—6|)' from7.15 to 7.55 (in,
7H): 8.15 (s g_zr-[)z-( ogy'rgdpg?) ‘yl)imidazo[ 1,2-a]pyridin-6-y1]phenyl} methano! and the

3.56-[ 2- f(terﬁydﬁg&%hgémg;egyl si |l anyl ) oxynet hyl | phenyl ] -2-(furan-3-yD m dazo[
1, 2- b5al pyridine 3 ng of palladiumacetate, 11 ng of

2- (di cycl ohexy n of K3POX4, 110
nmg of 3-fur anb? @@gﬁgagpg y@n%lgazoﬂ @P‘gps%ﬁﬁhﬁgn}é@%@gﬂ% aced in a

react or cont diydioagondethereefr e of 240 ng of

642-[ (tertbutyl di met hyl sil anyl) oxynet hyl ] pheny1]-2-chl oroi m dazo[ 1, 2- a] pyri
dine in 2 nl «of3-Reluenepyidn-dedasided heipyatiand phael nathadslgantst ream The
reactor is closed @ng heated at 115C for 16 h. After cooling, the reaction
mxture is fllmdjé cBlefshasg celite, washed wi th dichl oronethane and then
concentrat ed under reduced pressure. The residue is purified by silica gel
chr omat ogr aphy>-ErmgHokE: ﬁ@?ﬁé@lﬁé’@ﬂaﬁﬁw ARIpyridpdhliphenyBmesiteriret hanol
m xture. 258 ng of conpound are obtained. 15111 NWMR spectrum (CDC13, g in
ppm: O (s, 6H); 0.85 (s, 9H); 4.55 (s, 2H); 6.75 (m 1H); from7.1 to 7.6
(m 8H); 7.95 (s, 1H); 8.15 (s, 1H).MH = 405. : -

3. 6[ 2-[ 2- (Fur an- 3-yDi m dazo[ 1, 2- a] pyridin-6-yl 1 phenyli nethanol :
250ngof 642-[ (tert-butyl di met hyl si |l anyl oxy) met hyl ] pheny1] - 2- (f ur an- 3-



in a round-bottoned flask, and then 1.95 g of 1H i m dazole and 3.65 g of
ten- 25 butyldinmethylsilane chloride are added and the m xture is left to
stir at anbient tenperature for 48 hours. The reaction mxture is then
hydrol ysed with 150 ml of water, and the organic phase, which has been
extract ed WWOR0PM43%cetate, is separated, dried over PEHHFR08/06MBphat e
and concentrated under reduced pressur The residual solid is purified by
silica gel chromatography, elution being carried out with a heptane/ethyl
acetate mxture. 6.1 g of 30conpound are obtained. NVR spectrum (CDCl 3, S

in . 0.10 :.0.92.(s,.9H); 4.79 (s, 2H); 7.37 (d, 1H); from 7.55
Ito ?I.Og)? (m 5i‘g‘§‘§‘?§§“&§%€§?ﬂ’%ﬁfﬁs%4 (t, 1I(—|). A/ED: 120- 1(230. mH = 373.

4.4643-1(tert- di. et hyl si.l anyl nmet hyl | pheny11- 2- (1H i ndo1-6- 33
yl)imd ago[ 1, ??g-t%{?mhal?ybfégxazol—& qg@gﬁ%%l%ﬁ}p%mdgl—ﬁ-yl phenyl}ngethanol;

643- Rtert-butyl djnmet hyl sil anyl oxy) nmet hyl ] pheny1] - 2- chl-or oi m dazo[ 1, 2-

a] pyridine i ny@'Wf(b%’lz"@ﬁmt?@ﬂﬁm%a@[b?ﬁ‘&@@d&rﬁ"ﬂﬁh@@ék@ma&ﬁd degassed under an
argon streamfor 10 min, and then 3 ng of palladiumacetate, 11 ng of

2- (di cycl ohex¥y [¥igHbzpefurps=32y])gnidazg] ket Inoidin-6-yiphdyiihnetharo]; 110 ng of

6- i ndol eboronic acid, 230 ng of K3PO4 and a few drops of ethanol are added.
The reactor i $ltlPdbavdolirig-3rd imetdzadl,2 456G dinatyibetyl lmfhansl; cool i ng, the
reaction mxture is concentrated under reduced pressure and the residue
obt ai ned is thEn2dpyridin-2olinyidazo] li telpgélin-6lyilphmylhgetagpby,, el uti on being
carried out with a heptane/ethyl acetate m xture. 180 ng of conpound are
obt ai ned. 10" HANVRrwpEetymidCoT1R3q paidin6ghplenyQmétiano§11) ; 0.85 (s, 911);
4.7 (s, 2H); 6.4 (m 111); 7.1 (m 1H); from7.2 to 7.35 (m 411); 7.4 (s,
111); 7.55 (m [3223hjen2-R)ifnsdazd[ P sa]Bridm-€-$ljphddsi JmetBndid (S, 114) 8.35 (m
111)11.5 (s, 114); MH = 454. 4.5{3-[2-(1H I ndol- 6-ypi ni dazo [1, 2-al

pyri di n-6-yl ]« plisasdftraebyroi3-2 kdimkydfoxdsbh ey fRtmn UMb lHari.de are

i ntroduced into a round-bottoned flask 15 containing 180 ng of

643-[ (tert-bus Ui[ﬁ(zﬂfﬁétﬁ%y%b@méh@byﬁe@lt]m/(&ﬂid?lhﬁﬂ%&h]ida%o'[ﬁ Ahidekafa

ypi m dazof[ 1, 2-cdp){r| dine_ in"4 nf "of tetrahydrofuran. Thé reaction nixture
is stirred at™gettdntterefperature for 48 h and is concentrated under
reduced pressure. The residue is purified by silica gel chromatography,

el ution bei ng® Bdtrthient3>glimidaral h2wlnyridiatoylinkentimedianedt hanol m xture. 117 ny
of compound are obtained. 2011-1 NVR spectrum (DVBO-d6, Sin ppm): 4.65 (d,
211); 5.3 (t,* 1x@ymethylR-thiep-29yiimjidaza(1£2-qIpyridded-yhplenB]gethandH) ; from 7.6 to
7.75 (m 611)ﬁyd§ocﬂzlo§§e(111'jl)? 8.4 (s, 1H); 8.9 (s, 111); 11.2 (s, 1H). MHH =
340. 4.6{342-(1H I ndol-6-ypi m dazol 1, 2-al pyridin-6-yll phenyl} nethanol

25hydrochl oride, 6 A 512 oLt qf -

(3-12. (1t ndol '%ﬁ%%“ﬁ‘%"é%z@[3%?‘%?@?%‘;8/%0&%’2ﬁf’]€¥r;}?lj‘“8ﬁé]ﬁ§}ff“ﬁ%}eﬁ%%| ands
suspended i n e brohmgt Hereef;and nmet hanol ; 3.2 m of a 0. 1N sol ution of
hydrochl oric acid in isopropanol are added thereto, dropw se. The reaction
mxture is thes-RahHamiol-atydinidn@el,2-rpiided-yPhRSSH hRihaddland @i dual solid is
taken up in dlla’%%c}%llg _gt'tger, ~and the precipitate is 30recovered by filtration
and oven-drie pdsef§efed pressure. Mp = 251 - 254C. ' H NVR spectrum
(DVMBO-d6, S in _ppm: 4.65 (s, 2H); 6.55 (s, 1H); 7.45 (d, 111); 7.55 (m
2H); 7.65 (d,* ﬁ#@gl‘?ﬁh?xxpa?mﬁlﬂ;fq)vm#@oElpﬁ-ammén;l-ﬁafﬂehml, mefprolgndl (s, 111);
8.25 (d, 1H);th8nyarécBiloriiblhereds:25 (s, 111); 11.6 (s, 1H). MrH = 376. Exanple
5: [ 3-[ 2- (Benzol uran-3-yl )i m dazo[ 1, 2- al pyri di n- 6-yl ] phenyl | net hanol 34
(conpound 23 pfy phe; le): . ) STy

5. 12- (Benzof urgznﬁzr?}fuilﬁf?gg-%%l%%?%zfal%dﬂ Eygﬁ)hﬁwlﬂra?ﬂﬁaéml and the In a glass tube,
250 ng of 1- (berebipudethe8efy1) - 2- br onoet hanone, 181 ng of '

5- bronopyri di n-2-yl am ne and 105 ng of sodi um hydrogencarbonate are

di ssol ved i n 48-[3(2cBopbyrdipigpanidhzo| The]pydie 6h8phépadiand heated at 80C
for 20 h. Afterd CﬁlOLi ng, 0 m of water are added and the reaction m Xxture
is stirred foP%P°NGU Hi*%nbi ent tenperature. A precipitate forns, and is

recovered by ftl tration, washed with water and then with diisopropyl ether,
and dried in altEdeseiige-{nderardbiwiytdindsdinhenylpstang ad theonpound ar e
obt ai ned. hydMehioriddherdsr3C. 1H NMR (DMBO-d6, Sin ppm): from7.31 to 7.43
(m 3H); from7.53 to 107.68 (m 211); 8.15 (m 111); 8.42 (s, 1H); 8.50

(s, 1H); 8.87, (M. hl\(gme: i - idin-6-y1)r '

5. 2[3-(2-(Benzgﬂ&r%%%%}3]§/l i %iziz%fdf?og’%la r filéliénj’-d_g]-hﬁlil%upr)rﬁtehﬁ?/?l]aﬁ%m%anoI

100 ng of 2-(benzofuran-3-yl)-6-bronoimdazo[1, 2-a]pyridine, 73 ng of

3- (hydr oxynet hyephenyl boroni ¢ acid and 11 ng of

tetraki s(tri phenyl phosphi ne) pal | adium are placed in a mcrowave tube. 2 ni

of acetonitrile, 2 mM of toluene and 1.5 m of a 2M 15 solution of sodium
carbonate are added thereto. The tube is placed in a m crowave devi ce and



6. 4[ 3-(3-Methyl-2-thien-2-ylimdazo[1, 2-al pyridin-6-yl)phenyl ] net hanol 30
310 ng of tetrabutylammoniumfluoride are introduced into a round-bottoned
flask containing 260 ng of

6[ 3-(tert-butyl di met hyl sil anyl oxymet hyfl pheny1] - 3- et hyl- 2-t hi en- 2-

yl i m dazo[ IWVO-24PpY¥4438Pne in 6 m of tetrahydrofuran. TRETVERIDDDOMINB Xt ur e
is stirred at 36 anbient tenperature fgr 48 h and is concentrated under
reduced pressure. The residue is purifi'ed by silica gel chromatography,
elution being carried out wth a dichl oronethane/ net hanol m xture. 140 ny
of conpound a e,.0 ahnﬁg. MH = 321 '

6. 5[ 3- ( 3- Met h§)¥-‘"%°- PBHEY i mi dazo[ 1, 2- al pyri di n- 6- yOphenyl ) net hanol

5hydr ochl ori de : . 140 ng .of o

[ 3-(3-net hyl - 2-[gh‘é‘%\‘-z%@l}wﬂlieﬂéz%ﬂ?e?%Izp%)PdejilmﬁﬁDWe}lblﬂiéﬁWnPh@ﬂﬁlﬁnoI are
suspended i n diGiherREBRane and nmethanol; 3.2 nml of a 0.1N solution of
hydrochl oric acid in isopropanol are added thereto, dropw se. The reaction

m xture i s thep e i U - DI e resi.dual solid is
taken up in di gt(%gf}ﬁg[ltg tggﬁﬁgnw}?ﬁg&%ﬁ%&gﬁﬂ @%ﬁgﬁeﬁg]{ﬂ&ﬁmf&d

_ &ci'pitate recovered by
filtration anlydseudipnde thertofinder reduced pressure. 150 ng of conpound are
obt ai ned. 1HNMR spectrum (DMSO-d6, g in ppm. 2.85 (s, 3H); 4.75 (s, 2H);
7.35 (m 1H); * 72-85(1 feindaidyy])imids® [ (- 1pyifin-6Alpher(yth methdnol atd 86 (m 2H); 7.9
(d, 1H); 7.95 a8 2.(d, 1H); 8.95 (s, 1H); MtH = 321; M = 279-
283C 15Exarer%9°70:h%>-r §'Eh%‘[e§f’(1H| ndol-6-yl)inidazo [1,2-al pyridin-6-yl|

P12 (5 B omooREf e e SRR s i alr Gy Erdime et o of

- 3- br onpacet opheitbankeydarchloplatesof;n a round- bottonmed fl ask and di ssolved in
544 m of diethyl ether and 272 ml of tetrahydrofuran. The 20 m xture is
cool ed to 0C wgl-[py(1HHnd 8- @hidazofNele HOAils-@fphéhyhMetiahsitzh @he Of

met hyl magnesi Fr’gfbéf)m d%@; n di butyl ether are added thereto, dropw se. The
mxture is sti¥F¥EGRCBEPEr 1 h and 400 M of a saturated aqueous sol ution
of amoni um ch|oride are added. The organi c phase is separated, dried over
magnesi um sul p a@@e%‘i’gﬂ%‘bﬁé@ﬁtqﬁ%{[b&?MB@P'@ﬁE’H%@%F@%@Ur e. 10.0 g of
conpound are obtained. 'H NMR (DVMSO-d6, 5 in p : 251.45 (s, 6H); 5.15 (s,
1H): 7.25 (t,°® 1W7(3‘Fh]@f‘(t]é}?n'iﬂ4})}ml¢@2&§57("@]PYT1¢¥}-S5'Y%P i methanq);.

7.2243-(2-Chl oroi mdazo [1,2-al pyridin-6-yl)-phenyll prop a n-2-ol 85.5 ni
of tetrahydr of (d-Berrefid2-60-Bethylisykazphd-shinddagold | 2adeytidiméa r ound- bot t oned
flask, the m 1 ssed with argon for 10 min, and 5.8 g of the
conmpound obt a?lgl%gﬁl}nﬁe%}%%geA 48 of

g
2 oLor . o (BT Sy SRS A dacol 1, 2-al prri

ne 30 obtained in g caesr’umc n

[1,1" -bis(dip h i.no) - ferrocene],di chl oropal |.adi um_are successively
hdded. The. m KEUrE O gA PRk FERSRAT G Ch P R e
tetrahydrofiir ter, cooli tQ anbi ent tenperature, the solvents are
evapor at ed offgﬂiri@ét 18?'33’?}8%@&3&é@?}?@%ﬂ@ﬁ’@ﬂ@%&%ﬂﬂ?% aken up between

wat er and et hy% a@et ate. The WD 2009/ 144395PCT/ FR2009/ 000303 37 organic
phase, washed®t i EPWifior-Hiagdesgrld-a@yddraodarengrrerafidith chl ori de, is then
dried over magnesi um sul phate and concentrated under reduced pressure. The
resi due obt ai hedHSCrlitarsthisar2py))imidprothl-glyridinbotipheybaptyn-2elut i on bei ng
carried out with a dichl oronethane/ethyl acetate m xture. The solid

obt ai ned is tt#{uZdcacbiwrn-B-yimeiare baradpyidin-Gylhherllpropenwér ed by
filtration, and then oven-dried under reduced pressure. 2.31 g of conpound
are obt ai ned *2-[3H2NMen-2BVB@ad6],2Si[pyridprg-yDdhebylgopabidhsl; 5.1 (s, 1H); 7.45
(m 1H); 7.55 (in, 2H); from7.6 to 7.7 (m 21-1); 7.8 (s, 1H); 8.05 (s,
1H); 8.85 (s, s 2E)(2-tendPurkid42Aifrddazd{ ndQlpyBiditl§-VINphedARrdphn2-08] pyri di n-6-yl ]
phenyl} prop an-2-ol 4 ng of palladiumacetate, 14 ng of

2- (di cycl ohexy} ) pROsRRIREOR)-y SimidiaTBb hgkviah.cliphtRtahgny,, 175 mg of

i ndol e- 6- boroni%: ¢alci d, 355 m§ of Kg[lgmwgﬁd a ¥)eI)W lg,r%p@ 1gf;élle’t hanol are

placed in a r8@?@%&%&1%%11%%%%[Hﬁ%}@fﬁﬁﬁ%@%@ﬁ@%ﬁ%ﬂd obtained in

stage 7.2 in 3.1 m of anhydrods tol uene degasse under an argon
‘stream The rgact pf i qQse at at ( r.. 16 hours. After
cooling, the r%g%ggnﬁﬁlﬁ%}?%n?gﬁﬁ%?efg t "ﬁggﬂg cléifnl e and then
concent r at ed yiimdierylipeahan@eblpr essure. The residue obtained is 15purified by
silica gel chromatography, elution being carried out with a heptane/ethyl
acetate m xture. 210 ng of conpound are obtained. M = 203-204C. 'H NWR
(DMSO-d6, Sin ppm): 1.55 (s, 6H); 5.1 (s, 1H); 6.45 (s, 1H); from7.4 to
7.75 (in, 8H.; 7.85 (s, 1H; 8.05 (s, 1H; 8.4 (s, 1H; 8.85 (s, IH; 11.2
(s, 1H.



39 between water and diethyl ether, the resulting product is separated by
settling out, and the organic phase is washed with water and dried over
sodi um sul phate. After evaporation of the solvent, 25 g of oil are
recovered. 11-1 NWMR (CDC13, 8 in ppm: 0.0 (s, 6H); 0.8 (s,
OH); 4.7 (3Y02b)9/144888m 6.8 to 7.05 (m 2H); 57.25 (d, BENFR2009/000303
9.35-12-(tert-Butyl di net hyl sil anyl oxymlat hyl ) - 3-fl uor ophenyl | pyri di n-2-yl am
ne 6.4 g of the conpound obtained in 9.2, 4.40 g of

5-(4,4,5,5-tetranet hyl-1, 3, 2-di oxaborol an- 2-yQpyri di n- 2- yI amne, 30 m of
a 2M sol ution of sodium carbonate and 816 mg of [1,1"-

bi s(di phenyl phashhi.na)f; I in 80 m

of N, Ndi et hyI fgrtn%a%l de%;dﬁl%%gibg%ﬂg%s ?ﬁ ng&%gﬁnidﬁg%ﬁ%%gpﬁng}z& %ﬁlgzer an argon
stream The n¥lkture is heated for 2 h at 80C. After cooling to ambient
tenperature, the solvents are evaporated off under reduced pressure and the
resi due is take@-Ghubetwiiendagelt @ralpidireé-ybheaglitratae-2anid an i nsol ubl e
material is renmoved by filtration through celite. The organi c phase 15is
separ at ed by s2{}Ribagrofurty-5whskiseb[ W rlpyadsat-vipatedipagueds sol uti on of

sodi um chl oride and dri ed over sodi um sul phate. The conpound is purified by
chr omat ogr aphy2-[3e e 1éingys-ghdidea , Dulpymiib -a)phent jfogaf-odi chl or onet hane
and nmethanol. 4.58 g of oil are obtained. 11-1 NWVR (DMSO-d6, 5 in ppm: O
(s, 611); 0. 82-[3s(2- tﬁhﬁoll&@hﬁm{a&o[lZhﬁ]pyrﬁuﬂéylﬁlﬁmenﬁ]lpﬁpan-@ A5 (d, 111); from
7.05 to 7.15 (m 2H); from7.3 to 7.4 (m 1H); from7.45 to 7.5 (m 1H);
8.0 (d, 20 1H){2-fbkd- G{ﬁ@ﬁi—mdazol% Dimidazo[1,2-a]pyridin-6-yl]phenyl} methanol and
9.42-{6-12- (tert But yI di net hyl si ?,anyl oxymatﬁ ) - 3- fFuorophenyI 't m dazo[ 1, 2-
~a] pyridin-2- @?P%%?ﬁ‘é’(‘ﬁ?ﬁlf@lo 58 rrg (0.7 mml) of sodi um bi carbonate are
wei ghed into a mcrowave tube. (0.25 mmol ) of the conpound obtai ned
in 9.3, in sol4ti-Br(l{Zindazek3 blﬂmfﬁﬁﬂé?{ A=l pygidin-Gyidphaed btopaps-al et ko, fol | owed
by 0.375 mmlhﬁyocg.}()l(l&ecﬂgrg‘gflﬂl azol - 2-y1) - 2- bronoet hanone in solution in 1 m
of propan-1 -06l. The tube 1s sealed and then stirred at 80C for 16 hours.

The reaction %J’ﬁiﬂ]

pr opanet hi ol J%’ﬁ)%l??g%% %?g}ij%?%%& i ‘ot gégé){%?%ﬁl o?") "§1pe gg'g[él'glagﬁer eto, and
the mi xture iandglicihydrodhipride tBerbofat arrbl ent tenperature and then filtered,
and the filtrate is evaporated under reduced pressure. The 30conpound is
used as it i s [Rduotole(2sthissSeliendazsll @gdpyridin-6-yl)phenylmethanol;

9. 5[ 2- (2- Benzot hi azol - 2-yli m dazo[ 1, 2-a] pyri di n-6-y1)-6-fl uorophenyli nmet han
ol The crude «J3+fpowrd(2ahtidinrddimhida| 14 -k pyddis ol peehyi]methamdl; of THF
containing 0.5 mml of tetrabutyl atrunoniumfluoride hydrate. The m xture
is stirred for24hbroad-(2ahfehenllinti@ape ad]pyrRlin-6- VW A hdKA305PCT/ FR2009/ 000303
40 and the solvent is then evaporated off under reduced pressure. The
conmpound i s pyrif-batotaiszEy-grELY [ 1aPMYyriBd-63 )W re obtained.
1H NI\/R(DI\/SOng(Bin ppn) : ﬁ4 45{ Jﬂgﬂ) 5/3 : 1II%I)M§H %25to735

(m 2H); from Z-%eﬂz@bthél( 2- - (d, 1H;
e e 14 B Thidphdl @l%dazi)g%]zy%ﬁ@ yY) @ﬂﬁd%pl’gﬁﬁle?hazg Lol o
10:[2,6-Difl yo ‘hBVgﬁc ?mgﬁzg [ al pyridin-6- yflph
enyl | et hanol {2((?%32 g%u ?ééﬂzg%rz}n@ =z %[ﬁ Tgﬂ%?%m slyl%

( 3- br ono- 2, 6-#Hiofdphenytiptedingélt met hanol 1020 g of

3-brono- 2, 6-di fl uorobenzal dehyde are di ssolved in 450 m of nethanol and
cool ed i n an «{g&2-batbfurd-APingdob| Isbdipumdib6rbbs ndrasheny Pndifyast; added t her et o,
portionwi se. The mixture is stirred at anbient tenperature for 1 hour and

the sol vent i«2ihbemzeNihienatsedingldzou dgpy iRI8§EE- MiRsHEEImclAgoll esi due is
taken up between water and dichl oronet hane. The organic phase IS separated,

dried and conqenhbated RN fIRdEEEd IV IBHRIH-Ey)IREy ashalds 1S
15crystalli zgg from n- pent ane)r 14. 6H ]E corrpggt}irll-d %pe obt ai ned. 1H NMR

iE;CtH’J(Tm( ?m][?g d%ﬂhopd)ﬁrj(ii n%ﬁ?lﬁgnenlﬂhmlﬂaz%[lg§a p?ltf&m gtrom6.85 to 7.0 (m
10. 2( 3- Br ono-y2)pBengi] fnleihéll‘r@,benzyl oxy)-tert-butyl di methylsilane 2011.15 g of

t he conpound obtained in 10.1 are dissolved in 150 m of THF, 5.1 g of

i m dazol e anc [Rieinh@r&3-(2thodn-1-girhidipwof Iy3-dippedighdiphenygmedhbmi;i de are added,
and the mxture is stirred at anbient tenperature for 24 hours.. The sol vent
i s then evaporfapetioid-3-(2-haidiesiyilmalaidf ] L akshidap-yighbnyiigianand di et hyl
ether, and the organic phase is separated by settling out, washed with

wat er and dried over sodium sul phate. The solvent is evaporated off under
25reduced pressure. 17.5 g of oil are obtained. 11-1NWVR spectrum (CDC13, 5
in ppm.0.0 (s, 6H); 0.8 (s, 9H); 4.65 (s, 2H); from6.65 to.6.7 (m 1H);
from7.3to 7.4 (m 1H).

10. 35-13-(tert-Butyl di met hyl sil anyl oxymet hyl) -2, 4-di f| uor ophenyl | pyri di n- 2-



25 tetrabutyl ammoni um fl uoride hydrate. The m xture is stirred for 16 h at
anbi ent tenperature, and the solvent is then evaporated off under reduced
pressure. The conpound is purified by chronmatography. 21.2 ng of conpound
are obtai ned. 11-1 NWR (DVSO-d6, 8 in ppm): 2.75 (s, 3H); 4.6 (d,
2H); 5.35 (WO 20p§/144892 (d, 1H); 7.25 (t, 1H); 7.4 (d, PEI/FR20894080303H); 7.6
(d, 1H); from7.65 to 7.75 (m 2H); 8. (s, 1H). MtH = 30357. Exanple 11:
2-[3-(2-Benzo[ dlisozazol -3-ylirnidazo[ 1,2-a] pyridi n-6-yfl phenyl | propan2-01
(conpound 100 of the table)
11. 1[ 1- (3- Bronopheny1l) - 1- (net hyDet hyl i oxytri nethyl silane 42 3.4 g of the
conpound pr epar{B@-@%Qﬁ&hi@gzlygiﬂidﬂzo[]rp_ﬁ?yﬂir&inﬁfy]]di,@.h| oronet hane, at 0C, are
placed in a ra_ nd- bott omed flask. 5.6 of triethylamine and 4.5 m of
trimet hyl si | aReUeRPRPYIgRetdreladded. The mixture is stirred for one hour at
0C and 20 h at_anbient tenperature. 50 nl of water are added and the
mxture is exta@thsazofirpm2-3bmidazeht,2-apysidiaHi-d)-&feifrerphenplimetiendni ¢ phase i s
washed with 20 ml of a saturated solution of sodiumchloride, dried over
magnesi um sul pRat-dflaerd-3t@ehernbwiterdl . ealnmidiert-yindemdinegredsur e.  The
residue is purified by silica gel chromatography, elution being carried out
wi t h a hept ane[efbghzchost-ybmiviaxd U2-e]pyBdE-gylpl,elfiqpoaphehyiimethaindlai ned. H NVR
(CDC13, Sinppm: 0 (s, 9H); 1.45 (s, 611); 7.15to 7.25 (m 3H); 7.45 (m
111). 10 11. 2e[3-(2-benzothiazol-2-ylimidazo[1,2-a]pyridin-6-yl)-2,6-difluorophenyl}methanol;
5-[3-[1-Methyl-1-(trimethylsilanyl oxy)ethyllphenyllpyridin-2-ylamne 0.74 g
of the conpounfl®difiasned2itiazbl-2¥limidazgll aegshridm-&O)ihenBfmeti@bhslahydr of uran and
2 m of water, and degassed under an argon streamfor 10 min 06 g of
5- (4, 4,5, 5-t et saaREYdmkithYiphent)-DriaReh Al BN mdoVEOPYiidie1 2= yaiHae, 180
ngof[ 1, 1' - bi s%rtgjj'c}ﬁhenyolé_ghqaphi no)- 15 ferrocenel dichloropalladiumand 1.8 ¢
of caesium ca BpTosrlendyWeok her et o, and the mixture is heated at 80C
for 4 hours. After cooling, the reaction mxture is concentrated under
reduced pr essu?-é%H—W@I-%’égdér@le&ww%dphwlm#aﬁ?[éa-%gﬂr@meia@cbthge|
chronmat ogr aphyydr&hitkiiOmeRR6i:Ng carried out with a heptane/ethyl acetate
m xture. 560 ngy of conpound are obtained. 20'H NVR (CDCI3, Sin ppn): O (s,
911); 1.5 (S 26k} (A 1L )i C 11).é. 11y, 7.5 (m
T 7058 (m 10 E LS e S A e R Rt T
N- Met hor y- N- ngg-h 2pz0].dh 150 O | 1.0 f .
benzo[d]i soxaz%l edoggg?r)B’gd%ﬁs?ggeglkﬁl%%ﬁ%g%%mpgﬁg&ggﬁg%%ﬂ]ﬁlﬁt ?%‘Qw amne 25
hydr ochl ori de, ;24,3 - (23~ di & ] | .0py1-3-et hyl carbodi i m de)
hydr ochl ori de# é?ngs(fgﬁﬁtoé%oé%fl?d’?ﬁ%ﬁlx%ﬁ%gﬁ&glg@%’e}f? ahydrof uran are pl aced
i n a round- boflt@omdnyl}agkanolfhe m xture is stirred at anbient tenperature
for 20 h. The m xture is concentrated and the residue is taken up in 40 m
of ethyl acet af22aptzoRamt-ybiidaad B2-|piHieing-gaeifioophiasg | hahweshed with 20 m
of a IN solution of sodium hydroxide and 20 ml of a saturated sol ution 30of
sodi um chl ori d@,—(2$’eh@&rﬁl¥$&liﬂﬂgﬂiﬁﬁ,ﬁdeﬁyﬁﬂinmlﬁl}-s-ﬂ@&dpﬁeﬁiﬁ%&@g&ggnt rated under
reduced pressure. 1.1 g of conpound are obtained. 'H (CDC13, ioin
ppm : 3.4 (s, e 3 Miord-682{ Emedbl i 7 HELMidaR2 4 Binfianoy 1 -6-7- 95 (d, 111).
M-H = 207. 43@%. 41-?B-gnzo[gt])i soxazol - 3- y}l?et han{o%ga]]iﬁg&%%f t he conpound
obt ai ned in 11lebenimBhanpl of tetrahydrofuran are placed in a round-
bottoned flask, at OC and under argon. 5 m of nethyl magnesi um brom de (3M
in ethyl et het)2-Broso-aetitbdend?-plwidezs] 1. Fhalpynidintteyl phérglleethanadd for two hours at
0C and 20 h at anbient 5 tenperature. It is cooled to OC and 25 m of
wat er and 10 ni3-@femofdthiengt2glirgidhasf i,Dn]pefidiarfmdnl,6im chl ori de are added. The
mxture is exéi.\rﬂ%crtqu3 VY]tQ 30, M of ethyl acetate. The organic phase is
washed with 40 HOF™4 Ige]f‘alﬁlf)l’it ed 40 m solution of sodiumchloride, dried
over magnesi um sul phate and t hen ncentrated under reduced pressure. The
residue is puf ﬁsﬁyg “W‘%ﬁr(gﬁ%éﬂg%m“gﬁ%{da@[h%‘ﬂi’ﬁiﬂ‘ﬂ%i‘sng carried out
wi th a hept angfgbiy|maggbate 10m xture. 0.6 g of conpound is obtained.
| HNMR (CDC13, 6. in ppm: 2.8 (s, 3H); 7.45 (m 1H); 7.65 (m 2H); 8.25 (d,
1H). MtH = 1623 blo5. |5 - - )k ofypet hanone 151.7 g of
copper brom de_{zi}lgl2 2% d}r}?)ﬁgﬁ@@&%ﬂ ggéﬁggegﬁégﬁgggpg%a round- bot t omed
- flask and t hedifhsepireayljwethafobuxed. 0.6 g of conmpound obtained in 11.4 is
added. The mixture is stirred for 4 hours at reflux. The m xture is
filtered throub-gfper-3ddduthéylipoared,2iaityoi dOByhghenfl nett208h sol uti on of
sodi um t hi osul phate. The mi xture is extracted with 50 m of ethyl acetate.
The organic phase is washed with 40 mM of a saturated solution of sodium
chl oride, dried 20over nagnesi um sul phate and then concentrated under
reduced pressure. 0.7 g of conpound is obtained. IHNVR (CDC13, Sin ppm:
4.75 (s, 2H); 7.45 (m 1H); 7.65 (m 2H); 8.25 (d, 1H. 11.6



25 carbonate and 466 ng of

[1, 1" - bi s(di phenyl phosphi no) ferrocene] clichl oropal | adi um are added. The

m xture is stirred for 2 hours in a thernostated bath at 80C. After cooling
to anmbi ent tenperature, the solvents are evaporated off under reduced
pressure. WO J0881¢4M85i s taken up between water and di ®CHYFR20B®0030A sol i d
is renoved by filtration. The organic ase, washed twice with a saturated
solution of sodiumchloride, is then dried over sodium 30 sul phate and
concentrated under reduced pressure. The residue obtained is purified by
silica gel chromatography, elution being carried out with a

di chl or onet hamg-(rticheofabn-tiyKinitaeo| 1, Thgpysiald-glylpbicaiiagophenyll irethdhdlf €d Wit h
pent ane, recovered by filtration, and then oven-dried under reduced
pressure. 4.74 Q(Menﬁ%ﬂﬂﬁ%@ﬂs ﬁ;ﬁ]d@@i[ﬁlz dm-dﬂﬂM/R (CDCI3, 8 in ppm. O (s,
6H); 0.85 (s, 4.5 ; from7.05to 7.1 (m 2H); from7.25 to 7.3
(m 2H); 7.4 dkﬂ?}m(oghenm?ethafmh5 (s, 1H: 8.3 (s, 1H) MiH = 391, 13.2
Process for preparing conpounds 112 to 125 13.2.1 0.3 mmol of

het er oar y| bor ®i{&HandottvR-6vigil yfreethoxyebyboxyegtyilphenyllibeazdl.26 mmol of 5
finely pulverhﬁgﬁlggd dri ed potassi um phosphate, 0.5 m of degassed
anhydrous etha and 0.18 mmol of the conpound obtained in 13.1, in

| ut 2 d the tub
7o then 11 Ushed %@éféﬁ&ﬁﬂf?%?hﬁ#&%ﬁ SRR S Lhen
dded. Th d I
gr egar ed ?nt ligﬁﬁ 0?‘3538’.‘%"&& Earlaﬂdi% léﬁ\{?yﬂglgtly 5%“8??‘5{“&%&18“? . lﬂ)l gn

e §2°Lre§pf2ﬁ'e?ﬁ- -i?-(f(f%ing e L gﬁ@@ﬁﬁs?%g? & tand tlﬁg E?x? Ure
4
[ 1tration andZuAsho-BoH DRz LR SR “T‘?Tméﬁli‘h%%fl pa?%i.zioeﬁi”a?é?at ed to

dryness and thﬁ sidue is used as. it is for subsequent staPe 13.2.2
151 n a reacti 8A {1 ‘éz‘mf’th‘é?‘yé’li‘ﬁ;ﬁ’ééﬁ@l%‘ﬁ??é’i ]n%él]PWﬂd@é Ylphenypmgatisl of caesi um
fluoride in solution in met hanal and 21 ul of acetic acid are

m xed. The soraﬁﬁé%ﬁﬁ%ﬁ%¥m¥?%ﬁﬂﬁﬁ¥¢@@jHOHPE“ETG&ﬁﬁﬁ@ﬁﬁﬂﬁﬁwﬁkqature and the
solvents are then evaporated off The residue is purified by HPLC, elution
bei ng carri ed® dup-[ ethyi- L adelri-yhimidsrold Leqlpyidior Gy iphemd Bremmpi2eoly 4-
Preparation of conpounds 126 to 137 14.1

643- (t ert - But ¢ Pdd-tretuiydlio:S-dimidazsiideelnytidin-g-vipkiinf lpropaopheny 11- 2-

chl oroi m dazo[ 1,.2- al pyri di ne 100 M of an 85/15 m xture of THF and
wat er are degagsef-wemaoliag-yiingdwzold 12rapyridanayhplenylipréag-2afl; t he conpound
prepared in 10.2, 6.07 g of 2-chloro-6-(4,4,5,5-tetranmethyl- 25

1, 2, 3-di oxabor @4{3-!’[12 22 8 iiftndrdpor k4 - 2})mdmm[lcu-m@ymhﬁ—mytjﬁlcbnﬁspnop\an@-al,; 18.6 g of
caesi um carbonate and 466 ng of

[1, 1" -bi s(di pheayiplosphinabihs) Spenelici aliananabladiumear e added. The
nlxture is stirred r urs in a thernostated bath at 80C. After cooling
to ambient telpEraY @mﬂﬁﬁg sol vents are evaporated of f under reduced
pressure. The residue is taken up between water and diethyl ether. A solid
is renoved by® filf{3-4HradiE-3- Yffﬁ@%?ﬁa?nﬁfleyrgbnﬁwé)wnyu«&m@ 9lisi ce with a
saturated solution of sodiumchloride, is then dried over sodium sul phate
and concent r at &luerersri 2 HahindebiS-pbiadazeld 2-Aineridie§ivlpkenpbmethensd i s purified
by silica gel chronmatography, elution being carried out with a

di chl or omret hamé-flearhdrié(6-meshoxperidiTHey Soidagb| bBtednynidn-6-s triturated with
pent ane, reco ration, and then oven-dried under reduced
pressure. iﬁgsg$9¥m£mﬁtnd are obtained. 11-1 MAR (DMSO-d6, 8 in ppm:

VO 2009/ 144395 00303. 46 0.0 6 2
7.15 (t, 1H): R%%%?é gu‘?‘?@’rﬂd*i“%y@‘&“ izp[1 2? P@I%‘“'ﬁ“&ﬁhhetlg%mitil&mﬂ’gsGS (H?s

1H). MtH = 409. %4 2 Pre aration of conpou to 137 14.

carrying out k& BFBéé%é H@mﬂg§@F?ﬁgﬂmﬂﬁmwézQ@an%ﬁﬂUEWQVHFﬁ@3W¥0n10 3 ol
of heteroaryl boronic acid and 0.18 mmol of the conpound prepared in 14. 1,
the crude conpBufepro-G$&ayramidinS-yiamiflzel birelpsudségilennyimnagencli s obt ai ned.
14.2.2 By carrying out the process as described in 13.2.2, and
starting frontthduererfdédimiobbyhinridatof L2 -dlaydin6-vilpengipebired conpound is
obt ai ned, said conpound being purified by HPLC, elution being carried out
with an acetonHlﬂh@eﬁMﬁ{b%ﬁnbk@ybmﬁéuou;Lﬂﬁa@ﬁméguw&mﬁﬁmwhhmm illustrates
the chem cal structures of general formula (1); Table 3 hereinafter
illustrates the physicochem cal characteristics of sonme exanpl es of
conpounds according to the invention. In these tables: 15- the "Pos."
columm indicates the position of substitution of the group R4:30 R2 on the
phenyl nucleus; in the "salt/base" colum, "-" represents a conpound in




O3HHHHH 2 3 H; HHHHCL (2:1) AA 4N -/ 3 3 HH
t-Bu HH HCL (1:1) N Anf', <, '
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e {2-fluoro-6-{2-(2-methoxypyridin-3-yl)imidazo[ 1,2-a]pyridin-6-
yl]phenyl}methanol;

s {2-fluoro-6-[2-(4-methylthien-3-yl)imidazo[1,2-a]pyridin-6-yl]phenyl} methanol;

» {2-fluoro-6-[2-(1-methyl-1H-indol-5-ylYimidazo[ 1,2-a]pyridin-6-
yliphenyl} methanol;

» [ 2-fluoro-6-(2-quinolin-3-ylimidazo[ 1,2-a]pyridin-6-y})phenyl jmethanol;
¢ [2-fluoro-6-(2-isoquinolin-5-ylimidazo[ 1,2-a]pyridin-6-yl)phenylmethanol;

o {2-[2-(2,6-difluoropyridin-4-yDimidazof 1,2-¢]pyridin-6-y1]-6-

fluorophenyl}methanol;

e (2-fluoro-6-{2-[ 1-(3-methylbutyl)-1H-pyrazol-4-yl}imidazo[1,2-a]pyridin-6-
yliphenyl)methanol;

o {2, 6-difluore-3-[2-(1 H-indol-5-yl)imidazo[ 1 ,2-a]pyridin—6-yl]pheny1}methanol;

o {2 6-difluoro-3-[2-(6-methoxypyridin-3-yl)imidazo[ 1,2-a}pyridin-6-
yl]phenyl} methanol,

+ {2,6-difluoro-3-{2-(4-methylthien-2-yl)imidazo[ 1,2-a]pyridin-6-
yllphenyl } methanol;

e {2,6-difluoro-3-[2-(1 H-indol-6-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl} methanol;

. {2,6-diﬂu6ro-3-[2—(2-methoxypyﬁdin-3~yl)imidazo[1 ,.2-aipyridin-6-
yl]phenyl}methanol;

» {2,6-difluoro-3-[2-(4-methylthien-3-yl)imidazo[ 1,2-a}pyridin-6-
yl}phenyl} methanol;

* {2,6-difluoro-3-[2-(1-methyl-1 H-indol-5-yl)imidazo[ 1,2-apyridin-6-
yllphenyl} methanol;

» [2,6-difluoro-3-+(2-quinolin-5-ylimidazo[ 1,2-a]pyridin-6-yl)phenyl] methénol;
» [2,6-diflnoro-3-(2-isoquinolin-5-ylimidazof1,2-a]pyridin-6-yl)phenyljmethanol;

. {3-[2-(2,6-diﬂuoropyridin—4—yi)imidazo[1,2—&]pyridin-6-y1]-2;6- |
difluorophenyl} methanol;



4 Nr---- A\ S3H HHH-5 3H HHHHI (2:1)
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* (2,6-difluoro-3- {2;[ 1 —(3—methylbuty1)-IH—pyrazol—fl—yI]imidazo[ 1,2-a]pyridin-6-
yl}phenyDmethanol;

* N-tert-butyl-5-[6-(2,4-difluoro-3-hydroxymethylphenyl)imidazo[ 1 ,2-a]pyridin-2-

yl}nicotinamide.

In accordance with the invention, the compounds of general formula (I) can be

prepared according to the process described in scheme 1.

NH
— 2
R4 =H R3 l
R N
R2
Protection
GP—0 . {XIVy
Hal
pathway D ‘ \R‘H(j\R‘I pathway E l Ha'\(ﬁ\m
R
1) (Vi)
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R odl® R1 =N
=N R3 N7 R3 % N\/>_ R
SR e R2 : -——— R2
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. T R4—O {n GP—0 {Xiy
ov) x X X
R4—0
oy o
(0} R1-wW thway C  Pd R1-W
Pd pathway &
pathway B o0 )
=N c =N
t Ci
o B % N\)— N N N\/>_
R4—0 (%) GP—D &n
X X
5 Scheme 1

The compounds 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 boron derivative, and a derivative of general formula (VID), in

10 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 (I}, for example according to the method described by A.

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



6 3H HHHHC (1:1) 4. 7 NAA{, H HHHHd
(2:1) 8
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Altemati'vely, the compounds of the invention can be prepared according to
scheme 1 (pathway B) by means of a coupling reaction, catalysed by a metal such as
palladium, between a 2-chloroimidazopyridine of general formula (IX), in which R, R2, R3,
R4 and X are defined as above, and a derivative of general formula (X), in which R1 is

5  defined as above and W represents a boron or tin derivative, so as to obtain the fzompounds
of general formula (I), for example according to the method described by S. Buchwald in
JA.C.5. 2005, 127, 4685.

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,

10 as described, for example, by T. Greene dan§ “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. 2005, 127, 4685.

15  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 skilled in the art, so as to obtain the

compounds of general formula (T).

Alternatively, the compounds of the invention can be prepared according to

20 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, so as to obtain

the compounds of general formula (I), for which R is at position 3 with respect to the

imidazopyridine nucleus.

25 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

30  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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nucleus. 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 skilled in the art, so

as to obtain the compounds of general formula (I).

5 In accordance with the invention, the intermediates of the compounds of general

formula (I} can be prepared according to the processes described in scheme 2.

Y R ' Br\ioa
N
=N pathway a [ 2. POCH N o
J—R‘I - = N V4
NN N NH, —_— Y ,

W) Br\/ﬁ\m (m pathway d (V1)
11}
R ‘ (i R3 z o
Br/j\ﬂ/ pathway b RE=0
e R3 z x
' Re—0 X A~ ~NHR y
y .
- w e o
. R2 : R3 S /
NHR' pg® R2
v) Ré~0
(va:R'=H)) pathway ¢ X R6—0C
(Vb R = GP) (Xilia , RB = R4, R' = H) (IX;R6 = R4) — (X ; R6=GP)
(Xlilb , RBE=R4, R' =GP}
" (XIV,RB=GP,R =H}
10 Scheme 2

According to scheme 2 (pathway a), the compounds of general formula (IV) can be
obtained by condensation between an aminopyridine of general formula (1), in which R is
defined as above and Y represents a halogen atom or a boron derivative, and a haloketone of
general formula (III), in which R1 is defined as above, for example according to the methods

15 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 position 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 2 haloketone of general

20 formula (VI), in which R and Rl 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 c), the compounds of general formula (XIlla), K

- (XIIIb) or (XIV) can be obtained by means of a coupling reaction, catalysed by a metal such
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as palladium, between an aminopyridine of general formula (Va) or (Vb), protected by a
protective group R’, in which Y represents a halogen atom or a boron derivative, and a
derivative of general formula (VII), in which R2, R3 and X are defined as above, R6
represents R4 (compounds XIlla and XIIIb) or a hydroxyl-function-protecting group PG
5  (compounds XIV) and Z represents a boron or tin derivative if Y represents a halogen, or a

halogen if Y represents a boron derivative.

According to scheme 2 (pathway d), the compounds of general formula (VIII) can be
obtained from the compounds of general formula (II), for example according to the method
described by C. Townsend in Syn. Commun. 1997, 27, 1763-1765. The compounds of

10 general formula (IX) or (XI), in which R, R2, R3 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 1midazopyridine 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

15 which R2, R3 and X are defined as above, R6 represents an R4 group or a protective group
PG and 7 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
20  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 ().

25 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

30 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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- racemic, enantiomeric and diastereoisomeric isomer forms.

In schemes 1 and 2, the starting compounds and the reactants, when the method for
preparing them is not described, are commercially available or described in the literature, or
else can be prepared according to methods which are described therein or which are known

to those skilled in the art.

According to another of its aspects, a subject of the invention 1s also the compounds
of formulae (VII-1), (IX-1), (IX-2), (XI-1), (XI-2), (XI-3), (XI4), (XHI-1), (XIII-2},
(XIV-1), (XIV-2) and (XIV-3). These compounds are useful as synthesis intermediates of

the compounds of formula (I).

_ N L
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The compound of formula (VIiI-1) can be prepared, for example, according to the

2]
o
R

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-y[)pyridin-2-ylamine and ethyl 2-bromoacetate.

3 H
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In a second stage, the compound is subjected to a cyclization and chlorination reaction in the
presence of a chlorinating agent such as phosphorus oxychloride, which gives the compound
(VII-1).

The compound of formula (IX-1) can be prepared by means of a coupling reaction,
catalysed by a metal, such as palladium, between 6-bromo-2-chloroimidazo[1,2-a]pyridine
and 3-(hydroxymethyl)phenylboronic acid, as described in Example No. 2.

The compound. of formula (IX-2) can be prepared by means of a coupling reaction,

~catalysed by a metal, such as palladium, between the compound of formula (VII-1) and

2-(3-bromophenyl)propan-2-ol, as described in Example No.7
The compound of formula (XI-1) can be prepared through the action of fert-
butylchlorodimethylsilane on the compound of formula (IX-1), in the presence of a base
such as imidazole and in a solvent such as tetrahydrofuran, as described in Example No. 4.
The compound of formula (XI-2) can be prepared by means of a coupling reabtion,
catalysed by a metal, such as palladium, between - (2-bromobenzyloxy)-tert-
butyldimethylsilane and the compound of formula (VIII-1), as described in Example No. 3.
The compound of formula (XJ-3) can be prepared by means of a coupling reaction,
catalysed by a metal, sach as palladium, betwe.en (2-bromo-6-fluorobenzyloxy)-tert-
butyldimethylsilane and the compound of formula (VIII-1), as described in Example No. 13. _
The compound of formula (XI-4) can be prepared by means of a coupling reaction,
catalysed by a metal, such as palladium, between (3-bromo-2,6-diflucrobenzyloxy)-rers-
butyldimethylsilane and the compound of formula (VIII-1), as described in Example No. 14.
The compound of formula (XI-1) can be prepared by means of 2 coupling reaction,

catalysed by a met'al, such as palladium, between 5-bromo-2-aminopyridine and a boronic

~ acid dertvative, for example 3-(hydroxymethyl)phenylboronic acid, as described in Example

No.6.

The compound 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-ylpyridin-2-ylamine and 2-(3-brmephenyI)propan-2-01, as described in Example No.8

The compound of formula (XIV-1) can be prepared through the action of (tert-
butylchiorodimethyl)silane on the compound of formula (XIII-1) in a solvent, for example
tetrahydrofuran, in the presence of a base such as imidazolé, 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 palladium, between 5-(4,4,5,5—tetramethyl-1,3,2-dioxab0rolan-

2-yl)pyridin-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,
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catalysed by a metal, such as palladium, between 5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-

2-yl)pyridin-2-ylamine and 2-(zer t-butyldlmethyls1]y10xymethyl) 3-fluorobromobenzene, as

described in Example No.9

The compounds of formulae (VIII-1), (IX-1), (XI-1), (XI-2), (XIII-1) and (XIV-1)

were prepared 1n the form of a powder or of an oil, in the form of a base or of a salt. Table 1

gives some physicochemical data of these intermediates.

Table 1
No. 'H NMR (DMSO-d6, & ppm); M+H; Mp

VLD 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); 8.85 (s, 1H);

| M+ =259, |

(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, 1H).

(XI-1) 0.10 (s, 6H); 0.92 (s, OH); 4.79 (s, 2H); 7.37 (d, 1H); from 7.55 to 7.67 (m,
5H); 8.05 (s, 1H); 8.84 (t, 1H); M+H = 373; Mp = 120 - 123°C.

(X1-2) (CDCL): 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.

(X1-3) (CDCLy): 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 (s, 1H); 7.45 (s, 1H); 8.3 (s, 1H). M+H = 391.

X14) 0.0 (s, 6H); 0.8 (s, 9H); 4.7 (s, 2H); 7.15 (¢, 1H); 7.4 (d, 1H); from 7.5 to 7.6
(m, 2H); 8.0 (s, 1H); 8.65 (s, 1H). M+H = 409,

— 4.5 (d, 2H); 5.2 (t, LHD); 6.05 (5, 2H); 6.5 (&,1H); 7.2 (d, 1H); from 7.3 to
7.55 (m, 3H); 7.7 (d, 1H); 8.25 (s, 1H); M+H = 201

(XIII;Z) 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); 7.43 (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); 0.8 (s, OH); 4.7 (s, 2H); 6.05 (s, 2H); 6.45 (d, 1H); 7.05 (¢, 1H):
from 7.35 to 7.45 (m, 2H); 8.0 (s, LH). 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, 1H); from 7.45 to 7.5 (m, 1H); 8.0 (d, 1H).
M+H = 333

NH 3
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The following examples describe the preparation of certain compounds in
accordance with the invention. These examples are not limiting and merely illustrate the
invention. The numbers of the compounds exemplified refer back to those given in the table

5  hereinafter, which illustrates the chemical strucutres and the physical properties of some

compounds according to the invention.

‘The nomenclature of the compounds was established on the basis of the Autonom
software.

10 Example 1: 6—(3—tert-Butoxymethylphenyl)-2—(pyridin-S-yl)imidazo[I,Z—a]pyridine
hydrochieride (1:2) (compound 3 of the table) :

1.1 N-[5-(3-tert-Butoxymethylphenyl)pyridin-2-yllacetamide

Under an argon stream, 1.0 g of N-(5-bromopyridin-2-yl)acetamide, 967 mg of
3-(tert-butoxymethyl)phenylboronic acid and 269mg of tetrakis(triphenylphosphine)-

15  palladium are placed in a round-bottomed flask containing 30 ml of dimethoxyethane and
| 15 ml of a 2M solution of sodium carbonate degassed beforehand. The mixture is heated at
90°C for 15 hours. After cooling, the reaction mixture is concentrated under reduced
pressure. The residue is taken up between dichloromethane and water, the organic phase is
separated and dried over sodium sulfate, and the filtrate is concentrated under reduced

20 pressure. The residue is then purified by silica gel chromatography, elution being carried out
with a dichloromethane/methanol mixture. The solid obtained is triturated with diethyl

ether, recovered by filtration and then dried. 1.0 g of compound is obtained.

"H NMR spectrum (DMSO-d6, & in ppm): 1.4 (s, 9H); 2.3 (s, 3H); 4.55 (s, 2H); from 7.4 to
71.55 (m, 3H); 7.6 (s, 1H); 8.05 (im, 1H); from 8.2 to 8.4 (m, 2H); 8.55 (m, 1H). M+H = 299,

25 L2 5-(3-tert-Butoxymethylphenyl)pyridin-2-ylamine

559 mg of sodium hydroxide in 2 ml of ethanol and 2 ml of water are placed in a
round-bottomed flask containing 695 mg of N-[5-(3-tert-butoxymethylphenyl)pyridin-2-
yljacetarmde. 1 ml of water and 1 fnl of ethanol are added thereto and the mixture is heated
at the reflux of the solvent for 1 hour. After cooling, the reaction mixture is concentrated

30 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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reduced pressure. The residue is purified by silica gel chromatography, elution being carried

out with a dichloromethane/methano! mixture. 487 mg of compound are obtained.

"H NMR spectrum (DMSO-d6, & in ppm): 1.25 (s, 9H); 4.45 (s, 2H); 6.05 (s, 2H); 6.55 (d,
1H); 7.25 (d, 1H); 7.35 (t, 1H); 7.45 (4, 1H); 7.5 (s, 1H); 7.7 (m, 1H); 8.25 (s, 1H). M+H =
257. '

1.3 6-(3-tert-Butoxymethylphenyl)-2-pyridin-3-ylimidazo[1,2-e}pyridine

487 mg of 5-(3-tert-butoxymethylphenyl)pyridin-2-ylamine (obtained according to
the protocol described in Example 1.2) and 380 mg of 2-bromo-1-pyridin-3-ylethanone in
15ml of n-propanol are placed in a round-bottomed flask. 223 mg of sodium
hydrogencarbonate are added. The reaction mixture is heated at 80°C for 24 hours, left to
cool to ambient temperature and concentrated under reduced préssure. The residue is taken
up between water and ethyl acetate. The organic phase is separated and dried and the filtrate
is concentrated under reduced pressure. The residue is purified by silica gel
chromatography, elution being carried out with a dichloromethane/methanoi mixture. 128

mg of compound are obtained.
M+H =358.

1.4 6-(3-tert-Butoxymethylphenyl)-2-(pyridin-3-yDimidazo[1,2-a]pyridine
hydrochloride (1:2)

121 mg of 6-(3-rert—butoxymethylpheny])—2—pyridin-3-ylimidazo[1,2-a]pyridine are
suspended in 5 m] 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 stirred 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 1sopropanol and then reprecipitated using isopropyl ether. The precipitate formed (after
3hin 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, 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). M+H = 358.

*

4
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Example 2: [3-(2-Quinolin-3-ylimidazo{1,2-a]pyridin-6-yl}phenyljmethanol
hydrochloride (1:2) (compound 5 of the table)
2.1 6-Bromo-3H-imidazo[1,2-a]pyridin-2-one

3.0 g of 5-bromopyridin-2-ylamine in 5.8 ml of ethyl 2-bromoacetate are placed in a
round-bottomed flask and stirred at ambient temperature for 48 h. A precipitate forms, and is
recovered by filtration, washed with diethyl ether and oven-dried under reduced pressuze.
The solid is then taken up in 50 ml of ethanol, and 2.18 g of sodium hydrogencarbonate are
added thereto. The reaction mixture is heated at the reﬂux of the solvent for 5 h, cooled to
ambient temperature, and then concentrated under reduced pressure. The residue obtained is
taken up between water and dichloromethane and the organic phase is separated, dried aﬂd :
concentrated under reduced pressure. 1.46 g of compound, used as it is in the subsequent
stages, are obtained. | '
M+H = 214.
2.2 6-Bromo-2-chloroimidazo[1,2-alpyridine

A mixture of 1.4 g of 6-bromo-3H-imidazo[ 1,2-a]pyridin-2-one in 5 ml of POCl; is
heated at 105°C for 2 hours and then cooled to ambient temperature and concentrated under
reduced pressure. The residue is taken up between water and dichloromethane and a 30%
aqueous solution of NH,OH is added until a basic pH is obtained. The organic phase is then
separated, dried over magnesium sulphate and concentrated under reduced pressure. The
residue is then purified by silica gel chromatography, elution being carried out with a
dichioromethane/methanol mixture. 760 mg of compound are obtained.
'"H NMR spectrum (DMSO-d6, & in ppm): 7.35 (d, 1H); 7.55 (m, 2H); 8.3 (s, 1H). M+H =
232. .
2.3 [3-(2-Chloroimidazo{1,2-q] pyridin-6-yl)phenyljmethanol

In a round-bottomed flask, 760 mg of 6-bromo-2-chioroimidazo[1,2-a]pyridine are
placed 1 25 ml of toluene and 8 mt of ethanol and the mixture is degassed with argon for
10 min, After the addition of 230 mg of tetrakis(triphenylphosphine)palladium, the mixture
1s 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 1s 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
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with a heptane/ethyl acetate mixture. 550 mg of compound are obtained.

‘H NMR spectrum (DMSO-d6, 0 in ppm): 4.6 (d, 2H); 5.3 (t, 1H); from 7.35 to 7.75 (m,
6H); 8.1 (s, 1H); 8.85 (s, IH). M+H = 259.

24 ‘[3-[2—(Quinolin-3-yl)imidazo[1,2—a]pyridin-6-yl]phenyl]methanol

In a screw . reactor, 550 mg of [3-(2-chloroimidazo[l,2-a]pyridin-6-
yDphenyllmethanol, 550 mg of 3-quinolineboronic acid, 20 mg of palladium acetate, 70 mg
of 2-dicyclohexylphosphino-2°,6’-dimethoxy-1,1"-biphenyl and 900 mg of K3PQ, are placed
in 8§ ml of | anhydrous toluene. The reactor is closed and heating is carried out at 115°C for
16 h. After cooling, the reaction mixture is filtered through celite and rinsed with
dichloromethane. The organic phase is washed with a saturated solution of NaCl, and then
separated, dried and concentrated under reduced pressure. The residue is purified by silica
gel chromatography, elution being carried out with a dichloromethane/methanol mixture.
90 mg of compound are obtained.

M+H = 351.
2.5 [3-[2-(Quinolin-3-yimidazo[1,2-e]pyridin-6-yijphenyljmethancl hydrochloride
(1:2)

A solution of 90 mg of [3-[(2-quinolin-3-yl)imidazo[1,2-alpyridin-6-
yljphenyljmethanol in dichloromethane and methanol is passed through sintered glass and
then 5.2 ml of a 0.1N solution of hydrochloric acid in isopropanol is added to the filtrate. A
precipitate forms, and is collected by filtration and washed with diethy] ether. The solid is
then dissolved at ambient temperature with the minimum amount of methanol and then taken
up with diethy]l ether. The precipitate is recovered by filtration and oven-dried under
reduced pressure. 66 mg of compound are obtained.

Mp = 279 - 281°C. 'H NMR spectrum (DMSO-d6, & in ppm): 4.65 (s, 2H); 7.45 (4, 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); 8.15 (s, 1H); 9.2 (s, LH); 9.6 (s, 1H). M+H = 445,

Example 3: [2-]2-(Furan-3-yl)imidazo[1,2-a]pyridin-6-yljpherylmethanol
hydrochloride (1:1) (compound 12 of the table)
31 Ethyl [2-imino-5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)-2H-pyridin-1-
vl]acetate hydrobromide

5.0 g of 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 filiration, washed
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with diethyl ether and then with ethanol and oven-dried under reduced pressure. 8.78 g of
compound are obtained. -
'H NMR spectrum (DMSO-d6, & in ppm): 1.3 (m, 15H); from 4.1 to 4.25 (m, 2H); 5.2 (s,
2H); 7.1 (4, 1H); 8.0 (d, 1H); 8.3 (s, I1H); 9.0 (s, 1H). M+H = 388.
5 3.2 2-Chi0r0-6—(4,4,5,S-tetramethyl—l,3,2;dioxaboroian-Z-yl)imidazo[1,2-a]pyridix’1e
In a round-bottomed ﬂaék., 8.78 g of compound obtained according to the protocol
described in 3.1 are placed in 20 ml of POCI; The reaction mixture is heated at 105°C for
16 h, cooled to ambient temperature and concentrated under reduced pressure. The residue is
taken up between dichloromethane and water at 0°C, and a 30% aqueous solution of NH,OH
10 is added until a basic pH is obtained. The organic phase is separated, dried over magnesium
- sulphate and concentrated under reduced pressure. 4.3 g of compound are obtained.
Mp= 115 - 120°C. '"H NMR spectrum (DMSO-d6, & in ppm): 1.35 (m, 12H}); 7.4 (d, 1H);
7.5 (d, 1H); 8.1 (s, 1H); 8.85 (s, 1H). M+H = 279.
33 (2-Bromobenzyloxy)tert-butyldimethylsilane
15 2.0 g of (2-bromophenyl)methanol are placed in a round-bottomed flask and dissolved in
100 ml of tetrahydrofuran. 1.1 g of 1H-imidazole are added thereto, folowed by 2.1 g of
tert-butyldimethylsilane chloride, and the mixture is left to stir at ambient temperature for
48 hours. The reaction mixture is then hydrolysed with water, and the organic phase, which
has been extracted with ethyl acetate, is separated, dried over magnesium sulphate and
20 concentrated under reduced pressure. The residue obtained is purified by silica gel
chromatography, elution being carried out with a heptane/ethyl acetate mixture. 2.66 g of
compound are obtained.
"H NMR spectrum (CDCL, & in ppmy): 0 (s, 6H); 0.8 (s, 9H); 4.6 (s, 2H); 6.95 (m, 1H); 7.2
(m, 1H); from 7.35 to 7.45 (m, 2H). M+H = 302,
25 34 6-[2-[(fert-Butyldimethylsilanyl)oxymethyl] phenyl-2-chloroimidazo[1,2-
alpyridine
450 mg of (2-bromobenzyloxy)-tert-butyldimethylsilane, 500 mg of 2-chloro-6-
(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)imidazo[1,2-a]pyridine and 1.46 g of caesium
carbonate are dissolved in 8 m! of tetrahydrofuran and 1ml of water. The mixture is
30 degassed with argon for 10min, 110mg of [1,1’-bis(diphenylphosphino)-
ferrocene]dichloropalladium are added and the mixture is heated at the refiux 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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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); 4.5 (s, 2H); from 7.15 to
7.55 (m, 7H); 8.15 (s, 1H). M+H = 373.

3.5 6-[2-[(tert-Butyldimethylsilanyl)oxymethyl] phenyl}-2-(furan-3-yl)imidazo[1,2-
alpyridine - '

3 mg of palladium acetate, 11 mg of 2-(dicyclohexyl)phosphino-2,6’-dimethoxy-
1,1’-biphenyl, 270 mg of K3PO,, 110 mg of 3-furanboronic acid and a few drops of ethanol
are placed in a reactor containing 2 mixture of 240mg of 6-[2-[(tert-
butyldimethylsilanyl}oxymethyljphenyl]-2-chloroimidazo[1,2-a]pyridine in 2 ml of toluene

degassed beforehand under an argon stream. The reactor is closed and heated at 115°C for

16 h. After cooling, the reaction mixture is filtered through celite, washed with

dichloromethane and then concentrated under reduced pressure. The residue is purified by
silica gel chromatography, elution being carried out with a dichloromethane/methanol

mixture. 258 mg of compound are obtained.

"H NMR spectrum (CDCls, & in ppm): 0 (s, 6H); 0.85 (s, 9H); 4.55 (s, 2H); 6.75 (m, 1H);
from 7.1 to 7.6 (m, 8H); 7.95 (s, 1H); 8.15 (s, 11)).M+H = 405.

3.6 {2-[2-(Furan-3-yl)imidazo[1,2-a]pyridin-6-yl}phenyl]methano}

250 mg of  6-[2-[(tert-butyldimethylsilanyloxy)methyl]phenyl]-2-(furan-3-
yl)yimidazo[1,2-afpyridine in 6 m!l of tetrahydrofuran are placed in a round-bottomed flask,
and 320 mg of tetrabutylammonium fluoride are added thereto. The reaction mixture is
stirred at ambient temperature for 48 h and concentrated under reduced pressure. The
residue is purified by silica gel chromatography, elution being carried out with a

dichloromethane/methanol mixture. 156 mg of compound are obtained.
M+H =291,

3.7 [2-(2-(Furan-3-yl)imidazo[1,2-¢]pyridin-6-yl)phenyl|methanol  hydrochloride
11

156 mg of [2-(2-furan-3-ylimidazo[l,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
diethy] ether and the precipitate is recovered by filtration, washed with diethyl ether and

oven-dried under reduced pressure.
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Mp = 205 - 208°C. 'H NMR spectrum (DMSO-d6, & in ppm): 4.45 (s, 2H); 7.1 (m, 1H);
7.4 (m, 1H); 7.45 (t, 1H); 7.5 (t, 1H); 7.65 (d, 1H); from 7.9 to 8.0 (m, 3H); 8.45 (s, I1H);
8.55 (s, 1H); 8.95 (s, 1H). M+H = 327.

Example 4: {3-[2-(1 H-indol-6-yl}yimidazo[1,2-4] pyridin-6—yl]phenyl}methandl
hydrochloride (1:1) (compound No. 33 of the table)
4.1 Ethyl (5-bromo-2-imino-1H-pyridin-1-yl)acetate hydrobromide

By carrying out the process as in Example 3.1 and using 5.0 g of 5-bromopyridin-2-
ylamine and 9.6 ml of ethyl 2-bromoacetate, 9.56 g of compound are obtained.
'H NMR spectrum (DMSO-d6, & in ppm): 1.3 (t, 3H); 4.25 (q, 2H); 5.15 (s, 2H); 7.15 (d,
1H); 8.1 (d, 1H); 8.45 (s, 1H); 8.95 (s, 1H); M+H = 341.
4.2 - 6-Bromo-2-chloroimidazo[1,2-a]pyridine

By carrying out the process as in Example 3.2, starting from 9.5 g of ethyl (5-bromo-

- 2-imino-1H-pyridin-1-yl)acetate hydrobromide and 30 ml of POCls;, 6.7 g of 6-bromo-2-

chloroimidazo[1,2-a]pyridine are obtained. The compound is purified by silica gel
chromatography, elution being carried out with a heptane/ethyl acetate mixture. 5.97 g of
compound are obtained.
Mp = 155 -159°C. 1H NMR spectrum (CDCly, & in ppm): 7.35 (d, 1H); from 7.45 to 7.6
{m, ZH); 8.3 (s, 1H); M+H =232,
4.3 6-[3-(tert-Butyldimethylsilanyloxy)methyl] phenyl]-2-chloroimidazo[1,2-
alpyridine .

57¢ of [3-(2chloroimidazof1,2-a]pyridin-6-yl)phenyl]methanol,  obtained
according to the protocol descﬁbed in Example 2.3, in 220 ml of tetrahydrofuran are placed
in a round-bottomed flask, and then 195 g of 1H-imidazole and 3.65 g of tert-
butyldimethylsilane chloride 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, chution being carried out with a heptane/ethyl acetate mixture. 6.1 g of
compound are obtained.
"H NMR spectrum (CDCls, § in ppm): 0.10 (s, 6H); 0.92 (s, 9H); 4.79 (s, 2H); 7.37 (4, 11);
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-[(tert-Butyldimethylsilanyloxy)methyl| phenyl}-2-(1 H-indol-6-

1:1) 38 ali 3HHHHHHCL (1:1) 39 3 H HHHHC (1:1)
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ylimidazo[1,2-a]pyridine

200 mg of 6-[3-[(tert-butyldimethylsilanyloxy)methyljphenyl]-2-chloroimidazo[1,2-
ajpyridine in 2 ml of toluene are placed in a reactor and degassed under an argon stream for
10 min, and then 3 mg of palladium acetate, 11 mg of 2-(dicyclohexyl)phosphino-2’,6’-
dimethoxy-1,1"-biphenyl, 110 mg of 6-indoleboronic acid, 230 mg of K;PO, and a few drops
of ethanol are added. The reactor is closed and heated at 115°C for 16 h. After cooling, the
reaction mixture is concentrated under reduced pressure and fhe residue obtained is then
purified by silica gel chromatography, elution being carried out with a heptane/ethyl acetate
mixture. 180 mg of compound are obtained.
"H NMR spectrum (CDC13, & inppm): 0 (s, 6H); 0.85 (s, 9H); 4.7 (s, 2H'); 6.4 (m, 1H); 7.1
(ﬁl, 1H); from 7.2 to 7.35 (m, 4H); 7.4 (s, 1H); 7.55 (m, 2H); 7.8 (s, 1H); 8.05 (s, 1H); 8.15
(s, 1H) 8.35 (m, 1H) 11.5 (s, 1H); M+H = 454.
4.5 .{3-[2—(lH—Indol~6-yl)imidazo[1,2-a]pyridin-6-yl]phenyl}methanol

210 mg of tetrabutylémmonium fluoride are introduced into a round-bottomed flagk

' containing 180 mg of 6-[3-[(ferr-butyldimethylsilanyloxy)methyi]phenyl]-2-(1H-indol-6-

yl)imidazo[1,2-a]pyridine in 4 ml of tetrahydrofuran. The reaction mixture is stirred at
ambient temperature for 48 h and is concentrated under reduced pressure. The residue 1s
purified by silica gel chromatography, elution being carried out with a
dichloromethane/methanol mixture. 117 mg of compound are obtained.

"H NMR spectrum (DMSO-dé, & in ppm): 4.65 (d, 2H); 5.3 (t, 1H); 6.5 (m, 1H); 7.4 (m,
2H); 7.5 (t, 1H); from 7.6 to 7.75 (m, 6H); 8.1 (s, 1H); 8.4 (s, 1H); 8.9 (s, 1H); 11.2 (s, 1H).
M+H = 340. | '

4.6 {3-[2~(1LH-Indol-6-yl)imidazo[1,2-a]pyridin-6-yljphenyl}methanol
hydrochloride (1:1)

110 mg of {3-[2-(1H-indol-6-yl)imidazo[1,2-a]pyridin-6-yl]phenyl}methanol are
suspended in dichloromethane and methanol; 3.2 ml of a 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 (DMSO0-d6, & in ppm): 4.65 (3, 2H); 6.55 (s, 1H);

- 745 (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, LH); 11.6 (s, 11). M+H = 376.

Example 5:  [3-[2-(Benzofuran-3-yl)imidazo[1,2-a]pyridin-6-yl]phenyllmethanol
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(compound 23 of the table)
5.1 2-(Benzofuran-3-yl)-6-bromoimidazo[1,2-alpyridine

In a glass tube, 250 mg of 1<{(benzofuran-3-yl)-2-bromoethanone, 181 mg of
S-bromopyridin-2-ylamine and 105 mg of sodium hydrogencarbonate are dissolved in 15 ml
of n-propanol. The tube is closed and heated at 80°C for 20 h. After cooling, 20 ml of water
are added and the reaction mixture is stirred for 1 hour at ambient temperature. A precipitate
forms, and is recovered By filtration, washed with water and then with diisopropyl ether, and

dried in a desiccator under reduced pressure. 250 mg of compound are obtained.

Mp = 151-153°C. 1H NMR (DMSO-d6, & in ppm): from 7.31 to 7.43 (m, 3H); from 7.53 to
7.68 (m, 2H); 8.15 (m, 1H); 8.42 (s, 1H); 8.50 (s, 1H); 8.87 (m, 1H). M-+H = 314,

5.2 [3-(2—(Benzofuran-3—yl)imidazo{1,2—a]pyridin-ﬁ-yl)phenyl]methanol

100 mg of 2-(benzofuran-3-yl}-6-bromoimidazo[1,2-a]pyridine, 73 mg of

73-(hydroxymethyl)phenylboronic acid and 11 mg of tetrakis(triphenylphosphine)palladium

are placed in a microwave tube. 2 ml of acetonitrile, 2 ml of toluene and 1.5 ml of a 2M
solution of sodium carbonate are added thereto. The tube is placed in a microwave device
and irradiated at 150°C for 15 min. The organic phase is separated, dried, and then
concentrated under reduced pressure. The oily residue is taken up with 3 ml of
dichloromethane and triturated for 1 hour. The precipitate is recovered by filiration, washed
with diisopropyl ether and dried in a desiccator under reduced pressure. 44 mg of compound

are obtained.

Mp = 150-152°C. 1H NMR (DMSO0-d6, & in ppm): 4.6 (d, 2H); 5.25 (t, 1H); from 7.25 to
7.75 (m, 9H); 8.2 (m, 1H); 8.45 (s, 1H); 8.5 (s, 1H); 8.9 (t, 1H). M+H = 341.

Example 6:  [3-(3-Methyl-2-thien-2-ylimidazo[1,2-a] pyridis-6-yl)phenyl|methanol
hydrochloride (1:1)} (compound 31 of the table)

6.1 {3-(6-Aminopyridin-3-yl)phenyl|methanol

2.0 g of tetrakis(triphenylphosphine)palladivm 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—(hydfoxymethyl)phenylboronic acid in 140 mi of
toluene, and 70 ml of ethanol degassed beforehand. The mixture is heated at 80°C for 16 h.

45 Cl

After cooling, the reaction mixture is concentrated under reduced pressure. The residue is -
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taken up between water and ethyl acetate. The organic phase is separated, dried and
concentrated under reduced pressure. The residue is purified by silica gel chromatography,
elution being carried out with a dichloromethane/methanol mixture. 4.99 g of compound are

obtained.

'"H NMR (DMSO-d6, & in ppm): 4.55 (d, 2H); 5.2 (t, 1H); 6.05 (s, 2H); 6.55 (&, 1H); 7.2 (d,
1H); from 7.3 to 7.55 (m, 3H); 7.7 (d, 1H); 8.25 (s, 1H); M+H =201,

6.2 5-[3-(tert-Butyidimethylsilanyloxymethyl)phenyl|pyridin-2-ylamine

4.99 g of [3-(6-aminopyridin-3-yl)phenylJmethanol are placed in a round-bottomed
flask and di;ssolved in 240 ml of tetrahydrofuran. 2.2 g of 1H-imidazole are added thereto,
followed by 4.51 g of terr-buty]dimethylsiléne chloride, and the mixture is left to stir at
ambient temperature for 48 hours. The reaction mixture is then hydrolysed with water, and
the organic phase, which has been extracted with ethyl acetate, is separated, dried over
fnagnesium sulphate and concentrated under reduced pressure. The residue obtained is
purified by silica gel chromatography, elution being carried out with a heptane/ethyl acetate

mixture. 7.0 g of compound are obtained.

'H NMR (DMSO0-d6, & in ppm): 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 (1, 1H); 7.43 (d, 1H); 7.47 (s, 1H); 7.66 (dd, 1H); 8.21 (d, 1H).
M-+H = 315; Mp = 82 - 84°C.

6.3 6-[3-(tert-Butyldimethylsilanyloxymethyl)phenyl]-3-methyl-2-thien-2-
ylimidazo[1,2-ajpyridine _

In a glass tube, 280 mg of 5-[3-(tert-butyldimethylsilanyloxymethyl)phenyl]pyridin-
2-ylamine, 390mg of 2-bromo-1-thiophen-2-ylpropan-l-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 gel 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, IH); 7.9 (s, 1H); M-+H = 435.

6.4 [3-(3-Methyl-2-thien-2-ylimidazo{1,2-a]pyridin-6-yl)phenyljmethanol
310 mg of tetrabutylammonium fluoride are introduced into a round-bottomed flask
containing 260 mg of 6—[3-(tert—butyldimeth}}lsilanyloxymethyl)phenyl]‘3—methyl-Z-thien—Z—

ylimidazof1,2-a]pyridine in 6 ml of tetrahydrofuran. The reaction mixture is stirred at

48 wre
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ambient temperature for 48 h and is concentrated under reduced pressure. The residue is
purified by silica pgel chromatography, elution being carried out with a
dichloromethane/methanol mixture. 140 mg of compound are obtained. M+H = 321
6.5 {3-(3-Methyl-2-thien-2-ylimidazo[1,2-a] pyridin-6-yl)phenyljmethanol

5  hydrochloride (1:1)

140 mg of [3-(3-methyl-2-thien-2-ylimidazo[1,2-a]pyridin-6-yl)phenyljmethanol are
suspended in dichloromethane and methanol; 3.2 ml of a 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

10 -recovered by filtration and oven-dried under reduced pressure. 150 mg of compound are
obtained.
"H NMR spectrum (DMSO-d6, & in ppm): 2.85 (s, 3H); 4.75 (s, 2H); 7.35 (m, 1H); 7.45 (d,
1H); 7.55 (t, 1H); 7.75 (d, 1H); 7.85 (m, 2H); 7.9 (d, 1H); 7.95 (d, 1H); 8.2 (&, 1H); 8.95 (s,
1H); M+H = 321; Mp =279 - 283°C.

15  Example 7: 2-{3- [2—(1H—Indol-6-yl)imidazo{1,2-a}pyridin-6-yl]phenyl}propan—}-ol
{(compound 47 of the table)
7.1 2-(3-Bromophenyl)propan-2-ol

Under an argon stream, 6.5 g of 3-bromoacetophenone are placed in a round-
bottomed flask and dissolved in 544 ml of diethyl ether and 272 ml of tetrahydrofuran. The
20  mixture is cooled to 0°C using an ice bath, and 100mi of a 1M solution of
methylmagnesium bromide in dibutyl ether are added thereto, dropwise. The mixture is
stirred at 0°C for 1 h and 400 ml of a saturated aqueous solution of armfnonium chloride are
added. The organic phase is separated, dried over magnesium sulphate and concentrated
under reduced pressure. 10.0 g of compound are obtained. 'H NMR (DMSO0-d6, & in ppm):
25  1.45(s, 6H); 5.15 (s, 1H); 7.25 (t, 1H); 7.4 (d, 1H); 7.45 (d, 1H); 7.65 (s, 1H).
7.2 2-[3-(2-Chloroimidazo[1,2-a] pyridin-6-yl)-phenyljpropan-2-ol

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
30  obtained in 3.2, 20.35 g of caesium carbonate and 0.85 g of [1,1°-bis(diphenylphosphino)-
ferrocene]dichloropalladium are successively ac_lded. 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 ethyl acetate. The
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ofganic phase, washed twice with a saturated solution of sodium chloride, is then dried over
magnesium sulphate and concentrated under reduced pressure. The residue obtained is
purified by silica gel chromatography, elution being carried out with a
dichloromethane/ethyl acetate mixture. The solid obtained is triturated with a diisopropyl
ether, recovered by filtration, and then oven-dried under reduced pressure. 2.31 g of
compound are obtained . 1H NMR (DMSO-d6, 8 in ppm): 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, 1H).

7.3 2-{3-[2-(1H-Indo}-6-yl)imidazo|1,2-a]pyridin-6-yljphenyl} propan-2-ol

-4 mg of palladium acetate, 14 mg of 2-(dicyclohexyl)phosphine-2’,6’-dimethoxy-1,1°-

biphenyl, 175 mg of indole-6-boronic acid, 355 mg of K;POy and a few drops of ethanol are
placed in a reactor containing a mixture of 250 mg of compound obtained in stage 7.2 in
3.1 ml of anhydrous toluene degassed beforehand under an argon stream. The reactor is
closed and heated at 115°C for 16 hours. After cooling, the reaction mixture is filtered
through celite and then 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. Mp = 203-204°C.

'"H NMR (DMSO-d6, & in ppm}: 1.55 (s, 6H); 5.1 (s, 1H); 6.45 (s, 1H); from 7.4 to 7.75 (m,
&H).; 7.85 (s, 1H); 8.05 (s, 1H); 8.4 (s, 1H); 8.85 (s, 1H); 11.2 (s, 1H).

Example 8: 2-[3-(2-Thien-3-ylimidazo[1,2-a]pyridin-6-yl)phenyljpropan-2-ol
(compound 49 of the table)

8.1 2-{3-(6-Aminopyridin-3-yl)phenyljpropan-2-ol

Under an argon stream, the following are placed in a round-bottomed flask: 9.0 g of
compound obtained in stage 7.1, 11.05 g of 5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-
ylhpyridin-2-ylamine, 83.7ml of a 2M solution of sodium carbonafe and 1.70 g of
tetrakis(triphenylphosphine)palladium, 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, 1 1 of ethyl
acetate is added to the reaction medium, which is filtered through celite. The organic phase
1§ then sebarated, 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 diisopropyl ether, recovered by filtration and

then oven-dried under reduced pressure. 2.35 g of compound are obtained.
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'H NMR (DMSO0-d6, & in ppm): 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, LH).

8.2 2-]3-(2-Thien-3-ylimidazof1,2-a]pyridin-6-yl)phenyl]propan-2-¢l (compound 49
5 of the table) '
58 mg (0,7 mmol) of sodium bicarbonate are weighed into a microwave tube. 57 mg
(0.25 mmol) of the comﬁound obtained in 8.1, in solution in 2 ml of propan-1-ol, are added
thereto, fbl]owed by 92 mg (0.375 mmol) of 2-bromo-1-(thienyl-3-yl)ethanone in solution in
1 ml of propan-1-ol. The tube is sealed and then stirred at 80°C for 16 hours. The reaction
10 mixture is cooled to ambienf ternperature, 200 mg of propanethiol supported on silica
(Biotage Si-Thiol) are added thereto, and the mixture is stirred for 6h at ambient
temperature and then filtered. The residue is washed with twice 2 mi of propan-1-ol, and
then the filtrate is evaporated and purified by chromatograpﬁy. 34.2 mg of compound are
obtained. '
I5 'H NMR (DMS0-d6, 8 in ppm): 1.5 (s, 6H); 5.1 (s, 1H); 7.45 (t, 1H); from 7.5 to 7.55 (m,
2H); from 7.6 to 7.7 (m, 4H); 7.8 (s, lHj; 7.95(d, 1H); 8.3 (s, 1H); 8.9 (s, 1H).M+H = 335,

Example 9: [2-(2-Benzothiazol-2-ylimidazo[1,2-a}pyridin-6-yl)}-6-
fluorophenyljmethanol {(compound 69 of the tabie)

20 91 (2-Bromo-6-fluorophenylymethanol
20.0 g (0098 mol) of 2-bromo-6-fluorobenzaldehyde are dissolved in 500 ml of methano)
and cooled in an ice bath; 3.72 g (0.098 mol) of sodium borohydride are then added thereto,
portionwise. The mixture is stirred under cold conditions for 1 hour and the solvent is then
evaporated off under reduced pressure. The residue is taken up between water and
25 dichloromethane, and the organic phase is separated, dried and concentrated under reduced
pressure. The residue is crystallized ﬁom pentane. 18.1 g of compound are obtained.
"H NMR (CDCI3, 8 in ppm): 2.15 (t, 1H); 4.95 (d, 2H); from 7.05 to 7.3 (m, 2H); 7.45 (d,
1H).

30 9.2 (2-Bromo-6-fluorobenzyloxy)-tert-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
13.8g (0.092 mol) of rert-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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between water and diethy! ether, the resulting product is separated by settling out, and the

organic phase is washed with water and dried over sodium suiphate, After evaporation of the

solvent, 25 g of oil are recovered.

‘H NMR (CDC13, 8 in ppm): 0.0 (s, 6H); 0.8 (s, 9H); 4.7 (s, 2H); from 6.8 to 7.05 (m, 2H);
5 7.25(d, IH). '

9.3 5—[2—(tert-Buty]dimethylsilanyioxyméthyl)-3—ﬂuorophenyl]pyridin-Z-yiamine '
6.4 g of the compound obtained in 9.2, 4.40 g of 5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-
2-yl)pyridin-2-ylamine, 30 ml of a 2M solution of sodium carbonate and 816 mg of [1,1’-
10 bis(diphenylphosphino)ferrocene]dichloropalladium are dissolved in 80ml of NA-
dimethylformamide and placed in a round-bottomed flask under an argon stream. The
mixture is heated for 2 h at 80°C. After cooling to ambient temperature, the solvents are
evaporated off under reduced pressure and the residue is taken up between water and ethyl
acetate and an insoluble material is removed by filtration through celite. The organic phase
15 1is separated by settiing out, washed with a saturated aqueous solution of sodium chloride
and dried over sodium sulphate. The compound is purified by chromatography, elution being
carried out with a mixture of dichloromethane and methanol. 4.58 g of oil are obtained.
"H NMR (DMSO-d6, 8 in ppmy): 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, 1H); from 7.45 t0 7.5 (m, 1H); 8.0 (d,
20 1H). M+H =333
9.4'. 2~{6-[2-(tert-—Bﬁtyldimethylsilanyloxymethyl)—3—ﬂuorophenyl]imidazo[l,z-
a]pyridin-l-yl}benzothiazolé
58 mg (0.7 mmol) of sodium bicarbonate are weighed into a microwave tube. 83 mg
(0.25 mmol) of the compound obtained in 9.3, in solution in 2 ml of propan-1-ol, are added
25  thereto, followed by 0.375 mmol of 1-(benzothiazol-2-yl)-2-bromoethanone in solution in
1 ml of propan-1-ol. The tube is scaled and then stirred at 80°C for 16 hours. The reaction
mixture is cooled to ambient temperature, 200 mg of propanethiol supported on silica
(Biotage Si-Thiol) are added thereto, and the mixture is stirred for 6 h at ambient
temperature and then filtered, and the filtrate is evaporated under reduced pressure. The

30 compound 1s used as it is for the subsequent stage,

9.5 [2-(2-Benzothiazo]~2-y1imidazo[I,Z-a]pyridin-6-y1)—6-ﬂuor0phényl]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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and the solvent is then evaporated off under reduced pressure. The compound is purified by
chromatography. 37.5 mg of compound are thained.

"H NMR (DMSO-d6, § in ppm): 4.45 (d, 2H); 5.3 (4, 1H); from 7.25 to 7.35 (m, 2H); from
745 to 7.5 (m, 2H); from 7.5 to 7.6 (m, 2H); 7.75 (d, 1H); 8.05 (d, 1H); 8.15 (d, 1H); 8.7 (s,
1H); 8.75 (s, 1H). M+H = 376.

Example 1§: {2,6-Difluoro-3-(3-methyl-2-thien-2-ylimidazo[1,2-a]pyridin-6-
y)phenyllmethanol {compound 75 of the table)
10.1  (3-bromo-2,6-difluorophenyl)methanol

20 g of 3-bromo-2,6-difluorobenzaldehyde are dissolved in 450 ml of methano! and cooled .

in an ice bath; 3.42 g of sodivm borohydride are then added thereto, portionwise. The
mixture is stirred at ambient temperature for 1 hour and the solvent is then evaporated off
under reduced pressure. The residue is taken up between water and dichloromethane. The
organic phase 1s separated, dried and concentrated under reduced pressure. The residue is
crystallized from n-pentane. 14.6 g of compound are obtained.

'H NMR spectrum (CDCI3, Sin ppm):.2.0 (s, 1H); 4.9 (s, 2H); from 6.85 to 7.0 (m, 1H);
from 7.5 to 7.65 {m, 1H).

10.2  (3-Bromo-2,6-difluorobenzyloxy)-tert-butyldimethylsilane

11.15 g of the compound obtained in 10.1 are dissolved in 150 ml of THF, 5.1 g of
imidazole and then 9.04 g of fert-butyldimethylsilane chloride are added, and the mixture is
stirred at ambient temperature for 24 hours. The solvent is then evaporated off, the residue is
taken up with water and diethyl ether, and the organic phase is separated by settling out,
washed with water and dried over sodium sulphate. The solvent is evaporated off under
reduced pressure. 17.5 g of o1l are obtained.

"HNMR spectrum (CDCI3, & in ppm):0.0 (s, 6H); 0.8 (s, 9H); 4.65 (s, 2H), from 6.65 to 6.7
(m, 1H); from 7.3 to 7.4 (m, 1H). -

103 5-[3-(fert-Butyldimethylsilanyloxymethyl)-2,4-difluorophenyl]pyridin-2-
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-yDpyridin-2-ylamine, 30 ml of a 2M sclution of sodium carBonate and 816 mg of [1,1°-
bis(diphenylphosphino)ferrocene]dichloropaﬂadium are dissolved in 80ml of NN-

dimethylformamide and placed in a round-bottomed flask under an argon stream. The’
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mixture is heated for 2 h at 80°C. After cooling to ambient temperature, the solvents are
evaporated off under reduced pressure and the residue is taken up between water and ethyl
acetate and an insoluble material is removed by filtration through celite. The organic phase
is separated by settling out, washed with a saturated aqueous solution of sodium chloride
5 and dried over sodium sulphate. The compound is purified by chromatography, elution being
carried out with a mixture of dichloromethane and methanol. 4.25 g of a white solid are
obtained.
'"H NMR (DMSO-dé, § in ppm): 0 (s, 6H); 0.8 (s, 9H); 4.4 (s, 2H); 6.05 (s, 2H); 6.45 (d,
IH); 7.05 (t, 1H); from 7.35 to 7.45 (m, 2H); 8.0 (s, 1H). M+H = 351.
i0 ' :
10.4  6-[3-(fert-Butyldimethylsilanyloxymethyl)-2.4-difluorophenylj-3-methyl-2-
thien-2-ylimidazo[1,2-2]pyridine
58.8 mg (0.7 mniol) of sodium bicarbonate are weighed into a microwave tube. 83 mg
(0.25 mmol) of the compound obtained in 10.3, in solution in 2 ml of propan-1-ol, are added
15 rthereto,.followed by 0.375 mmol of 2-bromo-1-(thien-2-yl)propan-1-one in solution in 1 ml
of propan-1-ol. The tube is seéled and then irradiated for 10 min at 180°C. The reaction
mixture is cooled to ambient temperature, 200 mg of propanethiol supported on silica
(Biotage Si-Thiol) are added thereto, and the mixture is stirred for 6 h at ambient
temperature and then filtered. The residue is washed with twice 2 ml of propan-1-ol, and the

20 filtrate is then evaporated. The compound is used as it is for the subsequent stage.

10.5 [2,6-Diﬂi10ro-3—[3-methy]-Z—(thien-Z-yl)imidazo[1,2-a]pyridin-6—

yl]phenylimethanol

The crude compound obtained in 10.4 is dissolved in 5 ml of THF containing ¢.5 mmol of
25  tetrabutylemmonium fluoride hydrate. The mixture is stirred 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 (¢, 1H); 7.2 (d, 1H); 7.25 (t,

15); 7.4 (d, 1H); 7.5 (s, 1H); 7.6 (4, 1H); from 7.65 to 7.75 (m, 2H); 8.45 (s, 1H). M+H =
30 357

Example 11: 2-[3-(2-Benzo[d]isoxazol-3-ylimidazo[1,2-alpyridin-6-yl)phenyl]propan-
2-ol (compound 100 of the table)
111 {1-(3-Br0mophcnyl)-l-(methyl)ethyl]o_xytrim_ethylsilane
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3.4 g of the compound prepared according to 7.1 in 80 ml of dichloromethane, at 0°C, are
placed in a round-bottomed flask. 5.6 ml of triethylamine and 4.5 ml of trimethylsilane
chloride are added. The mixture is stirred for one hour at 0°C and 20 h at ambient
temperature. S0 ml of water are added and the mixture is extracted with 30 ml of
5 dichloromethane. The organic phase is washed with 20-ml of a saturated solution of sodium

chloride, dried over magnesium sulphate and then concentrated under reduced pressure. The
residue 1s purified by silica gel chromatography, elution being carried out with a
heptane/ethyl acetate mixture. 2.5 g of compound are obtained.
'"H NMR (CDCI3, & in ppm): 0 (s, 9H); 1.45 (s, 6H); 7.15 to 7.25 (m, 3H); 7.45 (m, 1H).

10
11.2 5-[3-[1-Methyl-1-(trimethylsilanyloxy)ethyl] phenyl]pyridin-2-ylamine
0.74 g of the compound obtained in 11.1 are placed in 10 ml of Itetrahydrofuran and 2 ml of
water, and degassed under an argon stream for 10 mm 0.6 g of 5-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolan-2-yl)pyridin-2-ylamine, 180mg  of [1,1"-bis(diphenylphosphino)-

15 ferrocene]}dichloropalladium and 1.8 g of caesium carbonate are added thereto, and the
mixture 1s heated at 80°C for 4 hours. 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. 560 mg of compound are
obtained. _

20 'H NMR (CDCI3, §in ppm): O (s, SH); 1.5 (s, 6H); 4.35 (s, 2H); 6.45 (d, 1H); 7.25 (m,
3H); 7.5 (m, 1H); 7.55 (m, 1H); 8.2 (s, 1H). M+H = 302.

11.3 N—Methoxy—N—methylbenzo[d]isoxazole-3-carboxamide

1.0 g of benzo[d]isoxazole-3-carboxylic acid, 0.7 g of N O-dimethylhydroxylamine
25 hydrochloride, 2.3 g of 1-(3-dimethylaminopropyl-3-ethylcarbodiimide) hydrochloride and

1 ml of pyridine in 40 ml of tetrahydrofuran are placed in a round-bottomed flask. The

mixture is stirred at ambient temperature for 20 h. The mixture is concentrated and the

residue is taken up in 40 ml of ethyl acetate and 20 ml of water. The organic phase is

washed with 20 mi of a 1N solution of sodium hydroxide and 20 ml of a saturated solution
30  of sodium chloride, dried over magnesium sulphate and then concentrated under reduced

pressure. 1.1 g of compound are obtained.

"H NMR (CDCI3, din 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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11.4  1-(Benzo[d]isoxazel-3-yl)ethanone

1.1 g of the compound obtained in 11.3 in 50 ml of tetrahydrofuran are placed in a round-
bottomed flask, at 0°C and under argon. 5 ml of methylmagnesium bromide (3M in ethyl
ether) are added dropwise. The mixture is stirred for two hours at 0°C and 20 h at ambient
temperature, It 15 cooled to 0°C and 25 ml of water and 10 ml of a saturated solution of
ammonium chloride are added. The mixture is extracted with 30 ml of ethyl acetate. The
organic phase is washed with 40 ml of a saturated 40 ml solution of sodium ch]orid.e, dried
dver magnesium sulphate and then concentrated under reduced pressure. The residue is
purified by silica gel chromatography, elution being carried out with a heptane/ethyl acetate
mixture. 0.6 g of compound is obtained. _

'"H NMR (CDCI3, & iﬁ ppm):r 2.8 (s, 3H); 7.45 (m, 1H); 7.65 (m, 2H); 8.25 (&, 1H). M+H =
162.

11.5 1-(Benzo[d]isoxazol-3-yl)-2-brqmoethanone

1.7 g of copper bromide in 75 ml of ethyl acetate afe placed in a round-bottomed flask and
the mixture is refluxed. 0.6 g of compound obtained in 11.4 is added. The mixture is stirred
for 4 hours at reflux. The mixture is filtered through paper and then poured into 100 ml of a
20% solution of sodium thiosulphate. The mixture is extracted with 50 ml of ethyl acetate.
The organic phase is washed with 40 ml of a saturated solution of sodium chloride, dried
over magnesium sulphate and then concentrated under reduced pressure. 0.7 g of compound
is obtained. |

"HNMR (CDCI3, & in ppm): 4.75 (s, 2H); 7.45 (m, 1H); 7.65 (m, 2H); 8.25 (d, 1H).

11.6 2-13-(2-Benz0[d}isoxazol-S-ylimidazo[1,2-a}pyridin—6—yl)phenyl]propan-—Z—-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 (¢, 1H); 7.55 (m, 3H); 7.75
(m, 2H); 7.85 (m, 3H); 8.55 (d, 1H); 8.75 (s, 1H); 9.05 (s, 1H). |

N
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Example 12: Process for preparing compounds 102 to 111
12.1
0.495 mmol of palladium acetate and 0.99 mmol of S-Phos are weighed into a

100 ml round-bottomed flask flushed with argon. 55 ml of degassed toluene are added

- thereto, and the mixture is stirred in an ultrasonic bath until complete dissolution has

occurred.

122,

0.3 mmol of heteroarylboronic acid is weighed into a reaction tube, 0.36 mmol of

finely pulverized and dried potassium phosphate, 0.5 ml of degassed anhydrous ethanol and

0.18 mmol of the compound obtained in 7.2, in solution in 2 ml of toluene, are successively

added thereto, and the tube is then flushed with argon. 1 ml of the solution prepared in 12.1
is then added. The tube is closed and stirred for 16 h at 75°C. 0.5 m! of solution prepared in
12.2.1 1s again added, and the heating is sustained for 10 h. The cooled solution is diluted
with 3 ml of ethyl acetate, 100 mg of silica-propanethiol (Biotage Si-Thiol) are added
thereto, and the mixture is stirred for 4 h at ambient temperature. The solid is scparated by
filtration and washed with 2x2 ml of THF. The filtrate is evaporated to dryness and the

compound is subjected to purification by chromatography.

Example 13: Preparation of compounds 112 to 125
13.1  6-[2-(fert-Butyldimethylsilanyloxymethyl)-3-fluorophenyl]-2-
chlqroimid.azo [1,2-a]pyridine

100 ml of an 85/15 mixture of THF and water are degassed under an argon stream,
and then 5.3 g of the compound prepared in 9.2, 6.07 g of 2-chloro-6-(4,4,5,5,-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 [1,1’-bis(diphenylphosphino)ferrocene]dichloropatladium 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 1s triturated with pentane, recovered by filtration, and then oven-dried

under reduced pressure. 4.74 g of compound are obtained . '"H NMR (CDCI3, & 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

80re S3HHH24HH- 8111 3 H1 H2,4- diFH -
83/ 3 HHH 4- 2,HdiF - 84 3 HH M HHHC
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(s, 1H); 7.45 (s, 1H); 8.3 (s, 1H). M+H =391.
13.2  Process for preparing compounds 112 to 125
13.2.1

0.3 mmol of heteroarylboronic acid is weighed into a reaction tube, 0.36 mmol of
finely pulverized and dried potassium phosphate, 0.5 ml of degassed anhydrous ethanol and
0.18 mmol of the compound obtained in 13.1, in solution in 2 ml of toluene, are successively
added thereto, and the tube is then flushed with argon. 1 mi of the solution prepared in 12.1
is then added. The tube is closed and stirred for 16 h at 75°C. 0.5 ml of solution prepared in

12.2.1 is again added and the heating is sustained for 10 h. The cooled solution is diluted

- with 5ml of ethyl acetate, 100 mg of silica-propanethiol (Bidtage SiQThiol) are added

thereto, and the mixture is stirred for 4 h at ambient temperature. The solid is separated by
filtration and washed with 2x2 ml of THF. The filtrate is evaporated to dryness and the
residue is used as it is for the subsequent stage.
13.2.2 '

In a reaction tube, the compound obtained in 13.2.1, 0.36 mmbl of caestum fluoride
in solution in 3 m] of methanol and 21 pl of acetic acid are mixed. The solution is stirred for
16 hours at ambient temperature, and the solvents are then evaporated off. The residue is

purified by HPLC, elution being carried out with an acetonitrile/water mixture.

Example 14: Preparation of compounds 126 to 137
14.1  6-[3-(tert-Butyldimethylsilanyloxymethyl)-2,4-difluorophenyij-2- -
chioroimidazo{l,2-ajpyridine

100 ml of an 85/15 mixture of THF and water are degassed under an argon sfream
and then 5.3 g of the compound prepared in 10.2, 6.07 g of 2-chloro-6-(4,4,5,5-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 [1,1’-bis(diphenyiphosphino)ferrocene]dichloropalladium are
added. Thé 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 énd 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 1s 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 (DMSO0-d6, & in ppm):
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0.0 (s, 6H); 0.8 (s, 9H); 4.7 (s, 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.
14.2  Preparation of compounds 126 to 137
14.2.1
5 By carrying out the process as described in 13.2.1, and starting from 0.3 mmol of
heteroarylboronic acid and 0.18 mmol of the compound prepared in 14.1, the crude
compound, used as it is for the subsequent stage, is obtained.
14.2.2
By carrying out the process as described in 13.2.2, and starting from the compound
10 obtainédr in 14.2.1, the ekpected compound is obtained, said compound being purified by

HPLC, elution being carried out with an acetonitrile/water mixture.

Table 2 hereinafier illustrates the chemical structures of general formula (I); Table 3
hereinafter illustrates the physicochemical characteristics of some examples of compounds

according to the invention. In these tables:

R3 R2

15 - the “Pos.” column indicates the position of substitution of the group R0 on the

phenyl nucleus;

[ {31

- in the “salt/base” columm, represents a compound in free base form, whereas “HCI”
or “‘oxalate” represents, respectively, a compound in hydrochloride or oxalate form, and

the ratio between parentheses is the (acid:base) ratio;

20 - in Table 3, the “Mp” column indicates the melting points of the products in degrees
Celsius (°C) or, when the products have been isolated in the form of an amorphous solid

or of an oil, they are characterized by their mass [M+H];

- “Ph” means phenyl; “Cl” means chlorine; “F” means fluorine; “Me” means methyl;
Y

“MeO” means methoxy; “(F,CH)O” means difluoromethoxy; “+-Bu” means tert-butyl;

25 - 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-a]pyridine nucleus;

- N.D. means not determined;
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Table 3
Ex | Mpor NMR 'H NMR spectrum (DMSO-d6, 8 in ppm)
[M+H]
1 | 176-178 (2.8 (s, 3H); 4.6 (d, 2H); 5.3 (t, 1H); 7.4 (d, 1H); 7.5 (t, 1H); from 7.6 to
7.75 (m, 4H); 8.3 (s, 1H); 8.9 (s, 1H); 5.0 (s, 1H).

N2 HHH
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Ex | Mpor NMR 'H NMR spectrum (DMSO-d6, § in ppm)
[M-+H]

2| 325330 [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 (1, 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 (1, 3H):
9.15 (s, 1H); 9.4 (s, 1H).

4 | 201203 |4.6 (d, 2H); 5.25 (1, 1H); 7.4 (d, 1H); 7.5 (¢, 1H); from 7.55 to 7.75 (m,
 |4H); 8.1 (5, 1H); 8.35 (s, 1H); 8.95 (s, 1H); 9.25 (s, LH).

5 279-281 14.65 (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); 9.6 (s, 1H).

6 | 264-266 |4.65 (s, 2H); 6.15 (s, 2H); 7.15 (d, 1H); 7.45 (4, 1H); 7.55 (¢, 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, 1H); 7.55 (t, 1H); 7.65 (d, 1H); 7.75 (s, 1H); from
7.85 to 8.0 (m, 2H); 8.05 (m, 1H); from 8.75 to 8.9 (m, 3H); 9.2 (s, 1H);
9.4 (s, IH).

8 | 270272 |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 2.5 (mn, 2H); 3.0 (;, 2H); 4.65 (5, 2H); 7.05 (4, 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, LTH);
R.2 (d, 1H); 8.65 (s, 1H); 9.2 (s, 1H).

10 | 277279 |1.3 (s, 9H); from 3.25 to 3.35 (m, 2H); 4.5 (s, 2H); 4.9 (¢, 2H); from 7.3
to 7.4 (m, 2H); 7.5 (¢, 1H); from755to770(m 4H); 8.1 (s, 1H); 8.45
(s, 1H); 9.0 (s, 1H).

11 | 340-345 14.65 (s, 2H); 7.35 (d, 1H); 7.45 (d, 1H); 7.55 (t, 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).
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Ex | Mpor NMR 'H NMR spectrum (DMSO-dé, 8 in ppm)
[M+H] '

12 | 205-208 |4.45 (s, 2H); 7.1 (m, 1H); 7.4 (m, 1H); 7.45 (t, IH); 7.5 {t, 1H); 7.65 (d,
1H); from 7.9 to 8.0 (m, 3H); 8.45 (s, 1H); 8.55 (s, 1H); 8.95 (s, 1H).

13 | 239-240 |3.3 (m, 2H); 4.6 (d, 2H); 4.8 {t, 2H); 5.25 (t, 1H); from 7.35 to 7.45 (m,
2H); 7.5 (1, 1H); from 7.55 to 7.7 (m, 4H); 8.1 (s, 1H); 8.45 (s, 1H); 9.0
(s, 1H).

14§ 232-236 14.65 (s, 2H); 7.25 (d, 1H); 7.4 (m, 1H); 7.5 (t, 1H); 7.65 (m, 2H); 7.75

|(s, TH); 7.85 (d, 1H); 7.95 (d, 1H); 8.5 (s, 1H); 9.05 (s, 1H).

15 | 280-285 |3.2 (s, 6H); 4.6 (s, 2H); 7.15 (m, 1H); 7.45 {d, 1H); 7.55 (t, 1H); 7.65 (d,
1H); 7.75 (s, 1H): 8.0 (d, 1H); 8.15 (m, 1H); 8.35 (m, 1H); 8.7 (s, 1H);
8.8 (s, 1H); 9.20 (s, 1H). '

16 | 285-290 |4.65 (s, 2H); 6.9 (m, 1H); 7.35 (t, 1H); 7.45 (d, 1H); 7.55 (1, 1H); from
7.65 to 7.75 (m, 4H); 7.8 (s, 1H); 8.05 (d, 1H); 8.25 (d, 1H); 8.9 (s, 1H);
9.25 (s, 1H); 11.65 (s, 1H). '

17 | 375-380 |4.65 (s, 2H); 7.15 (d, 1H); 7.45 (d, 1H); 7.55 (t, 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, 1H).

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 (¢, 1H); 7.4 (d, 1H); 7.5 (1, 1H); 7.65 (4, 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, 1ID); 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 | 285-287 (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, 1H); from 7.15 t0 7.75 (m, 11H); 8.40 (s, 1H); 8.9 (¢,
1H).

/
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Ex | Mpor NMR 'H NMR spectrum (DMSQ-d6, & in ppm)
[M+H)]

23 | 150-152 |4.6 (d, 2H); 5.25 (t, 1H); from 7.25 to 7.75 (m, 9H); 8.2 (m, 1H); 8.45 (s,
LH); 8.5 (s, 1H); 8.9 (t, 1H).

24 | 178-180 }4.55 (4, 2H); 5.2 (t, 1H); from 7.3 to 7.5 (m, 4H); from 7.55 to 7.75 (m,
5H); 8.2 (m, 1H); 8.45 (s, 1H); 8.5 (s, 1H), 8.9 (m, 1H).

25 | 208-210 14.6 (d, 2H); 5.25 (t, 1H); from 7.25 to 7.4 (m, 2H); 7.45 (¢, 1H); from 7.5
to 7.7 {m, 4H); 7.85 (t, 1H); 8.1 {d, 1H); 8.5 (s, LH); 8.6 (m, 1H); 8.9 (m,
1H). |

26 | 226228 |4.55 (d, 2H); 5.2 (t, 1H); 7.3 (m, 1H); 7.4 (m, 2H); 7.7 (m, 4H); 7.85 (1,
1H); 8.1 (d, 1H); 8.45 (s, 1H); 8.6 (m, 1H); 8.95 (s, 1H).

27 | 162-164 |4.6 (d, 2H); 5.25 (t, 1H); 7.1 (m, 1H); from 7.25 to 7.65 (mn, 8H); 8.25 (s,
1H); 8.85 (¢, 1H).

28 81-83  |3.25 (s, 3H); 3.55 (m, 4H); 4.55 (s, 2H); from 7.2 to 7.4 (m, 4H); 7.5 (¢,
1H); from 7.68 to 7.75 (m, 6H); 8.4 (s, 1H); 8.95 (, 1H).

29 126-128 |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).

30 | 173-175 |4.6 (d, 2H); 5.2 (1, 1H); 7.3 (d, 1H); 7.45 (t, IH); from 7.5 to 7.65 (m,
6H); 7.9 (m, 1H); 8.25 (s, 1H); 8.85 (t, 1H). .

31 | 279-283 |2.85 (s, 3H); 4.65 (s, 2H); 7.35 (mm, 1H); 7.45 (d, 1H); 7.55 (t, 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 (¢, 1H); 7.45 (d, 1H); from
7.55 to 7.65 (m, 2H); from 7.75 to 7.9 (m, 3H); 7.95 (4, 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);

19.25 (s, 1H); 11.6 (s, 1H).

133 3
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Ex | Mpor NMR "H NMR spectrum (DMSO-d6, & in ppm)
[MA+H]

34 | 204-208 (14 (t, 3H); 4.45 (q, 2H) , 4.65 (s, 2H}); 7.45 (d, 1H); 7.55(t, 1H); 7.65 (4,
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 7.55 (i, 3H); 7.65 (d, 1H); 7.8 (t, 1H); 7.95 (m, 2H);
8.0 (d, 1H); 8.2 (m, 2H); 9.0 (m, 2H); 9.2 (s, 1H); 9.65 (s, 1H).

36 | 244-248 |4.6 (s, 2H); 7.4 (d, 1H); 7.5 (4, 1H); 7.65 (& 1H); 7.75 (s, 1H); 7.9 (4,
1H); 7.95 (d, 1H); 8.05 (m, 1H); 8.15 (s, 1H); 8.55 (d, 1H); 8.85 (s, 1H);
9.05 (s, 1H).

37 | 220224 |46 (s, 2H); 7.4 (d, 1H); 7.45 10 7.65 (m, 4H); 7.75 (s, 1H); 7.8 (m, 2H);
8.1 (d, IH); 8.2 (d, 1H); 8.75 (s, 1H); 9.05 (s, IH).

38 | 261-263 |4.65 (s, 2H); 7.4 to 7.5 (m, 3H); 7.55 (¢, 1H); 7.65 (d, 1H); 7.75 (s, IH);
7.9 (d, 1H); 7.95 (d, 1H); 8.05 to 8.15 (m, 3H); 8.65 (s, 1H); 9.1 (s, IH). |

39 | 277279 |4.6 (s, 2H); 7.4 (4, 1H); 7.45 (¢, 1H); 7.55 (d, 1H);7.65 (d, LH); 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 (t, 2H); from 4.6 to 4.7 (m, 4H); 7.0 (d, 1H); 7.5 (4, 1H); 7.55 (,
1H); 7.7 (d, 1H); 7.75 (s, 1H); 7.85 (d, 1H); 7.95 (s, 1H); 8.0 (d, 1H); 8.2
(d, 1H); 8.6 (s, 1H); 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 (t, 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);
8.95 (s, 1H).




135 (F3 HHHZ2d,i4F- H 4. .~"~KL(N F 136 * wi 3 HHH

2,4- diFH- 137 3 HHH 4- 2,HiF NI
WO 2009/144395 PCT/FR2609/000303
65
Ex | Mpor NMR '"H NMR spectrum (DMSO-d6, § in ppm)
[M-+H] '

45 | 178-180 |4.65 (d, 2H); 5.3 (¢, 1H); 7.2 (s, 1H); 7.4 (d, 1H); 7.5 (¢, 1H); 7.65 (d,
1H); 7.75 (m, 4H); 8.65 (s, 1H); 9.05 (s, 1FD).

46 | 277-279 |2.5 (s, 3H); 4.45 (d, 2H); 5.3 (t, 1H); 6.75 (s, 1H); 7.3 (m, 2H); 7.5 (m,
2H); 7.75 (d, 1H); 8.5 (s, LH); 8.75 (s, 1H). -

47 | 203-204 |1.55 (s, 6H); 5.1 (s, 1H); 6.45 (s, IH); from 7.4 to 7.75 (m, 8H).; 7.85 (s,
1H); 8.05 (s, 1H); 8.4 (s, 1H); 8.85 (s, 1H); 11.2 (s, LH).

48 [3491 |1.5 (s, 6H); 2.8 (s, 3H); 5.1 (s, 1H); 7.2 (d, 1H); 7.45 (t, 1H); 7.55 (4,
2H); from 7.6 to 7.7 (m, 4H); 7.835 (s, 1H); 8.55 (s, 1H).

49 [335F |1.5 (s, 6H); 5.1 (s, 1H); 7.45 (t, 1H); from 7.5 to 7.55 (m, 2H); from 7.6
to 7.7 (m, 4H); 7.8 (s, 1H); 7.95 (d, 1H); 8.3 (s, 1H); 8.9 (s, 1H).

50 | [330] |1.5(s, 6HD); 5.1 (s, 1H); from 7.3 to 7.35 (m, 1H); 7.45 ¢, 1H); 7.5 (d,
1H); 7.55 (d, 1H); 7.65 (d, 1H); 7.7 (d, 1H); 7.8 (s, 1H); 7.9 (¢, 11D); 8.15
(d, 1H); 8.55 (s, 1H); 8.65 (d, 1H); 9.0 (s, IH).

51 [369] 1.5 (s, 6H); 5.1 (s, 1H); 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] |1.5 (s, 6H); 5.15 (s, 1H); from 7.25 to 7.4 (m, 3H); 7.45 (t, 1H); 7.5 (d,
1H); 7.55 (d, IH), from 7.65 to 7.75 (m, 4H); 7.85 (s, 1H); 8.45 (s, 1H)
8.95 (s, IH).

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, LH); 8.3 (s, LH); 8.85 (s, 1H).

54 [369] |L.5 (s, 6H); 5.1 (s, 1H); from 7.4 to 7.45 (m, 3H); 7.5 (d, 1H); 7.55 (d,
1H); from 7.65 to 7.75 (i, 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
(s, 1H).




0 Table 3 Ex Mp or [ MtH NVRLH NWVR spectrum (DVBO-d6, 8 in
ppm 176-178 2.8 (s, 3H); 4.6 (d, 2H); 5.3 (t, 1H; 7.4 (d, 1H; 7.5 (t,
1H); from7.6 to 7.75 (m 4H); 8.3 (s, 1H); 8.9 (s, 1H); 9.0 (s, 1H). 61
Ex Mp or [ MtH NVRI HNMR spectrum (DVSO- d6, Sin ppm 325-330 4.6 (s, 2H);
7.4 (d, 1Hwo Fo@/aseslH); 7.65 (d, 111); 7.75 (s, 1H);P@TAR2600/00038411);
8.55 (d, 2H); 8.85 (d, 2H); 9.05 (m Zgg. 3 220-222 1.3 (s, 9H); 4.5 (s,
2H); 7.45 (d, 1H); 7.55 (t, 1H); from" 65 to 7.75 (m 2H); from7.85 to
8.0 (in, 2H); 8.05 (d, 111); from8.75 to 8.90 (in, 3H);

Ex { Mpor NMR 'H NMR spectrum (DMSO-d6, 8 in ppm)
[M-+H]

56 [385] |1.5 (s, 6H); 5.15 (s, 1H); from 7.35 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}); from 7.85 to 7.9 (m, 2H); 8.0
(d, 1H); 8.55 (s, 1H); 8.9 (s, 1H).

57 {383} 11.5(s, 6H); 4.35 (s, 31—1); 5.15 (s, 1H); from 7.25 to 7.35 (m, 2H); 7.45 (&,
1H); 7.5 (d, 1H); 7.6 (d, 1H); from 7.65 to 7.75 (m, 3H); 7.8 (d, 1H);
7.85 (s, 1H); 8.7 (s, 1H), 9.05 (s, 1H).

58 [371] [1.5 (s, 6H); from 3.2 to 3.3 (m, 2H); from 4.55 to 4.6 (m, 2H); 5.1 (s,
1H); 6.85 (d, 1H); from 7.4 to 7.55 (m, 4H); 7.6 (d, 1H); 7.7 (d, 1H); 7.8
(s, 1H); 7.85 (s, 1H); 8.3 (s, 1H); 8.85 (s, 1H).

59 | [319] |1.5(s, 6H); 5.15 (s, 111); 6.6 (d, 1H); 6.85 (d, 1H); 7.4 (t, 1H); from 7.45
| © lto 7.55 (m, 2H); 7.65 (m, 2H); 7.75 (s, 1H); 7.8 (s, 1H); 8.2 (s, 1H); 8.9
(s, 1H).

60 [369] |1.5 (s, 6H); 5.15 (s, 1H); 7.05 (s, 1H); 7.45 {t, 1H);.7.5 (d, 1H); 7.55 (d,
1H); 7.6 (d, 1H); from 7.6 to 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, L1H).

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,
2H); 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 | 1336] |1.5(s, 6H): 5.15 (s, 1H); 7.45 (t, 1H); from 7.45 o 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, LH).

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, 1EH); 9.15 (s, 1H); 14.0 (s, 1H).

64 | 190-195 |1.55 (s, 6H); 7.4 (t, LH); 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).




9.15 (s, 111); 9.4 (s, 111). 4 201-203 4.6 (d, 2

H; 5.25 (t, 1H); 7.4 (d,
1H); 7.5 (t, 111); from7.55 to 7.75 (n, 4H); 8.1
A

5.
(s, 1H); 8.35 (s, 1H);
8.95 (s, 1H); 9.25 (s, 1H). 5 279-281 4.65 (s, 2H); 7.45 (d, 1H): 7.55 (t,
1H; 7.7 (d, 1H; 7.8 (m 2E1); 7.95 (m 1H); 8.0 (

8.2 (m 210 280981489, Hi ); 9.15 (s, 111) 9 2 (s, IHT/F2E0YGN030311). 6
264-266 4.65 (s, 2H); 6.15 (s, 2H); 7.15 (d, 7.45 (d, 1H); 7.55 (t,
111); 7.6 (d, 1H); 7.7 (m 2H; 7. 75(s, 1H) 80(d 111); 8.2 (d 1H) ;
8.65 (s, 1H): 9.2 (s, 1H). 7 260-265 4.65 (s, 211); 7.45 (d, 114); 7.55
(t, 114): 7654111} 7. 75 (s 111} : from— 7 85 to 8-0—f{m 211y 8.05
(m 1H); fran 8. ¥pdo0 8.9 (m MIHM5§;&méPdDMso@641ﬁ§pm)lll) 8 70 272
4.65 (s, 214);|6.6 (s,| 1H: 7.45 (d, 111); from7.5 to 7.6 (m 2H);|7.65
(d, 1H:| 7.7/ (¥ HH)|: from7.75 to 7.85 (m 2H): 8.05 (d, 1H): 8.2 (d,
114); 8. s IH).: §.65 (s, TIH); .5 (s, T11). 9 340-345
2.55 (m 2116}5; 3l 5@t,4éi!1<§ ZHas%%(f(éH)fwfﬁ’f%%Ys?% %ji)afmmﬂ%?%?m H) :
7.55  (t,|114); 7.65 i 5 .77 95f t ny7 H] 8.0
ORPTPS F FP éﬁ) ﬁ%ﬁp75t?)7§(|5\§13111ﬁ)795(59[1ﬂ&h7838(]s ﬁ{; 8795? glqu)Z o

from 3.25 1q;3) 333407 Zb,% (s, 385 {55 (szfﬁ)r 97 44 10 723154(}n, 315,057 2H);7.7
(d, 1H); 7.9 (t, 1H); 8.25 (d, 1H); 8.5 (s, 1H); 8.65 (s, 1H); 8.75 (s, 1H).

m 111); 8.1 (m -1H);

,_

68 [325] |4.45(d, 2H); 5.3 (t, 1H); 7.15 (m, 1H); from 7.2 to 7.3 {m, 2H); from 7.4
to 7.5 (m, 2H); from 7.5 to 7.6 (m, 2H); 7.65 (d, 1H); 8.3 (s, 1H); 8.65
(s, 1H).

69 | [376] [4.45(d, 2H); 5.3 (t, 1F); from 7.25 to 7.35 (m, 2H); from 7.45 10 7.5 (m,
2H); from 7.5 to 7.6 (m, 2H); 7.75 (d, 1H); 8.05 (d, 1H); 8.15 (d, 1H);
8.7 (s, 1H); 8.75 (s, 1H).

76 | [375] |4.45 (4, 2H); 5.3 (1, 1H); from 7.25 to 7.4 (m, 4H); from 7.45 to 7.5 (m,
2H); 7.7 (d, 1H); 7.85 (d, 1H); 7.9 (s, 1H); 8.0 (d, 1H); 8.5 (s, 1H); 8.7
(s, 1H).

71 [361] [3.25 (t, 219); 4.45 (d, 2H); 4.55 (t, 2H); 5.3 (1, 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, 1H).

72 | [359] |4.45 (d, 2H); 5.3 (¢, 1H); 7.05 (s, 1H); 7.3 (m, 2H); from 7.4 to 7.5 (m,
2H); 7.65 (4, 2H); 7.95 (d, 1H); 8.05 (s, 1H); 8.3 (s, 1H); 8.45 (s, 1H);
8.65 (s, 1H).

73 [375] 14.45(d, 2H); 5.35 (t, 1H); 7.3 (m, 2H); from 7.4to 7.5 (m, ZH); 7.55 (4,
1H); 7.65 (d, 1H); 7.8 (d, 1H); 8.0 (d, 1H); 8.05 (d, 1H); 8.5 (s, 1H);
8.55 (s, 1H); 8.7 (s, 1H).

74 | [326] |4.45 (d, 2H); 5.3 (t, 1H); from 7.25 to 7.35 (m, 2H); from 7.45 to 7.55
(m, 2H); 7.7 (d, 1H); 7.75 (s, 1ED); 7.95 (s, 1H); 8.5 (s, 1H); 8.75 (s, 1H).

75 [357] 12.75 (s, 3H), 4.6 (d, 2H); 5.35 (t, IH); 7.2 (d, 1H); 7.25 (t, 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 (t, 1H); 7.4 (d, 1H); from 7.55 to 7.65 (m,
4H); 7.95 (s, 1H); 8.35 (s, 1H); 8.75 (s, 1H).




to 7.4 (m 2H); 7.5 (t, 1H); from7.55 to 7.70 (m 4H); 8.1 (s, 1H); 8.45
(s, 1H; 9.0 (s, 111). 11 340-345 4.65 (s, 2H); 7.35 (d, 1H); 7.45 (d, 1H);
7.55 (t, 1H); 7.65 (d, 1H); 7.75 (s, 1H); 7.85 (d, 1H); from7.9 to 8.0
~(m 2H); 8.15(d, 1H); 8.65 (s, 1H); 9.15 (s, 1H; 12.0 (s, 111). 62 Ex
Mo or [ Mt1wld 2bbdRi443d5s NMR spectrum (DMBO-d6, 8 in ppn)Pé?/FE&ﬁﬂ@@&:f,és% (s,
2H); 7.1 (m 1H); 7.4 (m 1H); 7.45 (t, 1H); 7.5 (t, 1H); 5 (d 1H);
from7.9 to 8.0 (m 3H); 8.45 (s, 1H); %55(3 1H); 895(5 1H) 13
239-240 3.3 (m 2H); 4.6 (d, 2H); 4.8 (t, 2H); 5.25 (t, 1H) from7.35 to
7.45 (m 2H); 7.5 (t, 1H); from? 55 to0 7.7 (m 4H); 1 (s, lH) 8. 45

(s, 1H: 9 ( . 14 232.236 d 1 m 1H);
7.5 (t. 1H QE"7 6@41)(#1_0 oH): 7. Mﬁ%’gmﬁfg@’(@%ﬁ@mm@% (d IH); 8.5
(s, 1H); 9 05 S{MiHj . 15 280-285 3.2 (s, 6H) 4.6 (s 2H) 7. 15 (m| 1H);
7.45 (d, 1H) I 155 (t, J.ﬂ ; +—65 (d, J.ﬂ}; 7~ lu\a, J.ﬂ), 86 \u, TH) ; 8.15
(m 1H); 8 | 33811146 (& 2H)( $.35 IH)LH); 7.85 8, (18); 7BE)(m, IHPA.A55(d, 1Hi);.7.616

1y from 7.8 to' 7. B Uk 504 iy e Shin Mo Ry

9 (s, 1H); [9.25 (shiukiss G165 (s, 111). ’

78 [377] 4.6 (d, 2H); 5.35 (t, 1H); 7.15 (s, 1H); 7.25 (t, 1H); from 7.4 to 7.45 (m,
2H); from 7.55 to 7.65 (m, 2H); 8.35 (s, 1H); 8.75 (s, 1H).

79 | [377] |4.6 (d, 2H); 5.35 (t, 1H); from 7.2 to 7.3 (m, 2H); 7.35 (m, 2H); 7.5 (d,
1H); from 7.6 to 7.75 (m, 4H); 8.5 (s, 1H); 8.85 (s, 1H).

80 {3431 |4.6 (s, 2H); 5.35 (s, 1H); 7.15 (4, 1H); 7.35 (t, 1H); 7.45 (d, 1H); 7.55
- (m, 2H); from 7.6 to 7.7 (m, 2H); 8.35 (s, 1H); 8.75 (s, [H).

81 {377} |4.6 (d, ZH); 5.35 (t, 1H); 7.25 (t, 1H); from 7.4 to 7.5 (m, 3H); from 7.6
to 7.75 (m, 3H); 8.25 (m, 1H); §.55 (d, 2H); 8.8 (s, 1H).

82 | [394] (4.6 (d, 2H); 5.35 (t, 1H); 7.25 (t, LH); 7.45 (t, 1H); 7.55 (m, 2H); 7.65
(m, 1H); 7.8 (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); 4.5 (s, 2H); 6.55 (s, 1H); from 7.45 to 7.8 (m,
TH); 8.0 (d, 1H); 8.25 (m, 2E); 8.7 (s, 1H); 9.25 (s, 1H).

85 | 8892 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 (1, 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).

38 4.43 (d, 2H); 5.30 (t, 1H); 7.18 (s, 1H); 7.30 (1, 2H); 7.46 (m, 3H); 7.65
[359]  \(d, 1H); 8.39 (s, 1H); 8.68 (s, 1H).




17 375-380 4.65

(s, 2H); 7.15 (d, 1H); 7.45 (d, 1H); 7.55 (t, IH; 7.65 (d,
1H); 7.75 (s, 1
8.6 (s, 1H);

H; 7.9 (d, 1H); 8.0 (d, 1H); 8.35 (m 2H); 8.5 (m 1H);

.7 (s, 1H); 9.15 (s, 1H). 18 250-254 4.65 (s, 2H); 7.1 (m
111); 7.25 (m H), from7.4to 7.6 (m 3H),; 7.65 (in, 2H); 7.8 (s, IH;
7.95 (d, 1K) 2809k ﬂmé@b 1H); 8.6 (s, 1H); 9.35 (s, 1H);pcrAR2bbheuzedH) . 19
340-345 4.6 (s, 2H); 7.05 (t, 1H); 7.4 (d, 1H); 7.5 (t, 1H); 7.65 (d, 1H;
7.7 (s, 1H; 7.8 (m 2H); 8.05 (d, IPy; 8.55 (d, 1H); 8.7 (s, 1H); 9.05

8
(s, 1H). 20 380-385 4.65 (s, 2H); 6.65 (d, 1H); 7.45 (d, 1H); 7.55 (t, 1H);
(

0-

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 q%x( 8.95 (Syaitdin: 4205 (s 1H). 21
285-287 4.6 (4d, ;"5 25 (t, I?.Iﬂ)ﬁ;ﬁrom%‘f"%ﬁl{“o(bwsi%a%’ﬁﬁféﬁ&; 7.95 (in,
2H) ; 85(5, LAIHB. (95 (t, 1H). 22 144- 14646(d 2H); 5.25 (t, 1H);
from7.15 17 (i"l" 11ﬂ); o 40—S; |n), 89 J.n). OQ_EKW}J or

[M1-11] NVRY FI NVR 3sp@mﬂ:‘ar(aurmﬂoﬂ\.ﬁmcwﬂ) B33 (. 57 4R 3B, 753 (d 16D{ 70| 2H)

5.25 (t, 1E1): |f rjese)7. 2 (m 111); 8.45 (s, 111); 8.5

(s, 111): 8.9 t,[ 1&1).%1542}%7%4@0@%35%&& 5.2 (t. 111);(from ’)3 to
(0]

7.5 (m 4Hy g fnom 759,49 AR S ¢ 1H); 7.30 (o, 2H); 7.41 (m, 2H); 7.48 (m, 2H);

(3591 1770 (m, 251); 8.25 (d, 1H); 8.54 (m, 2H); 8.72 (s, 1H).

91 435 (s, 3H); 4.47 (4, 2H); 5.31 (1, LH); 7.28 (m, 4H); 7.49 (m, 1H); 7.55
(3731 \a, 1H); 7.65 (dd 2H); 7.78 (d, 1E); 8.66 (s, 1H); 8.78 (s, 1H).

92  |4.45 (d, 2H); 5.30 (t, 1H); 6.63 (s, 1H); 6.88 (s, 1H); 7.29 (m, 2H); 7.47
[3091 L o), 7.62 (4, 1H); 7.78 (s, 1H); 8.23 (s, 1EH): 8.69 (s, 1H).

93 4.61 (d, 2H); 5.34 (1, 1H); 7.25 (t, 1H); 7.40 (m, 2H); 7.48 (d, 1H); 7.65
1393]

(m, 1H); 7.72 (d, 1H); 7.88 (d, 1H); 7.91 (s, 1H); 8.00 (d, 1H); 8.52 (s,
1H}); 8.81 (s, 1H).

04 4.35 (s, 3H); 4.62 (d, 2H); 5.32 (t, 1H); 7.29 (m, 3H); 7.53 (d, 1H); 7.67
B9\ 3E0); 7.82 (d, 1H); 8.70 (s, 1H); 8.94 (s, 1H).
95 3.25 (¢, 2H); 4.58 (m, 4H); 5.34 (1, 1H); 6.83 (d, 1H): 7.25 (¢, 1H); 7.40
3791 \a, 150); 7.62 (m, 2H); 7.74 (d, 1H); 7.86 (s, 1H); 8.30 (s, 1H); 8.74 (s,
1H).
9 - 4.60 (d, 2H); 5.33 (t, 1H); 6.62 (s, 1H): 6.88 (s, 1H): 7.25 (t, 1H); 7.42
[327)\¢d, 151); 7.63 (m, 2H); 7.79 (s, 1H); 8.24 (s, 1H); 8.80 (s, 1H).
97 4.62 (d, 2H); 5.35 (¢, 1H); 7.05 (s, 1H); 7.25 t, 1H); 7.41 (d, 1H); 7.68
3773\, 3H); 7.97 (d, 1H); 8.05 (s, 1H); 8.30 (s, 1H); 8.47 (s, 1H): 8.78 (s,
1),
98 461 (d, 2H); 5.34 (¢, 1H); 7.25 (t, 1H); 7.43 (d, 1H); 7.57 (d, 1H); 7.64
[393]

(m, 1H); 7.72 (d, 1H); 7.81 (d, 1H); 7.99 (d, 1H); 8.08 (d, 1H); 8.52 (4,
2H); 8.79 (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 7.55 to 7.7 (m, 6H); 8.05 (s, 1H); 8.35 (s, 1H);|
18.9 (s, 1H); 11.15 (s, 1H).




5H); 8.2 (m 1H); 8.45 (s, 111); 8.5 (s, 1H , 8.9 (m 1H). 25 208-210 4.6
(d, 2H); 5.25 (t, 1H); from7.25to 7.4 (m 2H); 7.45 (t, 111); from7.5
to 7.7 (m 411); 7.85 (t, 1H); 8.1 (d, 111); 8.5 (s, 111); 8.6 (m 111);
8.9 (m  111). 26 226-228 4.55 (d, 2H): 5.2 (t, 111); 7.3 (m 111); 7.4
(m 2H); 7woGomn443dy; 7.85 (t, 111); 8.1 (d, 111); P@Tﬁﬁv@ﬁwomnsB 6 (m
1H); 8.95 (s, 1E1). 27 162-164 4.6 (d, 211): 5.25 (t, 1H; 7.1 (m 111);
from7.25 to 7.65 (m 8H); 8.25 (s, i ; 8.85 (t, 1H). 28 81-83 3.25 (s,
3H); 3.55 (m 4H); 4.55 (s, 2H); from7.2 to 7.4 (n, 4H); 7.5 (t, 1H);
from7.68 to . 7.75 (m 611); 8.4 (s, 1H); 8.95 (t, 1H). 29 126-128 3.25 (s,
3H); 3.55 AH\: 4,55 (s, 7 7.7 (m | 8H);:
8.3 (s, 1H ?E"s.gélp(‘:’l", 111) . 3%%@@1%13%‘]“?%’}@%@%52‘%? b 1E1); 7.3 (d,
1H); 7.45 114Hfrom 7.5 to 7.65 (n,  611): 7.9 (m 111): 8. 25|(s,
1H); 8.85 4 —34-279-283—2-85+(s—3H+—4-65 (s, 24 H—F-35-(m{ 111);

t,
7.45 (d, 1153»9 726210t |1.58 14 6H); 5. B, 1H)A7.41 1) 18785 (iyBH)2L13 (m,@HY; 188 1H) :

8.95 (d, 1H): 8.15 (d,|.1H): 258 3.75 (s, 311): 4.65
(s, 2I(—|); 74)2 (1, 11(1); (“?:%{)é?-??%éﬁ);?:7ﬁs’%ﬁ?; 51@1%f’iPﬁrom 7\53; to7? 65 (m
2H); from . (o \'8sh7 b @5H) s 4s @2 %7 3358 187 220 Ps (. 3m); 7.75 10 7.9

(m, 3H); 8.55 (d, 1H); 8.8 (m, 2H),

[368] |1.5 (s, 6H); 5.15 (s, 1H); 6.5 (m, 1H); 7.5 (m, 7H); 7.72 (d, 1H); 7.8 (s,
| 1H; 8.19 (s, 1H); 8.32 (s, 1H); 8.85 (s, LH); 11.2 (s, 1H).

102

[368] |[1.5 (s, 6H); 5.15 (s, 1H); 6.4 (m, 1H); 7.0 (m, 1H); 7.05 (m, 2H); 7.2 (m,|
103 IHY; 7.35 (m, 1H); 7.5 (m, 3H); 7.75 (m, 1H); 7.85 (s, 1H); 8.6 (s, 1H);
8.95 (s, 1H); 11.0 (s, 1H).

[360] |1.5 (s, 6H) , 4.1 (s, 3H) , 5.1 (s, 1H), 7.15 (m, 1 H) , 7.45 (m, 1H) , 7.55
104 " (m, 2HD), 7.7 (s, 2H) , 7.8 (s, 1H) , 8.2 (d, 1T1), 8.55 (s, 1H), 8.6 (d, 1H)
,9.0 (s, 1H)

[346] 1.5 (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] |1.5 (s, 6H), 3.85 (s, 3H) , 5.1 (s, LE), 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] 1.5 (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 (my, 1H); 9.0 (m, 1H); 9.05 (s, 1H);
9.35 (d, 1H).

08 [380] |1.5 (s, 6H); 5.15 (s, 1H); 7.6 (m, 3H); 7.85 (m, 4H); 8.2 (m, 2H); 8.5 (s,

0 _

- 1H); 8.6 (d, 1H); 8.8 (d, 1H), 9.0 (s, 1H); 9.4 (s, 1H).
0o [357] |1.5 (s, 6H), 5.1 (s, 1), 7.45 (t, 1H), 7.55 (d, 1H) , 7.6 (d, 1H) , 7.7 (s,

2H) , 7.75 (m, 1H) , 7.8 (m, 21) , 8.75 (s, 1H) , 8.95 (s, 1H)

[366] [0.95 (d, 6H), 1.5 (m, 7TH), 1.7 (m, 2H) , 4.2 (¢, 2H), 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,
1), 8.25 (s, 1H), 8.9 (s, 1H)




111); 8.25 (d, 111); 9.0 (s, 1H); 11.95 (s, 1H); 14.55 (m 1H). 33 251-254
4.65 (s, 2H); 6.55 (s, 111): 7.45 (d, 111); 7.55 (m 2H); 7.65 (d, 111);
7.7 (d, 1H; 7.75 (m 211); 8.0 (d, 111): 8.1 (s, 111): 8.25 (d, 1H): 8.7
(s, 111); 9.25 (s, 111); 11.6 (s, 111). 64 Ex M or [M11] NVR HNMVR
spect rum ( BVBQodei44895n ppm) 34 204-208 1.4 (t, 3H); 4?&@/161&003%03034 65
(s, 2H); 7.45 (d, 1H); 7.55(t, 1H); 7.65 (d, 1H); 7.7 795 (d,
1H):8.05 (d, 1H): 8.65 (s, 1H): 9.2 (s,/11H:  9.25 (s, 2H) 35 290 294 4.5
(s, 2H); 7.4 to 7.55 (n, 3H); 7.65 (d, 1H) 7.8 (t, 1H); 7.95 (m 2H);

8.0 (d, 11-1);82(m 2H: 9.0 (m 2H): 9.2 (s. 11-1): 9.65 (s, 1H). 36

244-248 4.6 s, 4(d 1 7.75 (4. 1H):
7.9 (d, _u—%: ; 7%595 k%@%{mﬂhﬁﬁpeg@“ﬁ%f%dé’l 1}”’5%) 55 (d, 1H):

8.85 (s, 1H): QM@H](s, 1H) 37 220-224 4.6 (s, 24 7.4 (d, 1. 1.5 to
7. 65 (m 4H) 175 (b J.n), 78 (u; Lﬂ}; 1 (d, J.H\; 82 (d, lH), 8.75

(s, 1H): 9 g’gl(g,pm 130,257 - 363 (4185, .65 (2HFT . 708 (b H], Sé(mn 18H)8.7|7. 55
t, 1H: 7 1 7.95 1H): 8./05 t
g. 15 (H)m 3H) : Sc'.65 (H)s (&ﬁ' égim]]?) %ﬁfzs Z’é’ 397%%&%1)4 6 (g 2H)H) 7.4 (o|,o
. 1
¢

A (m 2} H)l[ES% af&igd s %%95@?65%%}?33%@) 74 TR ] T
112 3H); 7.65 (4, 1H); 7.75 (d 1HY; 8.2 (s, 1H); 8.4 (5, 1H); 8.7 (s, 1H); 11.2
(s, 1H);;

[350] |3.9 (s, 3H); 4.4 (s, 2H); 5.35 (s, 1H); 6.9 (d, 1H, ;7.4 (m, 3H) 7.65 (4,

113
2H ); 8.25 (d, 1H); 8.45 (s 1H); 8.70 (s, 1H ); 8.75 (s, 1H);

114 [338] 14.45 (m, 2H); 5.3 (m, 1H); 7.3 (m, 2H); 7.5 (m, 2H); 7.75 (d, 1H); 8.25
(m, 1H); 8.5 (d, 1H); 8.6 (d, 1H); 8.7 (m, 1H); 8.75 (m, 1H).

s [339] [2.25 (s, 3H); 4.44 (s, 2H); 5.3 (s, 1H); 7.1 (s, 1H); 7.3 (m, 2H); 7.45 (m,
3H); 7.6 (d, 1H); 8.3 (s, 1H); 8.65 (s, 1H).

e [321]  |4.45 (4, 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 (5, I1H); 9.4 (s, 2H).

| 1 [358] |4.45 (m, 2H); 5.25 (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 (5, 1H); 8.7 (s, 1H); 11.2 (s, 1H)."

1o [3501 |4.1 (s, 3H); 4.45 (5, 2H); 5.3 (m, 1H); 7.2 (m, 1H); 7.3 (4, 2H); 7.5 (m,
2H); 7.7 (d, 1H); 8.2 (m, 1H); 8.5 (s, 1H); 8.6 (d, 1H); 8.75 (s, 151).

20 [339] 13.15 (s, 3FL); 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, 1H0); 8.7 (s, 1H).

[372] [3.8 (s, 3H); 4.45 (m, 2H); 5.35 (m, 1H); 6.5 (d, 1H); 7.3 (d, 2H); 7.4 (4,
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, 11D).

[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, 1H);
R.95 (m, 1H); 9.35 (m, 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); 8wl beoo/tklhas 8.7 (s, 1H); 8.95 (s, 1H). 42 274=RFR206093600603 2H);

from4.6 to 4.7 (m 4H); 7.0 (d, 1H); 7.5 (d, 1H); 7.55 (t, 1H); 7.7 (d,
1H) 7.75 (s, 1H); 7.85 (d, 1H); 7.95 (%5, 1H); 8.0 (d, 1H); 8.2  (d, 1H;

8.6 (s, 1H); 82(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 K55 L1Hgp A4 1181- 183 yhB510ehir ;?%Nf 4 %}1 (s, ;7.4
(d, 1H): 7.% t, MH):l 7. 65 (r%ﬂwﬁ i %Iﬁgfgu i 5{@ g%bp 3 1 (s,
1H); 8.35 (s, ll-l)Mﬂ&}.': (s, 1H); 8. 95 (s 1H) 65 Ex I\/p or 1|\/Hr111 NVR .
| FI NMR spectrum(BMSOd6,—S—mppm)—45 178186465 (d; tt5 1H);
7.2 (s, 111%;3 7. 4370, |4.33)s 2H);5.9 ¢, 1H}).3 (00 BD: (45 (m, 2 | 7 91111751—1][ rﬁ254|-|) :
8.65 (s, 11133 19.05 (s ﬁ] 5 211); 5.3 (t,
111); 6.75| (s. |1H: 7./ %@ Sﬁﬁ&%ﬂ 4. 2um, 63 (@3 o (0110
g | S)[445 (m, 2H); 535 (m, THD; 73 (4, 2H; 7.5 (an, 2605 77 (an, 3HD); 875
s, 1H): 8.85 (s, 1H).
[3791 0.9 (4, 6H); 1.5 (m, 1H); 1.7 (m, 2H); 4.2 (t, 2H); 4.4 (s, 2H); 5.25 (s,
125 :
1H); 7.25 (m, 3H); 7.5 (m, 3H); 7.6 (d, 1H); 8.1 (s, 1H); 8.65 (s, 1H).
26 [376]  |4.6 (s, 2H); 5.35 (s, 1H); 6.5 (s, 1H); 7.25 (¢, 1H); 7.4 (s, 1H); 7.45 (m,
H); 7.65 (m, 3H); 8.2 (s, LH); 8.4 (s, 1H); 8.75 (s, 1H); 11.2 (s, 1H).
L | (3681 (39 (s, 3H); 46 (42H); 53 (5 1E1); 69 (& 11D; 72 & 1HD; 7.4 (em, 1ED)
12 .
7.6 (m, 1H); 7.7 (4, 1H); 8.25 (d, 1H); 8.4 (s, 1H); 8.75 (d, 2H).
e | B8T (225 (5 3H): 46 (5, 280); 53 (s, 1HD; 7.1 (5, 1RD; 7.25 G THD; 74 G,
2H); 7.6 (m, 2H); 8.3 (s, 1H); 8.7 (s, 1H).
o | D76 46 (A 28); 5.35 ( 1H); 645 (5, 1ED; 7.25 (e, 1HD; 7.45 (m, 2H); 7.65
2
(m, 4H); 8.05 (s, 1H); 8.45 (s, 1H); 8.75 (s, 1H); 11.2 (s, 1H).
o | D681 (A1 (3D 46 (¢ 280 5.3 €, TS 715 Gm, 1) 725 G, 1H),7.45 (m,
13
| 1H); 7.65 (m, 2H); 8.15 (m, 1H); 8.55 (s, 1H); 8.6 (d, 1H); 8.85 (s, 1H).
[357]  |2.45 (s, 3H); 4.6 (s, 2H); 5.35 (s, 1H); 7.25 (m, 2H); 7.4 (m, 1H); 7.65
131
(m, 2HD); 7.9 (d, 1H); 8.25 (s, 1H); 8.8 (s, 1H).
[300] [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 (s, 1H); 8.45 (s, 1H);
8.8 (s, 1H).
[388] |46 (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, TH); 8.5 (s, 1H); 8.85 (s, 1H); 9.0 (m, 1H);
9.35 (d, 1H).
o | 881|465 2H0; 535 (s, TH) 7.25 (m, 1) 7.7, 4T 8.2 (m, 28D 8.5 6,
13 . '
1H);8.6 (d, 11);8.8 (d 1H); 8:85 (s, 1H); 9.45 (s, LH)




211); 7.75
5.1 (s,
8.05 (s,
611);
2H) ;
611);

7.5 (d,

111) ;
111) ;
2.8 (s,
from 3vé 2oen/vs480{ m 4H);
5.1 (s,
7.7 (m 4H);
[330] 1.5 (s,

(d,

7.

11);

311);

111) ;
6H) ;

1H); 8.

6. 45 (s,

8.4 (s,
5.

7.
8 (s, 1
5.1
7.55 (

111); 8.75 (s, 111). 47 203-204 1.55 (s,
from7.4 to 7.75 (m 8H).; 7.85 (s,
8.85 (s, 1H); 11.2 (s, 1H).
111); 7.2 (d, 111); 7.45 (t,
7.85 (s, 1H); 8.55 (s,
111); from7.5 to 7.55 (m from?7
11); 7.95 (d, 111§; 8.3 (s, 11-1); 8.9 (s,
(s, 1H; from7.3 to 7.35 (m 111); 7.45 (t,
111); 7.65 (d, 1H); 7.7 (d, 111): 7.8 (s,

5 (s,
1H);
111) ;

1 (s,

48 [349] 1.
111); 7.55

45 (t,

d,

1ﬂé%ﬁ1&80§/§é’0§b3 1.5 (s,

1H);

6H) ;

111);

5 (s,
(d,

6 to

1H) .-

111) :
7.

8
5

(t, 1H);
[ 369] 1.
from?7.5
(s, 1H); 8
7.4 (m 31
7.7 (m 4
(s, 611);

B

61&'?" ‘"” /

I 55+H]T1

: 55@“’11*7 HipvrgeSnpitopioits ojn il

5 (m
fron17 6 to 7.65 (n1 211); 7.8 (s,
{ o

111). |51

211);
8. 35

3:

7.85 (s
(s, I1H

a0
J.J.J.} .

T 45743t ,

1H);
~1.1)\ | g 1L
LN

I~ . n. £
52 |_ou::r] -5 (ST—oxrr)—o 1o ) — ot

4331(k) 2H)75.35 (0l 1H); 72513 1HY,.738 (4, dH),17lﬂ5) (o, THRRL77(s

oo it pakes 0 0% ()5, 2

(m 411); fr
369

1.25.to

b5 to
] 1.5
bm 7.6

~to 7.65 (m
(s, 611);

L Bl

DoGothy 14 Go 35 477 ChHBrhls (28 1816 2893 8
1H); 7.25 (t, 1H); 7.45 (m, 1H); 7.55 (m, 2H); 7.9 (s, 1H); 8.15 (s, 1H);
8.25 (s, 1H); 8.8 (s, 1H); '

1.5
5 (d,

137

[437]

1.4 (s, 9H); 4.6 (m, 2H); 5.35 (m, 1H); 7.75 (d, 1H); 8.15 (s, 1H); 8.2 (s,
1H); 8.55 (m, 1H); 8.65 (m, 1H); 8.8 (m, LH); 8.9 (m, 1H); 9.0 (s, 1H);
9.15 (s, 1H); 9.3 (s, 1H);

9



111);

8.98 (s,
7.5to 7.6 (m 311); 7.65 (d, 111); 7.7 (d, 111); 7.85 (s, 111); 8.05 (d,
8.15 (d, 111); 8.7 Cs, 111); 9.0 (s, 1H). 66 Ex M or [M1.11 NMR

1H);

1H NMVR spestvowong/DMB6s d6, Sin ppm) 56 [385] 1.5 (s,

from7.65 to 7.75 (m 3H); 7.85 (s, 1H); 8.2 (m 111); 8.55 (s,
111). 55 [386] 1.5 (s, 611); 5.15 (s, 111); 7.45 (t, 211);

7.35to 7.45 On, 3H); 7.5 (d, IH; -7.55 (d, 1H); 7.65 (d
7.8 (s, 111) from7.85 to 7.9 (m/42H); 8.0 (d, 111) 8 55 (s
9 (s, 111). 57 [383] 1.5 (s, 6H); 4.35 (s, 3H); 5.15 (s, 1H); from 7.25

1H);

to 7.35 (m 211): 7.45 (t, 1H):; 7.5 (d, 111): 7.6 (d, 111): from 7.

7.75 (m 3H); 7.8 (d, 111); 7.85 (s, 1H); 8.7 (s, 1H), 9.05 (s, |
[371] 1.5 (s, 6H); from3.2 to 3.3 (m Zm from4.55 to 4.6 (m 2H);

) TFQ cgnﬂ%ds %Héi'g% ‘“17-1‘)”“1’3’%“’5 W thﬁf”%}egtgfﬁa@ccglg@gajf%& %g 19] 1.5

(s
(s

6H)

to 7.55 On, 2H); 7.65 (m 2H); 7.75 (s, 111); 7.8 (s, 111); 8.2 (s,
1H). 60 [369] 1.5 (s, 6H); 5.15 (s, 111); 7.05 (s, 1M 7.45 (t,
.7.5 (d, 111); 7.55 (d,

8.9
1H);

(s,

5

10

15

20

25

30

Evaluation of the in vitro activity on N2A cells
‘The activity of the compounds according to the invention was evaluated on a cell line (N2A)

endogenously expressing the mouse Nurrl receptor and stably transfected with the NOT

- binding response element (NBRE) coupled to the luciferase reporter gene. The ECsq values

are between 0.01 and 10 uM. The tests were carried out according to the procedure

described below.

211);
from

6%(:1‘@1%04/5003&&*) A from

1H);

65 to
). 58
5 1

5 ddtrofising bl moBulbtofykffetdd)NOB. 85 (d, 1H): 7.4 (t, 111); from 7.45

1E1);

The Neuro-2A cell line comes from a standard commercial source (ATCC). The Neuro-2A

clone was obtained from a spontaneous tumour originating from a mbuse A albino strain, by
R.J Klebe et el. This Neuro-QA line is then stably transfected with 8NBRE-luciferase. The
N2A-8NBRE cells are cultured to confluence in 75 cm? culture flasks containing DMEM
supplemented with 10% of foetal calf serum, 4.5 g/l of glucose and 0.4 mg/ml 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 pl for 24 hours before the addition of
the products. The products are applied in 25 pl 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 meaéured in a microplate
Tuminescence 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 beforehand 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 ECsy 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



111); 7.6 (d, 1H); from7.6 to 7.7 (d, 211); 7.8 (s, 111); 7.95 (d, 1H);

8.0 (s, 1H); 8.3 (s, 111); 8.45 (s, 111); 8.9 (s, 111). 61 [385] 1.5 (s,
6H); 5.15 (s, 1H); from7.45to 7.5 (m 2H); from7.55 to 7.6 (m 211);
7.65 (d, 1H),; 7.7 (d, 1M from7.8 to 7.85 (in, 211); 8.0 (d, 111); 8. 05

(d, 111); 8O 2089/14439s 8.55 (s, 1H); 8.9 (s, 111). 62 b@%ﬁimbo@oé@osﬁll)
5.15 (s, 111); 7.45 (t, 1H); from7.45 to 7.55 (m 2H); from 7.65 to 7.7

(m 2H); 7.75 (d, 111); 7.8 (s, 111); 7°9 (sd, 1H); 8.5 (s, 1H); 8.95 (s,
1H). 63 330-335 4.5 (s, 2M 7.4 (m 3H); 7.55 (m 2H); 7.75 (d, 1E1); 8.05
(m 211); 8.3 (d, 1H: 9.0 (s, 111); 9.15 (s, 111); 14.0 (s, 1E1). 64
190- 195 1. 8T wcepsry; 7.4 (t, 111); 7.6 (m 411); 7.75 (d, 111); 7. 9 (s

1 8.0 (d, g cts, 2 S i 11
1;01) 05 350: 355%96%& @ (t?fﬁ“&}‘éf)oié@ gﬁ% t%lf) %@}t ?%’%P(’&iﬂ}lgs%ed?‘%”f s
8.05 (m 2Mhich c@uise (adconjpl)ml)d 08 foBues (116D 70 Rdditips sall DT )the 186D fith, alll)

67 Ex ectrum (DMSO-d6, Sin ppn) 66 [325] 4.45 (d,
2H) : 5|vg ?E’hir%@“tl?awac‘*?ptﬁ 2859, 3 (m 2H) from7.4 to 7.5 (m oH): from

2
Z 4515t ?SZ 5%&%38 Ige%%mfnts arfﬁ;f uéef1|ng$lﬁrape5téc(s 1(51 %Iat }ﬁtg%l_éa%fn%fi% Fﬁver% 3 0]
of neurodegenerative diseases such as, for example, Parkinson's disease, Alzhe1mers
disease, tauopathies (for example, Iﬁrogressive supranuclear palsy, frontotemporal dementia,
corticobasal degeneration, Pick's disease); cerebral traumas such as ischaemia and cranial
traumas and epilepsy; psychiatric diseases such as schizophrenia, depression, substance
- 10 dependence, attention deficit hyperactivity disorders; inflammatory diseases of the central
nervous system, such as multiple sclerosis, encephalitis, myelitis and encephalomyelitis and
other inflammatory diseases such as vascular pathologies, atherosclerosis, joint
inflammations, arthrosis, rheumatoid arthritis; osteoarthritis, Crohn's disease, ulcerous
colitis; allergic inflammatory diseases such as asthma, autoimmune diseases such as type I
.15 diabetes, lupus, scleroderma, Guillain-Barre syndrome, Addison's disease and other
immunomediated diseases; osteoporosis; cancers.
These compounds could also be used as a treatment combined with stem cell
transplantations and/or grafts. |
According to another of its aspects, the present invention relates to pharmaceutical
20 compositions comprising, as active ingredient, a compound according to the inventionn.

" These pharmaceutical compositions contain an effective dose of at least one compound
accordmg to the invention, or a pharmaceutically acceptable salt of said compound, and also
at least one phanﬁaceutically acceptable excipient.

Said excipients are chosen, according to the pharmaceutical form and the method of

25  administration desired, from the usual excipients which are known to those skilled in the art.

In the pharmaceutical compositions of the present invention for oral, sublingual,

subcutaneous, intramuscular, intravenous, topical, local, intratracheal, intranasal,

transdermal or rectal administration, the active ingredient of formula () above, or salt

thereof, may be administered in unit administration form, as a mixture with conventional

30 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, intratraéheal, intraocular and intranasal administration forms, forms for



(d, 1H); 7.9 (t, 111); 8.25 (d, 1H); 8.5 (s, 111); 8.65 (s, 1H); 8.75 (s,
IH). 68 [325] 4.45 (d, 211); 5.3 (t, 1H); 7.15 (m 1H); from7.2 to 7.3 (m
2H); from7.4 to 7.5 (m 2H); from7.5to 7.6 (m 2H); 7.65 (d, 1H); 8.3
(s, 1H); 8.65 (s, 1H). 69 [376] 4.45 (d, 2H); 5.3 (t, 1H); from7.25 to
7.35 (m 2Wyp Fobomq4bsé45 to 7.5 (m 214); from7.5 to a i(iﬁ})ﬁu%ﬁa&(} 7. 75
(d, 111); 8.05 (d, 111); 8.15 (d, 111); 8.7 (s, 111); 8.75 Fﬁ

[375] 4.45 (d, 211); 5.3 (t, 1H); from?.25 to 7.4 (m 411) from?7. 45 to
7.5 (m  211); 7.7 (d, 111); 7.85 (d, 111); 7.9 (s, 1H); 8.0 (d, 111); 8.5
(s, 111); 8.7 (s, 111). 71 [361] 3.25 (t, 2H); 4.45 (d, 2H); 4.55 (t,

2H), 5. 3 (tedmibistrptions, 185 iflehlatibh]) ;topica®5 tranfdeyma,1 Ipbcuandousd, inﬂ:ahﬂl)sc:ulir 45 (m
1H); 7.6

111) 72 E%@]J";“?‘4§ZT”&“S“%LB“ %05"?’% YE‘E‘% ?L“&‘TS“SM?‘OB]S'%‘E‘%S ai‘i%‘mﬂ“fs F F rFPPl%H) "from
7.4 to 7.5 apphication? ¥ cordpdabdy decoRtfg tof #185infrehtiod Ihdy b8. & (15 credidy, gds,3 (S,
1H); 8.45 (s 1|—%' 8.65 (s, 111). 73 [375] 4.45 (d, 2H); 5.35 (t, 1H);

7.3 (m 21 PUmEonlotionsi o 75 (m 2H): 7.55 (d, 111): 7.65 (d, 1H): 7.8
(Ic-iij 1115[38 JO (By vkdy) of SalDle( @ unik Himidst@tibS fordH S a coBpodBd bSoordid) io Be? (S,
1H. 74

ntion in tablet form may comprise the following components:

Compound according to the invention 50.0 mg
Mannitol 22375 mg
Sodium croscarmellose 6.0 mg

10 ~ Maize starch ' 15.0 mg
Hydroxypropylmethylcellulose 2.25mg
Magnesium stearate 3.0mg

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

of administration and the weight and response of said patient.
According to another of its aspects, the present invention also relates to a method for
treating the pathologies indicated above, which comprises the administration, to a patient, of
20  an effective dose of a compound according to the invention, or a pharmaceutically

acceptable salt thereof,



4.45 (d, 2H); 5.3 (t, 1H); from7.25to 7.35 (m 2M from7.45 to 7.55

(m 2H); 7.7 (d, 1H); 7.75 (s, 1H); 7.95 (s, 1H); 8.5 (s, 1H); 8.75 (s,
111). 75 [357] 2.75 (s, 3H); 4.6 (d, 2H); 5.35 (t, 1H); 7.2 (d, 111); 7.25
(t, 1H; 7.4 (d, 1H; 7.5 (s, 1H); 7.6 (d, 1M from7.65 to 7.75 (m 2H);
8.45 (s, 111). 76 [343] 4.6 (d, 211); .35 (t, IH; 7.25 (t, 1H; 7.4 (d,
1H); from7.55 to 7.65 (m 4H); 7.95 (s, 1H); 8.35 (s, 1H); 8.75 (s, 1H).
68 Ex Mp or [M+11l] NWR | HNMR spectrum (DVSO-d6, 8 in ppn) 77 [338] 4.6 (s,
2H); 5.35 (s, 1H); 7.25 (t, 1H); 7.35 (m 1H); 7.45 (d, 1H); 7.6 (m 1H);
7.75 (d, 1H); 7.9 (t, 1H); 8.15 (d, MSS (s, 1H); 8.65 (d, 1H); 8.85
(s, 1H). 78 [377] 4.6 (d, 2H); 5.35 , ; 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].4.6 (d, 2H; 35 (t, 1H); from7.2to 7.3 (m 2H); 7.35
(m 2H):; 7.5 (d%-COH@Pﬂ?dSPHZ? af)lto 7.75 (m 4H); 8.5 (s, 1H); 8.85 (s,
1H). 80 [343] 4.6 (s, 2H); 5.35 (s, 1H);R7.15 (d, 1H); 7.35 (t, 1H); 7.45
(d, 1H); 7.55 (m 2H); from7.6 to 7.7 ¥ . 8.35 (s, 1H); 8.75 (s,
1H). 81 [377] 4.6 (d, 2H); 5.|3_§3({:{,2 H) (t Rj; from7.4to 7.5 (m
3H); from?7.6 to 7.75 (m 3H)T\8. i ;) 8.55 (d, 2H); 8.8 (s, 1H).
82 [394] 4.6 (d, 2H); 5.35 (t, 1HJ; 1H); 7.45 (t, 1H); 7.55 (m

in which:

R, represents:
a heteroaryl or heterocyclic group, it being possible for this group to be
optionally substituted with one or more atoms or groups chosen,
10 independently of one another, from the following atoms or groups: halogen,
(C,-Cipalkyl, halo{C,-Cigalkyl, (Ci-Ciplalkoxy, halo(C;-Cjg)alkoxy, oxo,
(C1-Cyp)thioalkyl, -S(O)C,-Cig)alkyl, -S(0),(C,-Cye-alkyl), hydroxyl, cyano,
nitro, hydroxy(C,-C,g)alkylene, NRaRW(C,-C,p)alkylene, (C-Cig)alkoxy(Ci-
Cigjalkyleneoxy,  NRaRb, CONRaRb, SO,NRaRb, NRcCORd,
15 OC(O)NRaRb, OCO(C,-Cyp)alkyl, NRcC(O)ORe, NRcSO;Re,
aryl(C,-Cglalkylene, monocyclic heteroaryl or aryl, the monocyclic
heteroaryl or aryl being optionally substituted with one or more substituents
chosen from a thalogen, and a (C;-Cypalkyl, halo(C,-Cjg)alkyl,
(Ci-Ciplalkoxy, halo{C-Cip)alkoxy, NRaRb, hydroxyl, oxo, nitro, cyano or
20 OCO(C,-Cyg)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,-Cpalkyl, (C;-Cip)alkoxy, NRaRb, nitro,
cyano, it being possible for the (C,-Cjg)alkyl group to be optionally substituted with one or
25  more groups chosen from a halogen, (C;-Ciplalkoxy, (C,-Cip)haloalkoxy, NRaRb or
hydroxyl;
R represents, at position 3, 5, 7 or 8 of the imidazo[1,2-a]pyridine, a hydrogen or a (C;-
Cio)alkyl group;
R; and R; represent, independently of one another,
30



(m 1H); 7.8 (d, 1H); 8.05 (d IH) 8.15 (d, 1H); 8.75 (s, 111); 8.9 (s,
1H). 83 [344] 4.6 (s, H), 5. (s 1H); from7.25to 7.3 (m 2H); from7.4
to 7.5 (m 2H); from 7. 5to .55 (m 3H); 7.95 (s, 1H); 8.3 (s, 1H); 8.65
(s, 1H). 84 247-252 3.4 (s, 3H), 3.9 (s, 3H); 4.55 (s, 2H); 6.55 (s, 1H),
from 7. 45 tworo891Mm39s 7H); 8.0 (d, 1H); 8.25 (m 2H); P%ﬁmﬁ%wﬁdd?é)sg 25
(s, 1H). 85 88-92 3.35 (s, 3H); 4.55 (s, 2H); 6.55 (s, 1H); 7.45 :
from7.55 to 7.65 (m 3H; 7.75 (m 38®): 8.0 (d, 1H; 8.1 (s, 1H; 825
(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, IH; 6.7 (s, 1H); 7.45 (m 1H; 7.55 (m 2H); 7.7
(m 21-1); 7.8 (a@ydmganﬁ@nAS (s, 1H); 8.95 (s, IH. 87 [339] 2.70 (s, 3H);

b (S el R i AR 1, 7 O
7.18 (s, 1H); 7 aB@r;(l ryo@]—bptloﬁal%sdbmmﬁ&l)wnh70n651' n[oBéSijst(tdents].ﬁBoseIBfr&Q a('s,
1105050, Gy S W R i R,
1F1); 7570 [ 35NRaRb) hydtdxyl, Bitd-br Crano dup; 8. 72 (s, lH) 90
R; and X can form, together with the carbon atoms which bear them, a carbon-based ring
containing from 5 to 7 carbon atoms;
R, represents:
a hydrogen atom; ) _
10 ‘ a (C,-Cyp)alkyl group, optionally substituted by an Rf group;
| an aryl group, optionally substituted with one or more substituents chosen from a
halogen, and a (C;-C,g)alkyl, halo(C;-Cyg)alkyl, (C,-Cyg)alkoxy, halo(C,-C,)alkoxy,
NRaRb, hydroxyl, nitro, cyano, '(C]-Cm)alkyl(CO)-, CONRaRb, NRcCORd,
OC(O)NRaR_b, OCO(C,-Cjg)alkyl, NRcC(O)ORe or aryl group, the aryl being
15 optionally substituted with one or more substituents chosen from a halogen, and a
(Ci-Ciolalkyl, halo(C)-Cigalkyl, (C;-Cig)alkoxy, halo(C,-Cig)alkoxy, NRaRb,
hydroxyl, nitro or cyano group;
Ra and Rb represent, independently of one another, a hydrogen atom or a (C,-Cyo)alkyl,
aryl(C,-Cyg)alkylene or aryl group;

20 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 sﬁbstituted with a (C;-Cypalkyl,
ary) or aryl{C;-C,q)alkylene group;

. Re and Rd represent, independently of one another, a hydrogen atom or a (C;-Cygalkyl,

25 aryl(C,-Cyp)alkylene or aryl group,

or Re and Rd together form a (C,-Cs)alkylene group;
Re represents a (C;-Cyoalkyl, aryl(C,-Cjgalkylene or aryl group,
or Rc and Re together form a (C,-Cs)alkylene gioup;
, Rf represents a halogen atom, or a (Cl—Clg)alkdxy, halo(C,;-C,g)alkoxy, hydroxyl, cyano,

30 NRaRb, C(O)NRaRb, NRcCORd, OC(O)NRaRb, OCO(C,-Cjglalkyl, NRcCOORe,

SO,NRaRb, NRcSO,Re, aryl(C,-Cyp)alkylene or aryl group, the aryl being optionally
substituted with one or more substituents chosen from a halogen, and 2 (C,-Cyg)alkyl,
halo(Ci-Cigalkyl, (Ci-Cio)alkoxy, halo(C,-Cjg)alkoxy, NRaRb, hydroxyl, nitro, cyano or
OCO(CE-C w)alkyl group;



4.45 (d, 2H); 5.32 (t, 1H); 7.30 (m 2H); 7.41 (m 2H); 7.48 (m 2H);

[359] 7.70 (m 2H); 8.25 (d, 1H); 8.54 (m 2H); 8.72 (s, 1H). 91 4.35 (s,
3H); 4.47 (d, 2H); 5.31 (t, 1H); 7.28 (m 4H); 7.49 (m 1H); 7.55 [373]
(d, 111); 7.65 (dd 2H); 7.78 (d, 1H); 8.66 (s, 1H); 8.78 (s, 1H). 92 4.45
(d, 2H); 5.30 (t, 1H); 6.63 (s, 1H); 6788 (s, 1H); 7.29 (m 2H); 7.47
[309] (m 2H); 7.62 (d, 1H); 7.78 (s, 111); 8.23 (s, 1H); 8.69 (s, 1H). 93
4.61 (d, 2H); 5.34 (t, 1H); 7.25 (t, 1H); 7.40 (m 2H); 7.48 (d, 1H); 7.65
[ 393] ( m thd fdym oF a Blde Odof ahkhiditioh 8B widh,andéRl;, 7.91 (s, 1H); 8.00 (d, 1H);
8.52 (s, 1H); 8.81 (s, 1H). 94 4.35 (s, 3H); 4.62 (d, 2H); 5.32 (t, 1H);
7.29 (m 3H); 7.53 (d, 1H); 7.67 [391] (m 3H; 7.82 (d, 1H); 8.70 (s,
1H); 8.94 (s, 1H. 95 3.25 (t, 2H); 4.58 (m 4H); 5.34 (t, 1H); 6.83 (d,
1H); 7.25 (t, lH)Conﬁ).oﬁAﬁHs of ﬂ)?rﬁilla (1) adodydirpH) Cla?m6 2characteRid)d;in that74 (d, 1H); 7.86

LTI RO RORt WL e g NOMET TR NI
7.79 (ss 1Hp3, @w&é}lyﬁﬁqulih&lﬂnyl 8 b&&oﬁﬁanyﬂ, Hdihy8réberdofadinfld, dib¥drobehzd3azdl, 1H) :
7.05 (s, lH) tlnenyl tpyrro|l_(?[2 3 ?J]pd)%m 13|;Qrmdmyl benLothlalolyl benzothiophenyl,
benzumdazolyl, indazolyl, benzisoxazolyl, iscquinolinyl 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, (C,-C,p)alkyl, oxo, NRaRb, (C;-
10  Cypalkoxy, aryl and CONRaRb;
Ra and Rb represent, independently of one another, a hydrogen atom or a {C,-Cypalkyl

group.

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

15  Xrepresents 1 or 2 hydrogen or halogen atoms.

4. 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;-Cig)alkyl

20 group.

5. Compounds of formula (I) according to any one of the preceding claims,
characterized in that:
R, represents a hydrogen atom, or a (C,-Cygalkyl group optionally substituted with an Rf
25  group;
Rf represents a (C;-Cg)alkoxy group.



(m 3H); 7.97 (d, 1H); 8.05 (s, 1H); 8.30 (s, 1H); 8.47 (s, 1H); 8.78 (s,
1H). 98 4.61 (d, 2H); 5.34 (t, 1H): 7.25 (t, 1H); 7.43 (d, 1H); 7.57 (d,
1H); 7.64 [393] (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). 99 67-70 3.3 (s, 3H); 3.55 (m 2H);
3.65 (m 2H); 4.6 (s, 2H); 6.45 (m 1HO9 7.4 (m 2H; 7.5 (t, 1H); from
7.55 to 7.7 (m 6H); 8.05 (s, 1H); 8.35 (s, 1H; 8.9 (s, 1H); 11.15 (s,
1H). 70 Ex Mp or [M+111 NWVRI HNVR spectrum (DMSO-d6, 8 in ppm 100 206-210
1.55 (s, 6H); 56. 16or@§qund,sl—|)of fdmdfa (B, actdling 2oShy( one BHihe Pred@ingnglaigis]) ; 7. 85
(m 3H); 855 (d 1H. 875 (s, 1H; 9.05 (s, 1H. 101 275-277 4.45 (d,
2H): 5. 35 %]i‘a?a"%ﬂf@ 1’? 1?% (m 2H): 7.45 to 7.6 (m 3H: 7.75t0 7.9 (m
3H); 8.55 (d, 1H);R®&28 (in, 2H). 102 [368] 1.5 (s, 6H); 5.15 (s, 1H); 6.5
(m 1H); 7.5 R 8.19 (s, 1 8.32 (s,
1H): 8.85 Eh§g§ Z 11. ‘éa'(%om(“i%&%r[‘@éé‘] P%e%‘/‘(’@“’ﬁ%ﬁ)rs% 1£(3 (s, H?H); 6.4((m
IH; 7.0 (n, 1H); 7.05 (m 2H); 7.2 (m 103 1H); 7.35 (m IH); 7.5 (m
3H); 7.75 (m 1H); 785(3 1H) ; 86(3 1H) ; 895(3 1H); 11.0 (s, 1H).
[1:;,;30? ]7_5 25( > 6H) Compounds of f0r|r_2u1a (I? accoramg tolgny one %fs the precedl_r?g cla1ms45 (in,

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, pyrrolo[2,3-b]pyridinyl, pyrimidinyl, benzothiazolyl, benzothiophenyl,
10  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, (C,-Cip)alkyl, oxo, NRaRb, (C;-

Cio)alkoxy, aryl and CONRaRb;

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

X represents 1 or 2 hydrogen or halogen atoms;

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

(Cy-Cro)alkyl group;

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

R, represents a hydrogen atom, or a (C-Cigjalkyl 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.

25

8. Compounds of formula (I} according to any one of the preceding claims,
characterized in that:
R, represents an isoxazolyl, pyridinyl, thiazolyl, quinolinyl, benzo[l,3]dioxolyl, indolyl,
1,2,3,4-tetrahydroquinolinyl, benzofuranyl, dihydrobenzofuranyl, dihydrobenzoxazolyl,
30



104 (in, 2H , 7.7 (s, 2H , 7.8 (s, 1H , 8.2 (d, 1H, 8.55 (s, 1H), 8.6
(d, 1 9.0 (s, 1H) [346] 1.5 (s, 6H , 2,5 (s, 3H: 5.15 (s, 1H) |
7.3 (in, 1H . 7.45 (m 1H , 7.5 105 (m 2H , 7.65 (m 2H) , 7.8 (s, 1H
79 (a1, 825 (s, 1H 8.9 (s, I [382] 1.5 (s 6H , 3.85 (s,
3H , 5.1 (s, 1H , 6.5 (d, 1H , 7.3%8Yd, 1H , 7.45 106 (m 1H) , 7.55
(m 3H) . 7.65 (m 2H) , 7.8 (in. 2H , 8.2 (s, IH , 84 (s, 1H , 8.9
(s, 1H) [380] 1.5 (s, 6H); 5.15 (in, 1H); 7.45 (m 1H); 7.6 (in, 2H); 7.8
(1 ani) 4g|) A 58ﬁﬁy1( Qhicd07 pybilol2,BbRyidinyll I—pwmﬁdiﬁyl( ibegidﬂ)iazogjd,QBDe(éio?;Siop?H)y,l,l% 0 (7 m

: . S . 5. s, 7.
(in. ge%ﬁug’%bm F‘b%az‘)gyl’zbe{’%ﬁ%]' @Yl °”H‘iféz,°lyég%q‘ 'd, 111); 8.8 (d,
g.H) , ( B ,bethbpossthld ol Shesd koupsl 2% é?;ﬁlzilalﬂz sabdtisytedi)th ond ol mb, atdhd) or, 7. 45
t, 7.55 1 7.8 m
2H) 5 75808 C‘fj%en F%%ﬁpwe?@ %fflﬁ Q"f@ééj"“&)‘%ﬁ% ééH%maalkyl fX%QxH%aﬁ% )
(m 2H)s5, é,kiky, adfthnd CONRats, 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, 1N),
8.9 (s, IHRa anq R@Xrewﬁsem, independently of one another, a hydrogen atom or a (C;-Cjg)alkyl

group;

X represents 1 or 2 hydrogen or halogen atoms;

R represents, at position 3, 5, 7 or 8 of the imidazo[1,2-a]pyridine, a hydrogen atom or a
10 (Cy-Cyo)alkyl group;

R, and R, represent, independenily of one another, a hydrogen atom or a (C,-Cjp)alkyl

group;

R4 represents a hydrogen atom, or a {C,-Cjg)alkyl group optionally substituted with an Rf

group;
15 Rfrepresents a (C;-Cyo)alkoxy group;

R3 R2
the group R4—°  being at position 2, 3 or 4 of the phenyl which bears it;

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

9. Compounds of formula (I) according to Claim 1, characterized in that:

20 R, represents an isoxazolyl, pyridinyl, thiazolyl, quinolinyl, benzo[1,3]dioxolyl, indolyl,
1,2,3,4-tetrahydroquinolinyl, benzofuranyl, dihydrobenzofuranyl, dihydrobenzoxazolyl,
furyl, thieny! or pyrrolo[2,3-b]pyridinyl group, it being possible for these groups to be
optionally substituted with one or morec atoms or groups chosen, independently of one
another, from halogen, (C,-Cp)alkyl, oxo, NRaRb and aryi;

25 X represents a hydrogen;

R represents a hydrogen or a (C,-Cglalkyl group;

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

R4 represents a hydrogen atom or a (C;-Cyglalkyl group, this group being optionally
substituted with an Rf group;

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

Rf represents a (C;-Cp)alkoxy group;



[ MFH] NVRI HNMR spectrum (DMSO-d6, 6 in ppm) [380] 1.5 (s, 6H) , 5.15 (s,
1H , 7.65 (m 8H) , 805 (m 1H , 8.1 (m 1H)8.7 , 111 (s, 111) , 8.9
(m 111) , 8.95 (s, 1H , 9.95 (s, 1H [358] 4.45 (d, 2H); 5.30 (t, 1H);
6.5 (s, 1H); 7.3 (m 211); 7.4 (m 111); 7.45 (m 112 311); 7.65 (d, 1H);
7.75 (d, 111); 8.2 (s, 111); 8.4 (s, 1%8); 8.7 (s, 111); 11.2 (s, 111);;
113 [350] 3.9 (s, 3H); 4.4 (s, 2H); 5.35 (s, 111); 6.9 (d, 111, );7.4 (m
311) 7.65 (d, 211); 8.25 (d, 111); 8.45 (s 1H); 8.70 (s, 1H); 8.75 (s,
111); 114 [n3B8ford oAbbesper Fhi pdiGorBsaltmithbdddid. 7.3 (m 2H); 7.5 (in, 211);
7.75 (d, 111); 8.25 (m 111); 8.55 (d, 111); 8.6 (d, 1H); 8.7 (m 111);
8.75 (m 111). 115 [339] 2.25 (s, 3H); 4.44 (s, 211); 5.3 (s, 1H); 7.1 (s,

1H; 7.3 (m 2H 311); 7.6 (d, 1H);8.3 (s, 111); 8.65 (s, 1H).
1;% [ 321] T45 (&0232 ‘ﬁ“%% 35 (t) 111) ; (7 3 (H)m 211§S 7.5 %m 2H) ; ($ 75H%d,

445 (n o11)" {éﬁénteﬁv? aaézol a—y!%megzoﬁﬂéw% menwéwthm (in 211))

7.45 (m 411); 7.75 (m X 110(5 111).
[358] 4.45 (rf [32114)@30311134(Y9nm§af9§1 Z@PW%éﬂ Rﬁ%yl;]mefﬁ@‘)kffﬂd BH); 7.45 (m
411); 7.6 11&1yd:rochlonde thereof;

¢ 0-(3-tert-butoxymethylphenyl)-2-(pyridin-3-yl}imidazo[1,2-a]pyridine
hydrochloride (1:2);

o [3-[2-(thiazol-4-yl}imidazo[1,2-a]pyridin-6-yl]phenyllmethanol;

¢ [3-[2-(quinolin-3-yl)imidazo[1,2-a]pyridin-6-yl]JphenylJmethanol and the
hydrochloride thereof;

¢ {3-{2(1,3-benzodioxol-5-yhimidazo[1,2-a]pyridin-6-ylJphenyl } methanol and the
hydrochloride thereof;

o [3-12-(pyridin-3-yl)imidazo[1,2-a]pyridin-6-yliphenyl]lmethanol and the
hydrochloride thereof;

o {3-[2-[(1 H-indol-5-yDimidazo[1,2-a]pyridin-6-yl Jphenyl }methanol and the
hydrochloride thereof;

¢ 6-[6-(3-hydroxymethylphenyl)imidazo[1,2-a}pyridin-2-yl]}-3,4-dihydro-1 H-

quinolin-2-on¢ and the hydrochloride thereof;

® 2-(5-bromo-2,3-dihydrobenzofuran-7-yl1)-6-(3-tert-
butoxymethylphenyl}imidazo[1,2-a]pyridine;

¢ 6-[6-(3-hydroxymethylphenyl)imidazof1,2-¢]pyridin-2-y1]-3H-benzoxazol-2-one
and the hydrochloride thereof; .

» [2-(2-furan-3-ylimidazo[1,2-a]pyridin-6-yl)phenyljmethano! hydrochloride (1:1);

o {3-[2-(5-bromo-2,3-dihydrobenzofuran-7-yl}imidazo[1,2-a]pyridin-6-
yl]phenyl}methanol;

s {3-[2-(5-chlorothien-2-yl)imidazo[1,2-a|pyridin-6-yl|phenyl}methanol and the
hydrochloride thereof;



(in, 2H); 8.05 (s, 111); 8.4 (s, 111); 8.7 (s, 111); 11.2 (s, 1H. 119
[350] 4.1 (s, 3H); 4.45 (s, 2H); 5.3 (m 111); 7.2 (m 1H); 7.3 (d, 211);
7.5 (n, 2H); 7.7 (d, 1H); 8.2 (m 111); 8.5 (s, 1H); 8.6 (d, 1H); 8.75
(s, 111). 120 [339] 3.15 (s, 3H); 4.45 (m 211); 5.3 (m 111); 7.3 (n, 3H;
7.45 (m 23p2009/6M395 (d, 111); 7.9 (d, 1H); 8.25 (s, i‘lt*)r/m&o*o’wﬁéoso&ll)
[372] 3.8 (s, 311); 4.45 (in, 211); 5.35 (m 1El1); 6.55 (d, 3 (d
211); 7.4 (d, 121 114); 7.5 (m 1H; #36 (m 211); 7. 75 (d, 111) 7.8 (d,
111); 8.2 (s, 1H); 8.5 (s, 111) 8.75 (s, 1H) [370] 4.45 (m 211); 5.3
(n, 111); 7.3 (in, 211); 7.5 (m 2H; 7.65 (m 111); 7.75 1;2 (dlli)ll);
7.85 (m 111), o M. o 4 thSio ;
8.95 Em 1113 {38{23%!(1?1‘ tﬂ}%%y}g&@&l%&%&z [%[2 I\ﬁi?—ﬁ' %W@P Nﬁ/ﬁﬂééec rum
(DVBO d6, Si nmﬁnhf)hyd{@mildﬁh%of(s 2H); 5.3 (n, 1H); 7.3 (n, 2H); 7.55 (m
2E1); 7.9 (in, 3H); 8.25 123 (m 211); 8.55 (s, 111); 8.6 (d, 1H); 8.85
(d, 111); 9. 46{3-E;(1&4ddol-4-y])Bhidhzofl, 2B pitidin-63Mpheryl}3ethatiol 1Hind 7. 3hd d, 2H);
7.5 (m 2H; IZdeocgﬂﬁdgtméeotg' 75 124 (s, 1H); 8.85 (s, 1H). [379]

* {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-y1]phenyl }methanol and the
hydrochloride thereof;

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

C e {3-[2+ 1H—pyrr010[2,3-b]pyridin—S—yl)imidazo{1,2-a]pyridin—6-y1]phenyl}methanol

and the hydrochloride thereof;

* {3-[2-(3-phenylisoxazol-5-yl)imidazo[ ,2-a]pyridin-6-ylJphenyl} methanol;

¢ [3-[2-(benzofuran-2-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl jmethanol;

. [3'-[2-(benzofuran-3-yl)imidazo[1,2-a]pyridin-6-yl)phenyl]methanol;

¢ [4-[2-(benzofuran-3-yl)imidazo[ |,2-apyridin-6-yl]phenyl}methanol;

e [3-[2-(pyridin-2-yl)imidazo[1,2-a]pyridin-6-yl]phenyljmethanol;

¢ [4-[2-(pyridin-2-yl)imidazo[1,2-a]pyridin-6-yl]phenyl}methanol;

. [3~[2-(thieﬁ-2—yl)imj dazo[1,2-a}pyridin-6-yl}phenyl]methanol;

. 2-(benzoﬁ1_ran-2-yl)~6—[3-(2-methoxyethoxymethyl)phenyl]imidazo[ 1,2-alpyridine;

* 6-[3-(2-methoxyethoxymethyl)phenyl]-2-(thien-2-y1)imidazo[1,2-a] pyridine and

the oxalate thereof;
¢ [3-(2-thien-3-ylimidazo[ 1,2-a]pyridin-6-yl)phenyl]methanol;

. [3—(B—methyl-z-thien—2—ylimidazo[1,2—a]pyﬁdin—S—yl)phenyI]methanol and the

- hydrochloride thereof:

. {3-[2-(1H—ind01—3—yi)-3-methy1imidazo[1,2-c_z]pyridiﬁ—6—yl]phenyl}methanol and
the hydrochloride thereof;



0.9 (d, 6H); 1.5 (in, 111); 1.7 (m 2H); 4.2 (t, 211); 4.4 (s, 2El); 5.25

(s, 125 1H); 7.25 (n, 3H); 7.5 (n, 3H); 7.6 (d, 111); 8.1 (s, 1H); 8.65
(s, 111). [376] 4.6 (s, 211); 5.35 (s, 111); 6.5 (s, 111); 7.25 (t, 1H);
7.4 (s, 1H); 7.45 (in, 126 2H); 7.65 (n, 3H); 8.2 (s, 111); 8.4 (s,
111); 8.75 we 20084¥43981. 2 (s, 1H). [368] 3.9 (s, 3H); Pfa:ﬁm@boahmoso% 3 (t,
111); 6.9 (d, 1H; 7.2 (t, 1H); 7.4 (m_111); 127 7.6 (m 111); 7.7 (d,
111); 8.25 (d, 111); 8.4 (s, 1H): 8.75 %d, 211). [389] 2.25 (s, 311); 4.6
(s, 2H); 5.3 (s, 111); 7.1 (s, 111); 7.25 (t [11); 7.4 (n, 128 2H) ;

7.6 (in, 2H); 83 (s, 111); 8.7 (s, 111). [376] 4.6 (d, 211); 5.35 (t, IH);

. 111 11 p ) m 411); 8.05
?3?51|(—|)S; L 425 {Z {i@fﬁfﬁhol%)‘%m de‘Hl"z_Dfa’jByﬁ&llé ﬂpﬁ %ﬁbn}e%%tq%aélf@ P s st
4.6 (d, 211): hzdrgchndelhq)eoﬁ 15 (m 111): 7.25 (t, 1H):;7.45 (in, 130
1H); 7.65 (n, 2H): 8 15 On, 1H); 8.55 (s, 111); 8.6 (d. 111): 8. 85 (s,

111). [357] 2{3R-(ssthXyhyrinddi6-s6)imRbdal1,3-a3Hrils6-Uidheny Ty idfhabfland11) ; 7. 4
(m 111)5 7. G%e]h:;f&rochloride thereof;

¢ [2+(2-quinolin-3-ylimidazo[1,2-a]pyridin-6-y])phenyl]methanol and the
hydrochloride thereof;

* {3-[2-(2-chloropyridin-4-yl)imidazof ,2-alpyridin-6-ylJphenyl} methanol and the
hydrochloride thereof;

* [3-(2-benzothiazol-2-ylimidazo[1,2-a]pyridin-6-yDphenyljmethanol and the
hydrochloride thereof'

. [3-(2-benzo[b]thlophen-2~y11m1dazo[ 1,2-g]pyridin- 6—yI)phenyl]methanoI and the
hydrochloride thereof;

* [3-(2-benzo[b}thiophen-5-ylimidazo[1,2-a]pyridin-6-yl)phenyiimethanol and the
hydrochloride thereof:

* 3(2-benzo[b]thiophen-3-ylimidazof 1,2-a]pyridin-6-yl)phenyljmethano} and the
hydrochloride thereof;

e {2-[2-(1H-indol-6-y])imidazo[1,2-alpyridin-6-yl]phenyl }methanol and the
hydrochloride thereof;

* {3-[2-(2,3-dihydrobenzofuran-5-yl)imidazo[ 1,2-aJpyridin-6-yl]phenyl }methanol
and the hydrochloride thereof;

* {2-[2-(1H-indol-5-yl)imidazof 1,2-aJpyridin-6-yljphenyl }methanol and the
hydrochloride thereof;

» [3-(2-benzofuran-5-ylimidazof 1,2-a]pyridin-6-yl)phenylJmethanol;
* {3-[2-(3-chlorothien-2-yl)imidazo[1,2-a]pyridin-6-ylJphenyl }methanol;

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

¢ 2-{3-[2-(1H-indol-6-yl)imidazo[ 1,2-a]pyridin-6-yllphenyl} propan-2-ol;

* 2-[3-(3-methyl-2-thien-2-ylimidazo{1,2-a]pyridin-6-yI)phenyl]propan-2-ol;



4

NOOU'H—‘OO

m 211);

(d,
(m
(s,

1H);

1H);

7.9 (d, 1H); 8.25 (s, 111); 8.8 (s, 111). [390] 3.85 (s,

2H) ;
211);
111).

5.35 (t, 111): 6.5 (d, 1H):7.25 (t, 111): 7.45 (d, 13511)_
[388] 4.6 (d, 211); 5.35 (t, 1H); 7.25 (t, 111); 7.5 gdi
s,

7.65 (n, 211); 7.8 (d, 111): 8.2 (s, 111); 8.45 (s,

. 7.65 (W0208d/134307. 85 133 (m 2H); 8.0 (d, 1H);
: 385?3”@ Hags f&%??%%ﬂ

IH: 9.0 (m 1H); 9.35 (d, 1H). [388

7.25 On, 1H); 7.7 (n, 4H); 8.25(m 2H); 8.55 (s, 134
1H);8.8 (d 1H); 8.85 (s, 1H); 9.45 (s, 111) 73 Ex M or [Mr11] NIVIR
4 NMR spectrum (DMSO-d6, 8 in ppm [374] 455 (s 2H) 5 35 (s,

80 (d. 1H):

5 (t,

214y

5 (m 214),
71 1.4 (s,

(s,

137

+ -Gl mied Slovs gy ghiogin kot 1 6 6

7.75 (d, 114): 8.15 (s,

. 8—]{3-}2—(5-ch?orgtmen-;-_;/)])mndaz%?l,£-a]pyrig1!)ni6-yl]pheny }propan-2-ol;
2-[3-(2-benzofuran-2-ylimidazo[ 1,2-é]pyridin—6—yl)pheny1]pr0pan—2-ol;

& 2-[3-(2-thien-2-ylimidazo[ 1,2-a]pyridin-6-yl)phenyl]propan-2-ol;

* 2-{3-(2-benzofuran-3-ylimidazo[ 1 ,2-a]pﬁidin-6-yl)phenyl]propan-z-ol;

* 2-[3-(2-benzothiazol-2-ylimidazof 1 »2-a]pyridin-6-yl)phenyl]propan-2-ol;

7 2-[3-(Ii—benzo{b]thienyl—2—ylimjdazo[1,2-a]pyridin-é-yl)phenyljpropa.n-?.-01;

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

® 2-{3-[2-(2,3-dihydrobenzofuran-5-yl)imidazo[ 1 ,2-a]pyridin-6-ylphenyl} propan-2-

ol;

. 2-[3—(2-ﬁ1ran-2—y1imidazo[1,2-a]pyridin-é-yl)phenyl]propan—2-01;

¢ 2-[3-(2-benzofuran-5-ylimidazo[ | ,2-a]pyridin;6-y1)phenyl]propan—2—ol;

» 2-[3-(2-benzo[b]thienyl-5-ylimidazo[ 1,2-a]pyridin-6-yl)phenylpropan-2-ol;
* 2-{3-(2-thiazol-2-ylimidazo[1,2-a]pyridin-6-yl)phenyl}propan-2-ol;

* {2-fluoro-6-[2-(1 H-indazol-3-yl)imidazo{ 1,2-alpyridin-6-ylJphenyl} methanol and
the hydrochioride thereof;

* 2-{3-[2-(1#-indazol-3-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl} propan-2-ol and the

hydrochioride thereof;

» {2,6-difluoro-3-[2-(1 H-indazol-3-yl)imidazo[ 1,2-a]pyridin-6-yl]phenyl} methanol
and the hydrochloride thersof;

* [2-fluoro-6-(2-thien-3-ylimidazo{1,2-aJpyridin-6-yhphenyljmethanol:

* [2-fluoro-6-(2-pyridin-2-ylimidazo[ 1,2-aJpyridin-6-yl)phenyljmethanol;

* [2-fluoro-6-(2-thien-2-ylimidazo[ 1,2-a]pyridin-6-y)phenyl jmethanol;

¢ [2-(2-benzothiazol-2-ylimidazof 1,2-a]pyridin-6-y1)-6-flucrophenylJmethanol;

1H);

1H);
Ty o § bbbl Pl o s 114) PR .

(n,

S,

3H)

I H);

5.35
8.6

7.25

1H);
114) ;

1H);



114); 8.55 (m 1H); 8.65 (m 114); 8.8 (m 114); 8.9 (m 114); 9.0 (s, 1H);
9.15 (s, 1H); 9.3 (s, 1H); 74 The conpounds according to the invention
were the subject of pharnacol ogical tests for determ ning their nodul atory
effect on NOI. 5Evaluation of the in vitro activity on N2A cells The

activity ofwOimmoesemaosnds according to the invention wagev¥Rdadlosgkodn a

cell line (N2A) endogenously expressing the nouse Nurrl receptor and stably
transfected with the NOT binding resporSe el enent (NBRE) coupled to the
| uci ferase reporter gene. The EC50 val ues are between 0.01 and 10 uM

The tests were carried out according to the procedure 10 described bel ow
The Neuro-2A ¢el b d.hDEs br 1 . copmercial, sourc gTCC). The
Neur o- 2A cl onePivvéas eo ?J%ﬁ%g??gﬁ]&gﬁéﬂggg ﬁﬁé}gﬁs(’o noﬂ::ﬁlf’mg}rwin&ﬁlﬁgtﬁ?“% froma
mouse A al bi nQ sty ai-n,. R J Kl ebe.et. el —.This.Neuro-2A line is then
stably transfeé?gjéﬁ %lk?p%‘ﬁﬁ?@ﬁrﬁ%??’QP’E%%Z.O[HQH%IPN?E{?’%N% cells are cul tured
t o conf | uenceflioroptsnghethatot;ur e fl asks contai ning DVMEM 15 suppl enent ed
with 10% of foetal calf serum 4.5 g/l of glucose and 0.4 ng/m of
geneticin. Af s prQdrezofeks 9limidbd Up @lpytiaR-Cah -k SuafshdnsGauesRE Wi th 0.25%

trypsin for 30 seconds, and then resuspended in M w t hout phenol red,
cont ai ni ng 4. s[QPlbepio[ PG9S L yRAtaAPYL 9 ialeonRe AclBh-aHmah4m, and
deposited in white, transpareﬁt - bg%a?om %ﬁml@%l at es]rT3 eTﬂ]e cells are

deposited at agzr-moeo-ef(z-ﬁ@azgﬂﬂymﬁ{daéwi,i-ajp?gZiﬁ-Ml)giﬁ%{y}]égthQ:%f s before the

addition of 20 the products. The produc are In 25 ul and

i ncubated fore.@ 4. [z (AL 1 ShiedR ol C he jreasurenent, an

equi val ent vol %r’rée&m%%g 3uﬁgééggy%?gg@yIy}ll?'gdalgfgy’%g]ipgggﬁoérgach wel |, foll owed by
a waiting perviddhesflngthapplhut es in order to obtain conplete lysis of the
cell s and maxi num production of the signal. The plates are then nmeasured in
a nicropl at e ?Fs-héswedd@-tgeudiybmidatd] 6 2-ahmvidings-fipdenydleetiadolni t h an adhesi ve
film The products are 25 prepared in the formof a stock solution at 1012
M and then df[Af-&8uérn-3X0ytidih-2BMERIazEA h]pyraliiue ) sieagndtiabi;on i s diluted
beforehand in culture nmedium before incubation with the cells thus

contai ni ng a f{RRHSecbivoeltr-adyl) ot dab] 12-63 53606 -yTINGO. For exanpl e,
conmpounds No.d.g 7 24I Stg 38, 79 and 86 showed an EC50 of 0.9, 1.6, 50,
202, 20, 5 and ITRERUPELHEtively. It therefore appears that the
conpounds according to the 30 invention have a NOT-npdul ati ng effect.

The conpounds’ [éédﬁ?g‘(‘.ﬁoﬁﬁa "%“y]t“ﬁlél”r b%"ﬁiﬁyﬁfjfn?%}ﬁ)‘%ﬁé‘FfBJPH}PEETb’HmG@é@l;f or the
preparation of @i canments for their therapeutic use in the treatnment or
prevention of'[&ir’% Here-3i(higens 1 wgmdgep NowlnyadisgrdivgenyljmethanolThys, accor di ng
to another of its aspects, a subject of the invention is nmedi canents which
conprise a cohpdargnzgfur fb?"ﬁ%&iip’élai(q[%?-ahwrl‘élﬁ-GaEdH?,61’d€§h10mhqnyﬁfneﬁlh®l;l atter with
a pharnmaceutical |y acceptabl e acid. 5These nedi canents are of use in

t her apeuti cs,* l'i%ﬂéawtwpla}yliuniduvél A-plpatidiettyah 6 dfluerophdnyGmeibinol;

neur odegenerati ve di seases such as, for exanple, Parkinson's disease,

"~ Al zhei ner' s dt BeadiBuore-3t{dpatdel-2glipfdero] bR-aimytidin-Gyingewdkicstanappr anucl ear

pal sy, frontotenporal denmentia, corticobasal degeneration, Pick's disease);
cerebral trauna8-setbbxyasthyphbadnd-6 -antyldraniels-Hyiaiaes |, aadbyerink epsy;

psychiatric dj es such.as schi zophreni a, depression, substance 10

dependence, a%@gﬁ%ygﬁw@(g’f]?ect?‘?m peractivity disorders; inflammatory

di seases of the centra rvous system. such as multiple sclerosis,

‘encephalitis,® %&@F nfl?Iag'ﬂgg(%%@aw#ﬁ%ﬁmﬂ}@daﬁ&1>81aﬂwrldinﬁﬁmcbtmat ory

di seases suchhascKidggdthakoPat hol ogi es, atherosclerosis, joint

i nfl ammations, arthrosis, rheumatoid arthritis; osteoarthritis, Crohn's

di sease, ul ceyRusrc@lididisoakdi8rdlgid I ory. di ugh,as asthna,
A R A L R S b S e e

aut oi mune di seases such as eroder ma,

Gui |l ain-B j ' i S -.h [ di at ed
di'seases, ost CRnkp ney L e ALy ® AERRE 2l SR IE B s be used

as a treatnmenf, ¢ ined wth stemcgel ranspl antations and/or grafts.
According to a‘{?%é[? Hg'FQSWtﬁl?péleﬁzﬁ’ﬁgPl ?Zobh}éaﬁwé@@%tﬁ}%venti on relates to

phar maceut i cafiuoradBe3dimasinblt ONs conpri sing, as active ingredient, a
conpound according to the inventionn. These pharnmaceutical conpositions
contain an efdpeqbbvofeme-pimidizol ERSTHy SRR SR REAREALAG. t O the

i nvention, or a pharnmaceutically acceptable salt of said conpound, and al so
at | east one pharmaceutically acceptabl e excipient. Said excipients are
chosen, according to the pharnmaceutical formand the nethod of

25admi ni stration desired, fromthe usual excipients which are known to
those skilled in the art. In the pharmaceutical conpositions of the
present invention for oral, sublingual, subcutaneous, intramuscular,



in which: Rl represents: a heteroaryl or heterocyclic group, it being
possible for this group to be optionally substituted with one or nore atons
or groups chosen, 10i ndependently of one another, fromthe follow ng atons
or groups: hal ogen, (Cl-Cl0)allcyl, (Cl-C10)al koxy, hal o(Cl -G o)al koxy, oxo,
(C1-C10) t hiway ; 0)(Cd -cC10)al kyl, -S(0)2(C1-C1 O- yl,
cyano, nitro, ir??%%??%u -Cl0) al I cyl ene, NRaRb(Cl-d o) a?@?/%%ze{{oa%%ﬁi’(
(Cl-Cdo)al koxy(Cl - GCio)al kyl eneoxy, NR&#Rb, CONRaRb, SO2NRaRb, NRcCORd, 15
OC(0) NRaRb, OCQ(Ci-Cio)allcyl, NRcC(0)ORe, NRcSQ2Re, aryl (G -G o)al kyl ene,
nonocyclic heteroaryl or aryl, the nonocyclic heteroaryl or aryl being

and o (cL cro) Bt o e e PR o il et ap Rl 0T 2 1 09T

hal o(G -G o) al , xyl, axo, .nitrQ, cyano or .
20000( Cl - O 0) a@@gﬁﬁgﬁ%{?ﬁé%ﬁ%‘%@“Fﬁﬁ?ﬁ?&&ybamf‘%[lr%?laﬁfszrf-iz 2-a] pyridi ne by
an aromatic calienylieth@presents from1l to 4 substituents, which may be
identical to or different fromone another, chosen from hydrogen, a

hal ogen, ( C1- Cifiahkpl2-al Gl Ghaabd sy NRARD Rk no, it being
possi ble for the (Crll- élO) al | %Iﬁ grdgup %ngbe%gjf))tp?oﬁnyg%eiyg%ﬁ’bsti tuted with one

or 25nore groy Nk L0158y . - Gl @k koxy, (Cl- Cl0) hal oal koxy,
NRaRb or hydr0?52%%&?@31&%221?g@f’ag%@%%g%p&'ﬁglﬁ%w%{5 7 or 8 of the '
i m dazo[ 1, 2- céiyeiophene imethanplir ogen or a (Cl.Cio)allcyl group; R2 and R3
represent, independently of one another, WD 2009/ 144395PCT/ FR2009/ 000303
78 a hydr ogen® &.6difluaro3dL-(Cr8yial-Kiftbegrimidezol S ptliroidadol y2-s]ppsdintout ed wi th an

Rf group; an I ptionally substituted with one or nore
substituents glﬁl%hgﬁﬁg#garlﬁog hal ogen, and a (Cl-G o)al kyl, (Cl1l-d o) al koxy,

hal o( G - Cm al . : hydr oxyl ... ni.trq or. cyan roup; R2 and X can
form toget heg%ﬁpt'(ﬁg%%%%F ggur h%“ﬁglrwlﬁz(q,ﬁ’zb‘ggy}/d?rﬁg'ﬁﬁ"z “car bon- based ring
cont ai ni ng f r difiu&roplenyl}methirel at ons; R4 represents: a hydrogen atom 10a
(C-do)allcyl group, optionally substituted by an Rl group; an aryl group,
optional ly subptd-fiflh@e-3vRifrannglinhdapa]l e-gbati-4-usksyiphesasn: from a hal ogen,
and a (Cl-Cmalkyl, halo(Cl-Cmallcyl, (Cl-C10)al koxy, halo(Cl-GC o)al koxy,
NRaRb, hydr oXy[3-(2behidoBrart - §Qidatdil2- Chihiain ey 1f- 811 fluofhd Rihe tnNRE.CORd,

OC(0) NRaRb, OCQ(Cl-d o) al I%yl , ﬁ%(:(%?gl?e o)tiaryl gr oup, l_]?lhe aryl being 15
optionally subp_;t(iztbgﬁ@ﬁ)]mewl_pﬁ%ggzoEm_g]p H@g_tél}g)ug@_t s chosen from a hal ogen,
and a (CT-d o)al kyl, halo(C - o)al kYl , ?Ci - Qo) al koxy, hal o(Cl -d o) al koxy,
NRaRb, hydrox@iﬂ}‘orﬁi’kteflﬂ]%‘i‘*haé@éno group; Ra and Rb represent, independently
of one another, a hydrogen atomor a (Cl-Cl0)al kyl, aryl (Cl-GCi o)al kyl ene or
aryl group; 208/ RadalfdylRe-(3-o+-tpethosgehimrymethy phbryllirideofielr at om whi ch
bears them aﬂpﬁ;ﬁg;di ne, pyrrolidine, piperidine, azepine, norpholine,

t hi onor phol i ne,” pi perazi ne or honopi perazi ne group, this group being

optional ly supsti tu \ AC1L-C o)al kyl ..aryl. or aryl (CQ-C o)allcylene

gr oup; R£§Lgngtﬁﬁ§%J§%%%§§ln% S,Cfin?“r%zé%@rlﬁﬁ’ﬁ?‘li@éa?bpg?’ﬂé’ﬁg%B #P: a hydrogen

atomor a (C;dao)al kyl., 25aryl (Cl - | kyl.ene or_aryl group, or Re and Rd

t oget her form [2(?@26 13??9@3%&@%%92%8ﬁ%?5?§9ﬁ?r hf%illnéﬁ‘é‘)‘%ﬁ kyl ,

aryl (Cl -G o)al ne or aryl .grou or Re and. Re together forma _

(C2-05)al I cyl %%‘gji"@r‘@&%}“dc%iﬁl)é‘glrdé?ih%ﬁﬁpdn By BhetigrPaEe-o% ( Cl- C10) al koxy,

rgél(gg ﬁlRaCR:g) al ko?%[l-@g;%%ﬁl)jgyanoi 30, NRaRb, C(g{)}}gRaRb, RE\;I!QCCOQd,

aryl (Cl -G o)all @/I ene or aryl group, the aryl being optionally substituted

with one or nb#&-BuBsnshaeprsinchyBenddzeldd-dritidingeliphcapiiprapinclolC10) al | cyl |

hal o(Cl - G o) al kyl, (Cl -G o)al koxy, halo(C G o)al koxy, NRaRb, hydroxyl,

nitro, cyano v3-{ERd¢ahetiGbieat3kylimgeoyb2-a]pp8idins-tiipdedydypropati-2albase or of an

addition salt with an acid. 2. Conpounds of fornula (1) according to Caim

1, char act er i £23-[7(1thalyl- 1 Rlind@Sreseiih ] Bb-aipsadiazol phenyDipedpdh-nil;,

t hi azolyl, quinolinyl, benzo[1l, 3]dioxolyl, indolyl, 5

1,2, 3, 4-t et r adpy{B-Qouindbh 5 VYilnidbe N 2 pyrRRYS -y s BEGRgnZef ur anyl ,

di hydrobenzoxazol yl, fury!, thienyl, _py_rrof/o[ 2,3-b]pyri di nyl , pyrim dinyl,

benzot hi azol yd g_gﬁ@qgﬂhﬁbmb@ﬁﬂdﬂz@g@@gﬂyfigﬁz@zj,lyﬂhenﬂ]g%ggb%h , benzi soxazol yl,
i

i soqui nolinyl or pyrazolyl group; bei ng” possi for these groups to

ndopendent 13 of e et Ry oo R S A S A RS o,

(Cr10 G o)al koxy, aryl and CONRaRb; Ra and Rb represent, independently of

“one anot’her, a hydrogen atom or a (Cl-C10)al kyl group. 3.
Compounds of fornmula (1) according to Claiml or 2, characterized in that:
15X represents 1 or 2 hydrogen or hal ogen atons. - 4. Conpounds of

formula (1) according to any one of the preceding clainms, characterized in



80 6. Conpounds of fornmula (I) according to any one of the preceding
clains, characterized in that: R3 R2 the group R4-0is at position 2, 3 or 4
of the phenyl which bears it. 57. Conpounds of forrmula (I) according to any
one of the preceding clains, characterized in that: Rl represents an

i soxazol yl ,wayzoodiiayies t hi azolyl, quinolinyl, benzo[1, i iqadol yl |
1,2, 3,4-tetrahydroqui nolinyl, benzofuranyl, dihydrobenggggggﬁgP%moyﬁ

di hydr obenzoxazol yl, furyl, thienyl, py¥olo[2,3-b]pyridinyl, pyrimdinyl,
benzot hi azol yl , benzot hi ophenyl, 10benzi m dazol yl, indazolyl,

benzi soxazol yl , isoquinolinyl or pyrazolyl group; it being possible for

t hese groups t,6_he-9pti ybstitut ed-w.th e.or. nore atons or groups
chosen, indepe%&gﬁ%?gk%gg%#gmgﬁg?ﬁ%%%g%fg&FH%FO gﬁﬂp%%ﬂ?éZO)alkyl, 0Xxo,
NRaRb, (Cl- CiybpbdnrDpyppanad-9k and CONRaRDb; Ra and Rb represent,
i ndependently of one another, a hydrogen atomor a (Cl-Co)allcyl 15group;
X represents *2dB-(2qiiyeinciyelimidizoligd-opendiaeoMphen|fopiesgnt s, at position 3,
5, 7 or 8 of the imdazo[1l, 2-cdpyridine, a hydrogen atomor a (Cl-C10)al kyl
group; R22-dnckoR-[3-(1 EpE RSS9 imit A pOL AR eRdih ¥ Ohh B maetdier . @ hydrogen
atomor a (Cl-Cl0)alicyl 20 group; R4 represents a hydrogen atom or a
(C1- C10) al kyl «gz-@upro@bi@RiloYypyrBatI-{itad -y bhamaRis.or oup; Rf represents
a (Cl-ClO)aIko?y grogﬁp(in theﬂﬁbrn1o Ha baﬂ%’ogﬁ%?ﬁg% addition salt with
an acid. 25 Ylﬂwnﬂ}m@%ﬁﬁBunds of formula (1) according to any one of the
preceding clains, characterized in that: Rl represents an isoxazolyl,
pyridinyl, thPazdrsme;s-lgup-Aepropyridin-behirefazod) Heloyliy-b-ylphedpl pkthanol;
1,2, 3,4-tetrahydroqui noli.nyl,. benzofuranyl, dihydrobenzofuranyl,"
di hydr obenzoxadflyero-6-[844-tgthylthien-Riybgitiazopyd-eloymdi 633 phepy inglihmydl;,
pyri m dinyl, benzothiazolyl, benzothi ophenyl, benzim dazolyl, indazolyl,
benzi soxazol yr [2-fleserGi(Rroymmidin-Bylimiiaaiol-ylpygdiodp)phenytjmb@idmg possi bl e for
t hese groups to be optionally substituted with one or nore atonms or groups
chosen, i ndepeft8mrbyp-[0f(1 Bielobhobinadazofl2osphddiogephep@Im&hMoal | cyl , oxo,
NRaRb, (Cr 5 G o)al koxy, aryl and CONRaRb; Ra and Rb represent,
i ndependent | y s ¢1-flosre-6 2@t Hétdol-6yhiydd20R 2-@pAiai06-yBpHeal 13 Gk@RIKY|  group; - X
represents 1 or 2 hydrogen or hal ogen atons; R represents, at position
3, 5, 7 or 8 ef2-fin@oicHidnaeihdxydyafipBiidniezo A2 yHHeden atomor a '
10(C1-C10)allﬁi% %hgg ; R%nﬁnd R3 represent, independently of one another,
a hydrogen at9 hs %%F@ all cyl group; R4 represents a hydrogen atom or
a (Cl-ClO)aIICé% gr oup %gtionaLly substituted with an Rf group; 15Rf
represents a { CIierePapkbRyiyitaen3-yimifezokl Rerlgyréstip6-Ripienei metharolposi ti on 2,
3 or 4 of the phenyl which bears it; in the formof a base or of an
addi ti on sal t ® wfrerens-{a¢]-methgl-UEmdpoirmdisnidszof] Sratpirifiné) according to Caim
1,_characteriﬁﬁgw&ﬁhﬁgﬁ&by20 Rl represents an isoxazolyl, pyridinyl,
t hi azol yl, quinolinyl, benzo[1, 3]dioxolyl, indolyl,

1,2,3,4- i i \c f | .. ..di_hydr ob f |,

di ‘hydr obfaﬁtz:)ig%@%&k’"%b%}ﬁ%ﬂnﬁiﬁgﬁé%ogl;ﬁ%ﬁ% ’Ig[ Pé‘%ﬁi %ig/tﬁ?rijﬂﬁ;ﬁgly group, it
bei i bl epf ; . i | bst | dwth

mor 6 abom. o * Gt M ER et RS e e DB b om hal ogen.

(Cl-C10)al I cyl xQ,. NRaRb and aryl;, 25X represents a hydrogen; R
represents a thﬁé@éf#}E‘%’r%y(‘%Pﬁd%ﬁ‘%ﬂaéﬂ’z" Fg"ﬁ‘ﬂ’,“‘q-'&l]‘éhd R3 represent,

i ndependent | yflefrogdetyiphakdder, a hydrogen atom R4 represents a hydrogen
atomor a (ClL -Co)allcyl group, this group being optionally substituted
with an Rf grogpiuealias . 23 Byr hindepsndent by, ef.qne another, a
hydr ogen at om 4(‘)’;r a (C -@Eg})%}lz}??ﬁgfgup; aI-Z%&f)lr_urjgﬁplr eseﬂg’g a)ﬁ%l& [16?:10) al koxy
group; 82 i nvlitrenylsrehasel; a base or of an addition salt with an acid. 10.
Compounds: ' ‘

{ 342- ( 5- net hyt {Sotidlpero-342y(1 Hiimdobaz O {niid2eCclpylpiddinée 61 )phdnph ewbiaret hanol ;

[ 342- (pyridin-4-yl)imdazo[ 1, 2-cdpyri di n-6-yl ] phenyl ] met hanol and t he
hydr ochl ori dee {X¥edidiobrp-3-[2-(6-methoxypyridin-3-yl)imidazo[ I,2-a]pyridin-6- '
6-(3-tert-but rnet hyl phenyl)-2-(pyridin-3-yflimdazo[1, 2-a] pyridi ne
hydr ochl or i deﬁ%‘?‘?ﬁme\{ha‘g&’

[3[2-(thiazol -4-yflimdazo[ 1, 2-a]pyridin-6-yliphenyl]methanol ;.

[ 3[ 2- (qui nol i 'n’%?ﬁ??fﬁiﬂd&i%ﬁ%ﬂ%f%ﬁi)awﬁazeflyé}-az]@mﬁ;yﬁ] met hanol and t he
hydr ochl ori deyitpaery@Rfcthandid342- 0

, 3- benzodi oxol- 5-ypi m dazo[ 1, 2-ci pyri di n-6-yl ] phenyl | met hanol and the
hydr ochl ori de t hereof;
[3..]12-(pyridin-3-yflimdazo[1, 2-a] pyridi n-6-yl]phenyl]nethanol and the
hydr ochl ori de t hereof;

{3-[2-[(1H i ndol-5-ypi m dazo[ 1, 2-a] pyri di n-6-yl ] phenyl | net hanol and the



2- (5-brono- 2, 3-di hydr obenzof uran-7-y1)-6-(3-tertbutoxynet hyl phenyl )i m dazo]
1, 2-a]pyr|d|ne 64643 - hydr oxynet hyl phenypi m dazo

[1, 2-a] pyridin-2-yl1]-3H benzoxazol - 2-one and the hydrochl ori de thereof;
[2-(2-furan-3-ylimdazo[ 1, 2-a] pyridin-6-yl)phenyl]nmethanol hydrochl ori de
(1:1); {342-(5-brono-2, 3-di hydrobenzouran-7-yflim dazo[ 1, 2-a] pyri di n- 6-
yl ] phenyl net hanol ;

{3-42-(5- chlorothien 2 yflim dazo[ 1, 2-al pyridi n-6-yl] phenyl | met hanol and

t he hydrochlor o - )

{342-(6-di meth ‘h"é% SRt ol sy N7 £, BBy Y SR ASE 8RR ny | 1 et hanol
and the hydroc Io .

(3-[2- (1H1 ndd 64‘{1bm—hﬁ%&%&r@?waﬁl%ﬁrya)elﬂlﬂ%@%%-M%%ﬁhet hanol andt he

hydr ochl or i dejfphekBefethanol;

{342- (6-am nopyridin-3-ypi m (1270[ 1, 2- a] pyri di n-6-yl ] phenyl } nethanol and
t he hydrochl weztt%ﬁ%&s 805 (4—methylthlen- -yl)mudazo [1 2—a] yridin-6-

{342-(1Hindol- glnldazo[l -a] pyridin-6 ﬂenyl}nethanolandthe

hydr ochl ori de ]tph@w giethanol

{342-(2-am nopyridin-3-y |n1dazo} 2- ag pyri di n- | hohenyl } met hanol and the
hydr ochl ori de 2yﬁe¢1ﬂmre 3-[2-(1-methyl H-indol- -y[)imidazo{1, 2 pyridin-6-

{342- (1H pyrr rldln 5-ypi m dazo[ 1, 2- al pyri di n-6-yl ] phenyl | met han
ol and the h o e thereof

(305 (3 phemiin® -dzf%%éz%zé Ty aiafie Ayl PR Bl Bheml. et hanol
245 honzot Wik dnut MR gl by SR A %%%!?Q%Qﬁh&}lﬁe? Al
|3l 2-(pyrid z-é-[mp@ SEohdasaS R Sphemy d et hano

[ 342- (t hi en- ZAithdorophesiaandtiandt a] pyri di n- 6-yl | phenyl i met hanol ;

2- (benzof uran- 2-y1) - 643- ( 2- met hoxyet hoxymnet hypphenyl ] i m dazo[ 1, 2- a] pyri di ne
; 643- (2- rethoxyEtbexyre] hypabanydd b2 HigyRizens-2iidazel dazelilinZs-a] pyri di ne
and the oxal ate thereof;

[ 3-(2-thien- 9’?#??%?&9&%?% 2- a]pyrldln 6- yI)phenyI]nethanoI

[ 3- (3-nethyl - 2-t hi en- 2- y||ﬁl azo[ 1, 2-a] pyri di n-6-yl)phen I]nethanol and the
hydr ochl ori de’]{-pféfrl@.@fl -5-[6-(2 4-d1ﬂuoro 3 hydroxymethylphenyl)nmdazo[1 2—a]pyr1 in-2-

{342- (1H—|ndq&n§mﬁ&%u§3nethylln1d27o[1 2-a] pyridin-6-yl]phenyl | met hanol and
t he hydrochlorlde t hereof; WD 2009/ 144395PCT/ FR2009/ 000303 84
{3-[2-(1Hindol-6- yI)|n1dazo[1 2- cdpyri di n-6-yli phenyl | met hanol and the
hydr ochl ori de t hereof;

{342- (2- et hoxypyy, lm@lbdﬁw‘ﬁf Yk Akt e2%8 (i - (Bat &l R¥fab e OcorhdoRite BY lkdiRih@nol  and
the hydrochl oride thereof

[ 2- (2- qui natcPrding. ip| imyaonsacfofming hipyiPi f An @dditigmRdngl hirermmnd A4d 1 he

hydr ochl or

{342-(2-chF%%%py?%%ﬁ%w%q$mﬂea%azo[1 2- cdpyri di n- 6- yl Thhenyl } met hanol and

t he hydrochl oride thereof;

[ 3- (2-benzot hi azol - 2- ylinidazo[l 2-al pyridin-6-y1) phenyl ] met hanol and the

hydrochl ori de t I@%;,

[3-(2-benzo[b]tEf op ezw%ﬂwﬁcmnlgﬁ%llC%Hat%§$? %mgt?FW%ﬁg%@CTW%uﬁanol and

t he hydr oclilropiad® atd¢vedienio; any one of Claims 1 to 10, or a phannaceutlcally acceptable salt of

[ 3-(2-benz t hi 0 i dazo I enyl ] met hanol and
the hydr OC&{i O‘%’ : &’8“@2 S a‘?%o at easq one pha aceutw]aﬁ)y gccgﬁt%le exbl ple%p

3- (2-benzo[ b] t hi ophen-3-ylim dazo[ 1, 2-a] pyri di n-6-yl) phenyl i met hanol and

t he hydrophlorlde t her eof ;

%333;)((: H)_g:, In 321£ r GSSIB‘% g gozn(l)plojﬁhg otalel?lYula Hﬂ accord%l ]E(P abn?(r-.%e é%%l%asqqg I&qgr

{342- (2, 3- dichydticabemnzotdsatenbioy pberindhz afdmentahd prevelition 6f ybdrgdegaietatinet hanol
and t he hydrochl oride thereof;

{242- (1H-i AGEESS-yl )i mi dazo[ 1, 2-a] pyri di n-6-yl i phenyl | met hanol and the

hydr ochl ori de t hereof;

[ 3- (2- benzof uran-5-yl i m dazo[ 1, 2- a] pyri di n-6-yl ) phenyl ] net hanol ;

{342- (3-chl orot hi en-2-ypi m dazo[ 1, 2-c] pyri di n- 6-yl | phenyl | met hanol ;
{2-fluoro-6-[2-(5-nmethylisoxazol -3-ypi m dazo[ 1, 2- cdpyri di n-6- yl] phenyl

met hanol ; 2- {3-[2-(1Hindol-6-ypi m dazo[1, 2-a] pyridin-6-yl]phenyl}

pr opan- 2- ol ;

243- (3- et hyl- 2-t hi en-2-yl i mi dazo[ 1, 2- cdpyri di n- 6- ypphenyl ] propan-2-ol ; 85
243- (2-thien-3-ylimdazo[ 1, 2-a] pyridi n-6-yl)phenyl ] propan-2-ol;
2-[3-(2-pyridin-2-ylimdazo[1,2-cdpyridin-6-yl)phenyl ] propan-2-ol ;



243- (2- benzof ur an- 5-y1li m dazo[ 1, 2-c] pyri di n-6-yl ) phenyl ] pr opan- 2-0l ;
2-13-(2-benzo[ b]thi enyl-5-ylimdazo[ 1, 2-a] pyridi n-6-yQphenyl ] propan- 2-ol;
2-[3-(2-thiazol -2-ylimdazo[ 1, 2-cdpyri di n-6-yl) phenyl ] propan- 2-ol ;
{2-fluoro-642-(1Hindazol - 3- yplnldazo[l 2-a] pyri di n- 6- yI]phenyI}nethanoI
and the hydrochl ori de thereof;
2-{342-01/-i ndazol - 3- yplnldazo[l,z a]pyrldln 6-yl ] phenyl } propan-2- o0l and
the hydrochl ori de thereof; {2,6-difluoro-3 424 1Hindazol - 3-ypi nai dazo[
2-a] pyri di n- 614 Il]sphémydnipoweitdfdmulae(hchc@hmmydnmml @ 1lghes 1 brellp @ the

| uor o- thi | i 1 I 1) han

| uor o-g‘ ‘%aéat By Pf%f“%dl%m fgra“ gg“o?“i“%% E)yrg‘. Pée"gmg‘) fer%ear%;t/?%‘as ¥ é;%fol

| uor o- &pile@dyt hi en- 2- ylinidazo[l 2-a] pyridin-6- yI)phenyI]nethanoI

[0
2-f
2-f
2-(2- benzothiazol-z-ylinidazo[1,2-a]pyridin-6-y1)-6-f|uoropheny|inethanol;
2
(

[
[
|
WO 2009/ 144395PCT/ FR2009/ 000303 86

2-benzo[ bi t hi ophen-2-ylim dazo[ 1, 2-a] pyri di n-6-yl)-6-fl uorophenyl | met ha

{212- (2, 314Uy e perarewid ot dermBlay(hiantorthneotp Bnong] b WHdinds h1610y for 18-

or ophenyleb s haRahadicamen for wse n th a ¢ peyohiatric.di

(2 benz%?%ran 5- y|?ﬁ?ﬁ%ﬁéff“ﬁ”%fB???ﬁ?ﬁl€w“mmm°f?ﬂbfg$h§ﬁﬁfi.nethanm
( -benzo[ b] t hi eny1l-5-ylirnidazo[ 1, 2-al pyridin-6-yl)-6- quorophenyllnEtha

uor o- 3- ( 3- nethy -2-thien-2-ylimdazo[1,2-alp H di n- 6-
amin,

nﬁrlep?éaﬁ]@p of a medicament for use in the treatment and preventlon of'in atory diseases.

1[|0 6- (2- iireet s &mﬂomm&%ﬂa @ a@Jomﬁ{g @iafy @neYch)C@zﬁx%QYItJ e anol ;
|
fl

f uo
6- di
heny
6-di fl uoro- 3- (2 t hi en-3-ylimdazo[ 1, 2-abyri di n- 6- prhenyI]nethanoI

6- di¢ 1 uor o- 3- (2-pyridin-2-ylimdazo[ 1, 2-al pyridin-6 yI)phenythrlethanoI;
|130|(. gpﬁgln;){ }C_) ml egﬂéq %Ilpl;ngl{ddoafzfgr[m]ﬁ az(i)aélzg)¥<{1g1gdgo r!ln)? ;)ne Jf Clalms I to 10, for the

- (

6-

- (

“(2

| ;

, 6-

3-

2- benz pkphraion 2fayhddmaﬂaz @fr hsedn Gd prydideéhit BrdGrdvdntion ofosttopdres@raphasyd. i met hano

2-benzofiiran-3-ylimdazo[1, 2-a] pyridin-6-yl)-2,6-difluorophenyl]nmethan

18. Use of a compound of formuia (D) according to any one of Claims 1 to 10, for the
P? nzgllelr)]efra 101 of a IXed}cgllng usé m ﬁleq%atlln%htnang_p\{e]%ﬁn%h E;))_f(ii’la}cklnlélc%rso sbae?snyl i naeth

di fluoro-3-(2-thien-2-ylimdazo[ 1, 2-a] pyridi n-6-yQphenyi |l i net hanol ;
d|f|uﬁhba@a@ZEmheamowﬁﬁ%MMdnwuaboﬂme&abyridin-6-prhenyI|nEthanoI;

( met hoxynet hyl phenyl) -2- (I -nethyl-1Hindol-6-yl)im da7o[

,2-a] pyridine and the hydrochl oride thereof;

4/ Hi ndol- 6-yl) - 6- ( 3- met hoxynet hyl phenyl )i m dazo[ 1, 2- cdpyri di ne and t he
hydr ochl ori de t Hetlsopf a compound of formula (I) according to any one of Claims 1 to 10, for the
2-{342-(5- X i [ }..2r i e an-2-o0
[ 2-f1 uor o- g‘%%%%r?{éts& %%ld‘fﬁ?éeﬁﬁ fgp g&Zf}‘ Jr?n'edté‘%%) { agd q’r‘ge’}ﬁ i ﬁ‘ﬂes%‘%‘% eeﬁw | met ha
nol ;  §D42dpEsden. sospiee é?ﬂq@hn@ﬁywwmﬁefﬁqt hzm'c}cpymf céionim@ y1] -
quorophenyIInEthanoI
[2-(2-benzofuran-2-y|inidazo[1,2-c]pyridin-6-y1)-6-f|uorophenyl]nethanol;
WO 2009/ 144395PCT/ FR2009/ 000303 87 . )

[ 2- (2- benzof ur aff: 3rFESs PR GEsiZing. &F syrrroynds-d-grmplaglx scgefiap ehipin debhanol ;
{2-fluoro- ﬁg&mgcmﬂﬁhﬁybfﬁhhbgggjnldaZOI 2-y0i m dazo[ 1, 2- a] pyri di n- 6-
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[ 2-fl uoro-6-(2- furan 2-ylimdazo[ 1, 2- cdpyridin-6-yl)phenyl ] net hanol ;
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(2-benzo[b]thienyl-2-ylimda L R-a] pyridin-6-yl)-2,6-
i f1 uorophenyl ] met hangl ; , tlf|u0 ~gfi2- (1
i 1, 2-cdpyridi n-6- yl]phenyl }
pbenzof ur an-5-yDi mi dazo[ 1, 2-c] pyri di n-6-y11-2, 6-

- et hyl- /H—ben2|nE'
met hanol {342-(

di f 1 uorophenyl} met hgno
[ 2, 6-di fl uoro-3GP2=furan-2
-(2-benzot hran-5-yli m dazo]
1, 2-c] pyridin-6-yl)-2,6-difluorophenyl]nethanol;

[ 3- (2-Benzo[ b]thienyl-5-ylimdazo[1, 2-a] pyridin-6-yl)-2,6-

di fl uor ophenyl ] net hanol ; 24/ H i ndol-6-yl)-643

42- (et hoxyet hyDoxynet hyl | phenyl | i m dazo[ 1, 2- a]pyri dine;

243- (2- benzo[ d] i soxazol - 3-yl i tnidazo[ 1, 2-a] pyri di n- 6- yDphenyl ] pr opan- 2-ol ;

[ 2- (2-benzo[ cflisoxazol -3-ylimdazo[ 1, 2-a] pyridin-6-yl)-6-fluorophenyl]nmeth
anol; 2-{3-[2-( 1Hindol-5-yl)imdazo[1, 2-cdpyridin-6-yl]phenyl

| propan-2-ol; 2-

{342- (1Hi ndol- 4-y0i m dazo[ 1, 2-c] pyri di n-6-yli phenyl } propan-2-ol; 2-

{342- (2- met hoxypyri di n-3- Al m dazo[ 1, 2- abyri di n- 6- Aphenyl } propan-2-ol; 2-

|i mi d&¥9[ 1, 2- a] pyri di n- 6- yOphenyl ] met hanol ;  [3



88 2-(3- {24 1 -(3-nethylbutyl)-1H pyrazol-4-yllimdazo[ 1, 2-cdpyridin-6-
yl'} phenyl) propan- 2- oh

243- (2- qui nol i n- 3-y1i m dazo[ 1, 2- cdpyri di n-6-yl ) phenyl ] pr opan- 2-ol ;
{2-fluoro-642-(1Hindol-5-yl)imdazo[1, 2-a] pyridin-6-yl]phenyl nethanol;
{2-fluoro-642-(6-nethoxypyridin-3-yl)i¥ dazo[ 1, 2-a]pyridin-6- yl]phenyl
met hanol ;
{2-fluoro-642-(3-fluoropyridin4-yei mdno[1l, 2-c]pyridin-6-yliphenyl}

nmet hanol ; in which R, X, R3 and R2 are as defined in Claim 1 and GP is a hydroxyl-function-
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[ 2-f | uor o- Gerlvatiwy irdrthdhi dphteyling thelpromicl oRaielpyr i di n- 6-yl ) phenyl ] met hanol
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2-fluoro-642-(1H i ndol-6-yl)imdazor 1,2-cdpyridin-6-yl]phenyl } nethanol;
2-fluoro-642-(2-nmethoxypyridin-3 -yl)imdazo[ 1,2-a]pyridin-6- yl]phenyl
met hanol ; {2- #1. padcessGdesyhthediBd it thiySimds of initl:d@7Redrding to Claim 1, by
-c] pyridin-6-yl]phenyl methanol; {2-fluoro-6[2-(
t hyi - 11eFtingStmBewpes ofiferasd (P 2- a] pyri di n-6- yl | phenyl net hanol ;
-fluoro-6-(2-quinolin-5-ylinidazo[1, 2-a] pyridin-6-yl)phenyl] nmethanol;
-fluoro-6-(2-isoquinolin-5-¥\jimdazo[1, 2-cdpyridi n-6-yCphenyl ] net hanol ;
-[2-(2, 6-difluoropyridin-4-yp nmiydazg[ 1, 2- a] pyri di n-6-y1]-6- fluorophenyl}
met hanol ;  (2-fluoror§- {24 Ci

1-(3-nethy|buty1)R2.‘p raz dazo[ 1, 2-a] pyri di n- 6-
yl } phenyQret hanol ;
{2,6-dif|uoro-3ﬁ%;4 i mdei- 5- ypigxdazo[ 1, 2-c] pyri di n-6-yl ] phenyl }
met hanol ; {2, 6-di fl'uor o- 34%- (6- net hoxypyri di n- 3- ypi m dazo|

1, 2-a] pyridin-6- yl]phenyl }nethanol;
{2, 6 di 1 uor 0- 3251 REK WA, Wl 818 o4 N deatlal ity BRI oifieid k] BNENY1 )
(2, 6-di f | ueydefiBed ia-Qldita-li and 3¥ is@-bp@inmir dadefivelige a] pyri di n- 6-yl ] phenyl | net hanol
; (2,6-difluoro-3-[2-(2-nethoxypyridin-3-yflimdazo[1l, 2-a] pyridin-6-
yl ] phebtyl } met hanol ;
{2, 6-difluoro-342-(4-nethylthien-3-yflimdazo[1, 2-a] pyridin-6-
yl i phenyl | met ha®®IProcess for synthesizing the compounds of formula (1) according to Claim 1, by
{2,6-diflugro-3-[2-(1- | - indol- 5-ypi m dazo[ 1, 2-a] pyri di n- 6-
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2, 6-di fluoro-3-(25quinolin-5-ylimdazo[1, 2-al pyridin-6-yfl phenylinethanol;
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[2,6-difluoro-3-(2\isoquirtolin-5-ylimdaz za] pyridi n-6-yl)phenylimet ha
nol; {342-(2,6-difu ridin-4-ypiﬁ?ﬁb%ﬁiii%-a]pyridin-6-y11-2,6-
difluorophenyllnethgn ; J6-dif|u$§gos-

{241-(3-nethyl b yrazol -4-yll1m
yl | phenyenet hanol ;
N-tert-butyl-5-[6-(2ﬂX¢@XfIuoro-3-hydroxynethy|phenyl)inidazo[l,z-a]pyridin
-2- yl]nicotinam de. 11. Medi canent, characterized in that it

conpri ses a conpowhigh &f isfagrdefihed il Glaiar & andliYnigptesenisng bome dofivagivaiwith 4 to 10,
or an dit]on | f S, | phar i cal bl e
aci . o5 bbbt gl D RARR WAL, RACLATOERE A4 SR S BERTRLE, |
conpri ses & Clompbamidl Bfa bhlopenul a (1) according to any one of Clains 1 to 10,
or a pharmaceutically acceptable salt of this conpound, and al so at |east
one pharmaceutically acceptable excipient. 1013. Use of a conpound of
formula (1) according to any one of Clains 1 to 10, for the preparation of
a nedi canent f oe3.Beebsfot Hathesigiag renbmanddpobisantls dha@brdireto Alkegdney at | ve
di seases. 90. 4.%¢be o{ conmpound of forrmula (I) according to any
one of O alfEi"g PEPIYs P ”?H%)Sﬁéparation of a medi cament for use in the
treatnment and prevention of gerebral traumas and of epilepsy. 515. Use of a
conmpound of formula, (1) &c ording to y one of Clains Ito 10, for the
preparation of armgdj for i he treatment and prevention of
psychiatric di sgases: xm 16. Use pf 5@conpound of formula (1) according
to any2ene of Clains 1 %o 10, for tHh® prepdtation of a nedi canent for use
in the treatnent and prevention of inflanmmtory di seases. 10 17. Use
of a compound of formula (1) according to any one of Clainms 1 to 10, for
the preparation of a nedicanment for use in the treatnent and prevention of
ost eopor osi s and cancers. 18. Use of a conpound of formula (I)
according to any one of Clains 1 to 10, for the 15preparation of a

medi cament for use in the treatnent and prevention of Parkinson's disease,
Al zhei ner' s di sease, tauopathies, and multiple sclerosis. 19. Use

d X, 2- i di n-6-
63%8[ al pyridin



10 22. Process for synthesizing the conmpounds of fornula (1)
according to Claiml, by reacting conpounds of formula (VIII) (V)

(Vi) in which Ris as defined in Caiml and Y represents a boron
derivative, wth a 15conmpound of formula (VI1) in which R6 represents R4,
and R2, R3, R4 and X are as defined irP2Caim 1l and Z is a hal ogen.

23. Process for synthesizing the conpounds of fornula (I) according to
Claim 1, by reacting conpounds of formula (XII1) 92 in which R2, R3,
R4 and X are asindefichril] R3nRChal Kate aswdefihedain €thaiypdiyi mith @ fcompeumd lod frvbilp i n

which R1 apd, R ar. S fined. in pm1l a | .i,s a hal ogen.

24. Pr oces@q} lgrwqjémaé’gﬁﬁrﬁas qeﬁEEdSB%%ﬁ#&gggﬁaH%SP%?eg(l) according to
Claim1, by 5 reacting conpounds of forrmula (XIV) 0 Hal RL (VI) in
which R2, R3, R4 and X are as defined in Caiml and GPis a

hydr oxyl - functi rotectin roup, with a c ou of farmul V] ), in which
RlL and R are asfﬂgchffégori Sﬁgtgséﬁnfﬁptﬁe SITePoERgs q%gg u%gpcf‘é‘éoﬁgmgﬁoaﬁf%éi‘i by
depr ot ect i ReetinBeoppRedcds ferual (edy 10 25. Internedi ate conmpounds
93 26. Synthesis process according to any one of Clainms 20 to 24,
wherein the conpounds of eral fornglae (MII), (IX), (XI), (XBl) and
(XI'V) are the co L,gener Ilfo mulae (VII1-1), (I1X-1), (IX2),
(XIr-1), (X1-2), (XI-4), '? , TRX111-2), (XIV-1), (XIV-2) and
(XIV-3). GP—0 e\ R (VD)

in which R2, R3, R4 and X are as defined in Claim I 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.
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26. Synthesis process according to any one of Claims 20 to 24, wherein the
compounds of general formulae (VIL), (IX), (XI), (XOI) and (XIV) are the compounds of
general formulae (VIII-1), (IX-1), (IX-2), (XI-1), (XI-2), (XI-3), (X14), (X1O-1), (XTM1-2),
(XIV-1), (XIV-2) and (XIV-3).



