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1 POLYSUBSTI TUTED DERI VATI VES OF 2- ARYL- 6- PHENYL |

M DAZ( 1, 2- a] PYRI DI NES, AND PREPARATI ON AND

THERAPEUTI C USE THERECF The present invention rel ates
to polysubstituted 2-aryl-6- 5

phenyl i mi dazo[ 1, 2-a] pyri di ne derlivatives, to their
preparation and to their therapeutic appl ication in
the treatnment or prevention of diseases involving
Nurr-1 nuclear receptors, also known as NR4A2, NOT,

TINR, RNBOL yanshs HETArE ol SARVIB.PHENYL-
pf?@gﬁ%@@’%@% ﬁﬁ %AWB I@ 2 a%ﬁ%ﬁi?égﬁc

phenyl group or a napht belng possi bl e

by ono 5 degelf oo O?Zu%@@%l%‘gte PRATUST A aryie-
di’rhecbwéﬂ‘a@ﬁitqﬁhﬂ-alpmmehéerl\iailveswtngtr@lropaeparammm to their
*‘tﬁé?“ t:c(efﬂph%ﬁ%lrg:ng%% t@é@%ﬁ& g:ﬁj(gl{cﬁ% 5l djseases nlwolvmg
Wi ) Hldloen tacanigrs, SIss RVTR B R anc

yap®, nitro, 20 hydroxy(Cl-Clo)al kyl ene,

NRaRb(

Cro) ark SuEetehéy & Rye bissny invantin 's &sueamgounds of formula
$O2NRaRb, NRcCORd, OC(O) NRaRb, OCQ(Cl-Clo)al kyl,

NRcC(O) ORe, NRcSQ2Re, aryl (Cl-Clo)al kyl ene, m)nocycl iC
aryl or nmonocyclic heteroaryl, t cyclic aryl or

monocyclic 25 het eroarill @g@ﬁbst i tuted
by one or nore substR m a hal ogen or
(C1- Clo) al koxy,

a (Cil-C10)al kyl, hal of hkyl
hal o( C1- C, o) al koxy NR4RD, droxyl , 0X0, nitro,

cyano or OCQ( Cl- Cl% alkyl group; X representé)from 1
to 4 substituents which are identical to or different

firhi Mich:

R+ represents:
a phenyl group or a naphthyl group, it being possible for these
two groups optionally to be substituted by one or more atoms or
groups chosen, independently of one another, from the
following atoms or groups: halogen, (C4-Ciglalkyl, halo(Cy-
Cio)alkyl, {(C1-Cqo)alkoxy, halo{C4-Cqp)alkoxy, (C4-Cp)thicalkyl, -
S(ONC-Cyp)alkyl, -S{O)(C1-Cyp)alkyl, hydroxyl, cyano, nitro,
hydroxy(C4-Cqg)alkylene, NRaRb(C;-C1g)alkylene, (Cy-
Cio)alkoxy(C+-Cyp)alkyleneoxy, NRaRb, CONRaRb,
SO;NRaRb, NRc¢CORd, OC(O)NRaRb, OCO(C-Cyplalkyl,
NRcC(O)ORe, NRcSO.Re, aryl(Ci-Ciglalkylene, monocyclic
aryl or monocyclic heteroaryl, the monocyciic aryl or monocyclic
heteroaryl optionally being substituted by one or more
substituents chosen from a halogen or a (C4-Cig)alkyl,
halo(Cs-Cig)alkyl, (C+-Cro)alkoxy, halo(C:-Cio)alkoxy, NRaRb,
hydroxyl, oxo, nitro, cyano or OCO(C4-C1o)alkyl group:;

X represents from 1 to 4 substituents which are identical to or different from

one another and which are chosen from halogen, (Ct-Ciolalkyl, (Cy-

Cao)alkoxy, NRaRb, cyano or nitro, it being possible for the (Ci-Cqplalkyl to
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30 one anot her and which are chosen from hal ogen,
(C1-Clo) al kyl, (Ci1- Clo)al koxy, NRaRb, cyano or nitro,
it being possible for the (Cl-Cl0)alkyl to 2 be
optionally substituted by one or nore groups chosen
froma hal ogen, (G - Gio)al koxy,2 hal o(C -G 0) al koxy,
NRaRb or hydroxyl; R2 and R3 represent, independently
of one another, a hydrogen atom 5 a (G -G o)alkyl
group, this group being optionally substituted by an

Rbe optisHANy @%éﬁmbd%gpe@e of c'sregﬁg;r s ég@ﬁ%ﬂ fBhPY Hdogen, (Cs-

I

u
one.or nore suybstituents chose ogen or
(édﬁ%emhaw(féwéwéﬂ'@xml\tﬁ%?ktw hydeexyl; Gi o) al koxy,
ha} a6 SR Giepyeddtrxivide BRI BrRXxhathBl t r 0 or cyano
group;%ﬁoegZ anc{ X can together form wth the carbon
at ons V‘arﬁag@quQmﬂhem a carbonring of 5to 7
car bore 4€oh)aly| gepuretkistgroup Bty epeionatyosubstituted by an Rf
(G -O’é)r})?ékyl group, this group being optionally
substituted by an Rf 15 group; an aryl group,
opt i ori@ 13fYk @heiti .t aptienally substiutedoby sobsel muenet substituents

ﬁgf’g?%ﬁds‘éﬁ‘ ﬁoh@'é)gr%ogérb?%rﬁ (Dl halo(Cr-Crojalkyl, (Cr-

-C10) al kyl y .
hal o( & oéﬁ]%%vaw&W@&a@@aﬁﬂsowy%%m,hm#@%,mtfs:@ﬁ@yano group;
(()FQ and X) aérk}tbgéfkﬂ)af ,foﬁq\lR&g;J&eNBQr@@Rda}cﬁ% Q}mﬂﬁf@%rry them, a
cC( C e or aryl group, e
é%%ﬁghéﬁgdﬁgg%f%ﬁéﬂ¥v15% stituted by one or nore
Surepresants:s chosen from a hal ogen or a
(G -G o(G-Go)al kyl, (G -G 0)al koxy,
halo(éﬁﬁ réfgpfgéb: NRaRb, hydroxyl, nitro or cyano
gr oup;@ far-andalty! Srewpe daiftgroup deing aptiengllysubstisited by an Rf
anothgyou 5 a hydrogen atomor a (G -GCio)alkyl, '
aryl (CLl- C10) al kyl ene, or argl roup;, or Ra and Rb .
t oget IF&Y 3¥r BOUR t PYANAINK; %%@Wegt B¥n APF I Brare; edbstituents
t hemh c:mseazﬁbjrdiaﬂe]alcﬁ{?ﬁrf @i di (@,-CRi)akkyi, dhale(CAZsPaINg!, (C:-
nmor phol i [ P RELAZI ne, or .
hormp%fgié zkz(?){ll{; @%@%F&Ow&)&r owga@’ n@nggﬁloﬁgtf‘q,ycyano, (G-
subst iGuedy!(6G0 R, (CGONRaRaEl kINRcGORM, orOC(O)NRaRb, OCO(Cy-
aryl (eL-GuQ) al UR; d r.epr ,
i ndepe@??a)(ean@'y %E%@Cﬁﬁ%t Er%&ﬁﬁr&)g‘gb tﬁ% zsiat(?@m%%r optionally
(G - cSHpalitad byrane ol more) subsjituands ghoaer Ifragn @upalogen or a
(C1-Caolalkyl, halo(C4-Cip)alkyl, (C-Cig)alkoxy, halo(C4-Crg)alkoxy,
NRaRDb, hydroxyl, nitro or cyano group;
Ra and Rb represent, independently of one another,
a hydrogen atom or a (C1-C1o)alkyl, aryl(C,-C1o)alkylene or aryl group;
or Ra and Rb together form, with the nitrogen atom which carries them, an
azetidine, pyrrolidine, piperidine, azepine, morpholine, thiomorpholine,
piperazine or homopiperazine group, this group being optionally
substituted by a (C+-C1o)alky!, aryl or aryl(C4-C1g)alkylene group;
Rc and Rd represent, independently of one another,
a hydrogen atom or a {C4-Cqg)alkyl, aryl(C+-C1o)alkylene or aryl group;
or Rc and Rd together form a (C.-Cs)alkylene group;
Re represents
~a (C4-Cyo)alkyl, aryl(C+-C1o)alkylene or aryl group;
or Rc and Re together form a (C»-Cs)alkylene group;
Rf represents
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or Rc and Rd together forma (C2-C5)al kyl ene group; Re
represents a (G -G o)al kyl, aryl (Cl-C 0)al kyl ene or
aryl group; 35 or Rc and Re together forma

(C2-Co) al kyl ene group; Rf represents 3 a hal ogen
atomor a (G -G o)al koxy, hal o(G - Clo) al koxy,

hydr oxyl, cyano, NRaRb, C(O NRaRb, NRcCORd,

OC(O) NRaRb, 000(C1- Cyo)al kyl, NRcCOORe, SO2NRaRb,
NRcSO2Re, aryl (G -Clo)al kyl ene or aryl group, the

| ' t | t
i‘Lﬁst‘f’f '&ﬂ'ﬁ?@ﬁ bwspgnbyr%%@ Rk o ABROEC CRUE pycrony
hal o(¢R 1 ,C .a||“pUg ORd, OC(O)NRaRb, OCO(C1-

hal o(@o)é]kyd) NH@@@OMNF@(RE)ONHCS% 2% @#@o(?algkglene or

an a%ﬂ'ﬁggﬁ k){begro Pt ?l'nQCPB?OFI%E’ one or more

f or meudbstityentancluaser i fsemore falogan eonasa'n'geﬁ cgalkﬂtlo halo(C-

gﬁglgtl 82%9 (SCTR%%{as elyeg%io@éo)#ﬁ% herg HB ngyl nitra,

and &YQ@P@*’&@@&%;) grdup;r  mi xtures, including

tihghé foracemhe %ﬁéf@ﬁan%@ﬂﬁioﬂ‘s‘aﬂ'\ﬂitﬁgﬁac ention. The
conmpounds of fornmula (1) can exist 1n the torm of

bases Tive O<f>m padeis ldmoﬁﬁulbs(l)V\&émcéﬁip%e oPHCSr ﬁ‘ﬁﬁé%s?ﬁwmetnc

venti 0 se salts can

I in the i
3:%5%)%'? eg CW? h pldr nc@@eLfF’PE aIeF(S??a@c etB?ag P& a1 d@najijtomers  or
idimsterslisamers. offhese aendstiomers amdrpﬁesm‘re@l@@meﬁst hhd their

Pﬁl?(’%{ﬂeg %F@@Ju‘g th‘éﬂ?gﬁém Vf‘{*rhﬁﬂreio% go{‘rml\gﬁl?ln‘gﬁu s 26n
compouds inpbh !t (o!r%qu?aaf(‘i Ut et H the bR SOBR or of

drat es or so vat es
%ﬁﬁloﬁaﬁﬁ”@n‘g'tfb PC%sgéPBﬁdémrwaHﬁ GhfRe wthlnztmermvgntlon

cul ?s of water or with sol vent. Such hydrates

TRESE S B U6 wEtrrinll pRAfere G ACPaRtIDIaERS but the
selts ef totldr atids pfoe so@im plswEnigeom: the @Jr(f@ét@w)orqr@u@otbﬁon of

e EETPOPAss B BEALE (LASE FARMRiadRedBUED: hean o
fl"hkéoéél*?‘;%ouﬁdyﬁfofdrﬂﬁri? 3(935?5”3950 oéxgjlsalnlgt u'} b‘é}gn gf; ﬁ)éd({?tes or

% group is. und mean
BPRtase dNaspelycipcthe form ighreambingtions copassockdtions with one or

mdre thblecarksyf RafR oAt d sdNdif@8uch hydrates and solvates also
come within the invention.

In the context of the present invention:

- a (Cx-Cy) group is understood to mean a group comprising between x and
t carbon atoms;

- @ halogen is understood to mean a fluorine, a chiorine, a bromine or an
iodine;

- an alkyl group is understood to mean a saturated, linear, branched or
cyclic, aliphatic group optionally substituted by a saturated, iinear,
branched or cyciic, alky! group. Mention may be made, by way of
examples, of the methyl, ethyl, propyl, isopropyl, butyl, isobuty!, tert-butyt,
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, methylcyciopropyl or
cyclopropylmethyl groups, and the like;

- an alkylene group is understood to mean a divalent alkyl group:

- an alkoxy group is understood to mean an -O-alky! radical where the alkyl
group is as defined above;
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branched or cyclic, alkyl group. Mention may be nade,
by way of 30 exanples, of the nethyl, ethyl, propyl,

i sopropyl, butyl, isobutyl, tert-butyl, cyclopropyl,
cycl obutyl, cyclopentyl, cyclohexyl, methylcycl opropyl
or cycl opropyl nethyl groups, armtd the like; - an

al kyl ene group is understood to nean a dival ent al kyl
group; - an al koxy group is understood to nean an
-0-al kyl radical where the alkyl 35 group is as

def iangsloaROVGroup is AnBatIGb&K Y a%“é’n eﬁcyP@%%E;édb%ﬂtLHé’d by one

mean an al bstitute one
i deffi"e}® @f%nag?'f%'p different| p) aelataé%s Mafttiosrmapergade, by
anGNayoef emypleéh clemalamesscrgcnshek@%rm GréupsHF2 or

al oa i s under
o SRRy B R HERHREE e g ga&gﬁrﬁgaﬂ‘?ﬁhere the
def iatlell gibopeisand dafirmd sthiovat addbig eokstiutetiobg one or more

' deﬂiér@@hl BF cﬁﬁérﬁeﬁf fa qdé%' 8%%.?}@%@&?%9%2@%@3 way of
Qe ’

gr o@ﬁ@mpéﬁst @lfﬁﬁ Q;QFsg 1 8r Q6dde grasps; t o nean an

S fvllalkﬂ'i|oa'll(3_,ffllI gﬁ@Up W&r&%dﬁb'ﬁbgn %rnog%llkﬁ ré&ncgle\fvh&%dthe alkyl
above egy%p roup i s understood

rrongrdLi?r'StﬂSc tic group conpri SI ng from 6 to
10 ancerrgl gﬂtﬂmpt |eqmdm3tobd toafeany nyso-dr bleytﬁlEFHr@méﬁc group

ﬁétylé?%‘r P, 8l 6 dob e ords MR tay benBads, By way o
bi c§xame %rtinc rey grougso@fpiheqmenytan@ nfaphthyb gtanpk?)
at Oﬁheteﬂﬁrﬁld@@%pvéounﬁ&erg%oﬁ E)eh?ea%i%or%nolgr %P&%ﬂ@ aromatic

fromN

exaﬁiﬂt’é’scwpﬁﬂﬁsd‘muﬁztméﬂe&t@alsylin@m@ugg‘rorof1 toy # rhsiteroatoms

fur dﬁbsdrhfr@ﬁhﬁne) aR¥r2dbAtion 'nﬁ%ydBé Gh8de ! by Wa?' & examples of
|soxazol oxadi azol'e,” thiazo

tet |

i goh??%ﬁfg‘f’!@ ﬁ?ﬁé)raafyéz%mélpsp Wi Byiele, pT)Z‘/'F“Fan H?"Hféhene pyrazole
py(r]I mzidarolepyiriaztie) netrazole! nixazbiee. lsaiezolefj h@;(é(flb@@lef thiazole,
an n n di zed state
encisBlriaser MEAToRe” ok | A Aigh . SahaLe puragne o
of ¥iggimg a (1) which are subject-matters of the

' th‘ﬁ%t éLﬂBhuﬁ‘ afwkjr ﬁlirog[eﬁ V\%’(oﬂ{1 qupr?é‘e”ﬁjsthést%)&ﬂ%’&’%?gte N-oxide,

e oun resen

dﬂng H ®RR)- gr oup optlonally substltuted by
one or nDre atons or groups chosen, independently of
one anot her, from

Among the compounds of formula (I) which are subject-matters of the

invention, a first group of compounds is composed of the compounds for

which:

R+ represents a phenyl group or a naphthyl group optionally substituted by

one or more atoms or groups chosen, independently of one another, from |

halogen atoms or (Ci-Cigalkyl, (C4-Cyp)alkoxy, nitro, -5(0)2(C4-C1g)alkyl,

halo(C+-Cyg)alkyl, cyano, (C+-Cio)thioalkyl, NRaRb, NRcCORd, hydroxy(C;-

Cro)alkylene, NRcSO;Re, CONRaRb, NRcC{O)ORe, SO;NRaRb or

NRaRb(C4-C1g)alkylene groups;

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

(C1-Cao)alkyl group;

or Ra and Rb together form, with the nitrogen atom which carries them, an
“azetidinyl, pyrrolidinyl or morpholinyl group:



20

25

30

hal ogen atons or (Cl-Clo)al kyl, (Cl-Clo)al koxy, nitro,
-S(0O 2(C1-Clo)al kyl, hal o(Cl-Clo)al kyl, cyano,
(Cl-Clo)thioal kyl, NRaRb, NRcCORd, hydroxy(Cl 30

Clo) al kyl ene, NRcSO2Re, CONRaRb, NRcC(O) ORe, SO2NRaRb
or NRaRb(Cl-Clo)al kyl ene groups3 Ra and Rb represent,
i ndependently of one another, a hydrogen atomor a
(Cl1l-C10) al kyl group; or Ra and Rb together form wth
the nitrogen atom which carries them an 35

aretart R4 rep‘?é!éérﬂ' ir@e@éhd@ﬁtly”%? Bﬁ%l éﬁ&helgréDﬁgdro%enRStom or a

and g% 8 els‘r?nt I ndependent | one anot
hydr o§en 29 lgrogp: (Ci - Clo) al kyI group; Re represents
aRéGép@s@htﬁ 5x01.g119)ang lgm t her substituents being as

e 083 a3 HERY G D2BR SRR vent o "5 Seond

group of conpounds is conposed of the conpounds for
whi ch: Rl represents a phenyl group or a naphthyl
ghogmdohe mmmmwrmsbdufguneta i) wh@&homee osubjectematterss of the
GfvERB S S8QSRN rddbd@ﬂof?cﬂﬁﬁﬁﬁﬁd/s %f?&HSOQéH)BPE{G cdhPBlnds for
ha{lo en at ons, , oxy, ro,
n¥BRDI sul phonyl, trifl uoromet hyl, cyano met hyI t hi o,

- NHSCO2

Wl gl nt%' a lﬂ-qéNpl-%OCI-B%!@ dr OX R roHBrQ;mgr]a,l{wsubstltuted by
cMHC@O)rnmmoampsllor groﬁﬁ&lﬁhﬁb@ 2|n©lbp§]9iﬂélﬁliy df eykedmdther, from

]#aIzB 5n C4{ARIs SH*%% Lfﬁgﬁ'ng)?( lrgtgca ‘\%ﬁp’%H%gPQYP fifluoromethyl,

the conp oun
SQY@jn@ctmﬁHI&t”@rCs ofrrohdinyli n-\NsH\E)D@Hs, ahydirioxgmethod,p -BIHSO,CHa,

COT 3%,'%99[’@%@@9 OfC@PSJI-OTér’quo p;ﬁ?r%ﬁ’i&l -‘M?-lléfb)t ﬁgpropyl

sent s gr oup
Rﬁé@@ﬁ&&bﬁ Hyéror‘ﬂg'“yéim%onal ly substituted in the 2, 3

dhe dtivarsgubstituarys 8BRgOEs d8firfecPbd®e.Or  groups chosen,
i ndependently of one another, from hal ogen atons,

nmet hyl, nethoxy, nitro, nethylsulphonyl
trifluoronethyl, cyano, nethylthio, pyrrolidinyl,
e lepamouydet bl IformMNESOR GBich- &XENEOHRA-m&t%ers of the

.‘%%?%&%ﬁ‘ﬁ%%mﬁé‘&@?g% SPRTes Clithg cargaund for

R1 represents a phenyl group or a naphthyl group, the phenyl group being
optionally substituted in the 2, 3 or 4 position by one or more atoms or
groups chosen, independently of one another, from halogen atoms, methyl,

- methoxy, nitro, methylsulphonyl, trifluoromethyl, cyano, methyithio,

pyrrolidinyl,  -NHCOCH,;,  hydroxymethyl, -NHSO;CH;, -CON(CHs)s,
-NHC(O)OCHs, -C(O)NHCH3, morpholinyl, -NHC(O)-isopropyl, -SOzN(CHa),
or pyrrolidinylethyl;

the other substituents being as defined above.

Among the compounds of formula (/) which are subject mattes of the
invention, a fourth group of compounds is composed of the compounds for
which:

X represents 1 or 2 substituents, identical to or different from one another,

chosen from halogen, (C4-Cqg)alky! or (C4-Cyg)alkoxy, it being possible for the
(C4-C1o)alkyl group to be optionally substituted by a hydroxyl group;
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t he ot her substituents being as defined above. Anobng
t he conpounds of formula (1) which are subject mattes
of the 30 invention, a fourth group of conpounds is
conposed of the conpounds for which: X represents 1
or 2 substituents, identical to or different fromone
anot her, chosen from hal ogen, (G -G o)al kyl or

(G -Clo) al koxy, it being possible for the
(Cl1-Clo)al kyl group to be optionally substituted by a

higlrehey X &éﬁ%ge&erﬁ%nﬂn%’?ﬁ chfstH %%m%%ﬂbh"\ﬁér@r them, a
t he, car bon WEP@ carry them a _carbon rin

o2 BB AINSH %PB rl?%atgrﬂ%r substituents being as

ditiei sttdr abisstituerits ey at Riefinedreupds  of formula (1)

whi ch are subject-matters of the invention, a fifth

group of conpounds is conposed of the conpounds for
which: X represents 1 or 2 substituents, identical to
oAm@iNgf éree rtonfipaundsn ef ajoomier (1) ohisemré rsubjbettragtters of the

3hos®tH, 4 t?ﬁthnﬁgél%)aof ) dgrtshydjrﬁ%é%/%ﬂet%héh% argoggi%ounds for

grozgs n together form
78 whi ch carry them a carbon ring of 5 or 6

rbon; t e oth ubstituents being as_defi ned above
5 MRREIFE N %ﬁp%‘i’ﬁfd@eafs figpntifa t@lqr difieremt diom one another,

srﬂmseut fmsm tiegilogen &fdens idVEYS | MBthyR snethaxﬁ r&u Iﬁr\{efoggmethyl

éﬂggﬁgnds i s conposed of the conpounds
represent, independently of one another a

Hyd BogeX canogethar forml.- Gith) mekvbrb@noamms?ﬁ)vmdﬂe qaryethem, a
Sdé?@éhhggrgf% (?,egggquﬁ] defi ned above. Among the

corrpoun a (1) which are subject-matters of
tthe othensmstibients bethgeas defipesipbove.conpounds i s
conposed of the conpounds for which: 25 R2 and R3
represent, independently of one another, a hydrogen

aAroongrthe cortgayindgr efiforrhbia (Jlt)h\@mcﬁuhﬁé 'W&tﬁné’l@érﬁgof the
S Moo B RS0l O e s o

ewfg@h!h gr oup of conpounds i s conposed of the conpounds

fr8r and Rj represent, independently of one another, a hydrogen atom or a

(C1-Cro)alky! group;

the other substituents being as defined above.

Among the compounds of formula (I) which are subject-matters of the
invention, a seventh group of compounds is composed of the compounds for
which:

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

the other substituents being as defined above.

Among the compounds of formuia (1) which are subject-matters of the
invention, an eighth group of compounds is composed of the compounds for
which:

R4 represents a hydrogen atom or a (C4-Cqg)alkyt group, this group being
optionally substituted by an Rf group;

Rf represents a (C4-Cqg)alkoxy group:;

the other substituents being as defined above.
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whi ch: R4 represents a hydrogen atomor a
(C1-Clo) al kyl group, this group being optionally
substituted by an Rf group; Rf represents a
(G -G o)al koxy group; 35 the other substituents being
as defined above. 7 Anobng the cénpounds of fornula
(I') which are subject-matters of the invention, a
ninth group of conpounds is conposed of the conpounds
for which: 5 R4 represents a hydrogen atom nethyl or
met hoxyet hyl ; the other substituents being as defined
pre Aﬁgn he conmpaounds of fornmula (I) which are
t¢UPROWAS K farmudst(lomhich tasat Buljecumatters of the

cmvpnu@msmrﬁnmogr@@ esk ebmpBan&9 " BREbSEA! of
Fﬁ/ .the substltut@l on of bt he R4-0 H?)%Sp o% tﬂﬂ%eg%éﬁwds for
H isinthe 2, 3 or 4 position; the substituents

oRRs rewesenl;smhxddrogénfawnnm h&thy|)orb?emg,xfi@ﬁ-|¥? ;ed le;\s )
V, n or mu |1 C ar e
alkp‘%jcggtelléu er%q%flil’% r?éﬁ?ﬁ%\ﬂgéq %gﬂ an el event h group

of conpounds is conposed of the conpounds for which:

Tiorl BREhBeRNYY SRR 1) AnMAPUHDYEdiRaters of the

tlonall su stltutedb
c'ﬁ&%fé‘i'P“w dyerdienpI §f @ﬁm@ﬁ@n@ﬁw@t remposedmf the ¢rahpoends for
atloick: or (G - Clo)alkyl (G -G o)al koxy, nitro,
-S(0 2(C -Clo) al kyI | o( G - Clo) al kyI cyano,

9 G.o h| oal k ,  NRcCORd, dr ox y(Cl-

dng) t@' Hiea, ON szﬁe, COPR R, t épmylcm@ isSteNRaRb 3 or 4
mosrtNRaRb(C C o) al kyl ene groups; Ra and Rb represent,

[ {
BRSOt LB A s

the nitrogen atom which carries them a pyrrolidi nyI

Peeny Ry opfingRER 0L 1ol O yiho 36 stbisrapaters of the

(rYerdog) anksieventhgrous froMpeuEseist eorap¢sad 6f Heakdyipounds

goowRich:

R1 represents a phenyl group or a naphthy! group, optionally substituted by

one or more atoms or groups chosen, independently of one another, from

halogen atoms or (C4-Cip)alkyl, (C+-Crp)alkoxy, nitro, -S(O)x(Cs-Crp)alkyl,

halo(C+-Cio)alkyl, cyano, (C1-Cso)thioalkyl, NRaRb, NRcCORd, hydroxy(C;-

Cio)alkylene, NRcSOzRe, CONRaRb, NRcC(O)ORe, SO,NRaRb or

NRaRb(C:-C1g)alkylene groups;

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

(C4-Crp)alkyl group;

or Ra and Rb together form, with the nitrogen atom which carries them, a
pyrrolidinyl, piperidinyl or morpholiny! group;

Re and Rd represent, independently of one another, a hydrogen atom or a
(C1-C1o)alkyl group;

Re represents a (C4-C1g)alkyl group:;

X represents 1 or 2 substituents, identical to or different from one another,
chosen from halogen, (C4-Cg)alkyl, (C4-Cip)alkoxy, it being possible for the
(C+-Cio)alkyl group to be optionally substituted by a hydroxyl group:;

Rz and X can together form, with the carbon atoms which carry them, a
carban ring of 5 or 6 carbons:
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i5

20

25

30

X represents 1 or 2 substituents, identical to or
different fromone another, chosen from hal ogen,

(G -Co)alkyl, (C-GCo)al koxy, it being possible for
the (G -Clo)al kyl group to be optionally substituted
by a hydroxyl group; R2 and X ca® together form wth
the carbon atons which carry them a 35 carbon ring
of 5 or 6 carbons; 8 R2 and R3 represent,

i ndependent|y of one another, a hydrogen atomor a

o | _

5 o oS543 N B o o

sub's F"cﬁ'? ogrﬂypan Rf group; 5 Rf represents a

(i reprgsanko sy hgdroden %%rté“?cﬁﬁ*?ﬁbikg}lgi&gb,%ist Bfoup being
- he. ph the 2, 4

E@p@sﬁﬁirﬁeg@;é%ibgﬁw]%&gﬁ%{%{fgrbhgfélb;:e' gr of an adgirti on

sBf tepibsentara {&+Q4o)dlRoAngrogipt he conpounds of formul a

(1) which are subjectsatters of the invention, a

twel r.ou f,. C unds i s conposed of the

I TP o e A ) o oS PROpHeing Ryibthe & 3 or 4
aPerlidihyl group, optionally substituted by one or

nmore atonms_or groups chosen, independently of one
dRdia&erm pf e base badbber additionsaltreitthyh acitet hoxy,

nitro, nethylsul phonyl, trifluoronethyl, cyano,

t hyl tcﬁé?o, rroljdinyl, -NHCOCH3, hydroxynethyl,
r%p‘g& ihe col Pﬁ,forrnplg( () oeheh agy Qubjemitanatiers of the
rovettioln), rytwe ftNDEOGY Iof @BRtnds is BERINISER) & B compounds for

RY iEﬁ-l idinylethyl; X represents 1 or 2 substituent’s,
identical to or different fromone another, 20 chosen

f i he, net hy!
oS ] BBy ol bt PR Bissln, pBicall Substituted by
B §ePhBIOTEGRlANSADE lgrours chosmm iatepsnddrityhofcane \aridiesn, from
i : . t

i e L e e
R VB?%DIB, '°R4pY"é<Edeé@é’nt'§|F@@%‘éod’@fﬁ"@&dﬁﬂb‘lﬁ/ha-NHSOp_CHa,
RBON(C Ha,, bt | NI

a8, e AP STt JBa ey 1m0 |G 2Ry Spronn

X represents 1 or 2 substituents, identical to or different from one another,
chosen from the hydrogen or fluorine atoms or the methyl, methoxy or
hydroxymethyl groups:

Rz and X can together form, with the carbon atoms which carry them, a
carbon ring of 5 or 6 carbons;

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

R4 represents a hydrogen atom or a methyl or methoxyethyl group;
R3 R2

the substitution of the "0  group on the phenyl ring is in fhe 2, 3o0r4
position;

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

Among. the compounds of formula (1) which are subject-matters of the

invention, a thirteenth group of compounds is composed of the compounds
for which: '
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position; in the formof the base or of an addition
salt with an acid. 30 Anong the conpounds of formula
(1) which are subject-natters of the invention, a
thirteenth group of conpounds is conposed of the
compounds for which: 9 R, repreésents a phenyl group
optionally substituted by a hal ogen or a (C, -

C,o)al kyl or (C,-C, 0)al koxy group; X represents one or
nore hal ogen, (C,-C, 0)al kyl, (C, -C, o0)al koxy or

hgdr 0 [~ -2 L,
i Rﬁﬁ’%"n’*‘éﬁ"% %fé@%egraﬁ%?ﬁ%@ﬁ%y%éﬁ%ﬁe}e@xoamhe'rogsn or a (Cr-
(éﬂﬂ %ﬁ%ﬁ%ﬁ FCwIkRXy g80UBad X can together form with
t e reprdrmtait on8 R @Hbr@arﬁé«o@@ﬁm(cq-c&?a’ngﬁn qd 09, Mikéxy or
car ons; R4 represents a hydrogen atom dlﬁt‘ﬁe
fﬁ}{%%&ﬁ%(gﬁ%%@%l’ orpof an addi tiyon galt wth an acid.
AR@WC& Re rtep'm'ﬂ'n?iﬂgﬁf’e'ﬁmﬁw taf bhe :’Mdﬂ:iéf & Rydrogen atom or a
StHo)_ = . 0 e invention, nention nmay in
ptﬂlég"&?'g?' SE)rghéﬂade of the follow ng con‘pounds?/
%82 [and X %n gpgpﬂr@nﬁgymmvdﬂm tiel cartajrpatords nwitick| darge them, a
AebalR BRHRAbms: '
-{3-[2- (4. Chl of ophenyl i ni dazo[ 1, 2- a] pyri di n-6-yl ] - 2-
fl‘i*%@r%s §|a}'afc{ﬁaﬁ%m,ao§m [ ey &

{ia-theférn Ohtrar badeoy by afadarhlsAr wkipyhigdid- 6-yI1- 2, 6-
di fl uor ophenyl } et hanol ;
1-{3-[2-(4-Chl orophenyl )i m dazo[ 1, 2-a] pyridi n-6-yl] -2,

6- dif ; : .

o 5 (HBRERRE BB fomula 1) whichare: sHbiedriters.of the
finveRtErn argntics mayén particular be made of the following compounds:
(3-[2-(4-Chl orophenyl )i m dazo[ 1, 2-a] pyri di n-6-yl]-5-

Mei{BYRARDNbIABHEMNPhidazo[1,2-a]pyridin-6-yi]-2-
(3 hz(i{%_ﬁ‘ | or%ﬁ_ﬁyl Ao ey 2 6.yl ] - 5-
VRERT SIS Hanol ;- o
Tl 23 7 A BBREN iR Pl By iRy o Oy - 1 2.3
fluorophenyllethanol:
* {3-[2-(4-Chlorophenyl)imidazo[1 ,2-g]pyridin-6-yl]-2,6-
difluorophenytimethanol;
* 1-{3-[2-(4-Chlorophenyl)imidazo[1,2-a]pyridin-6-y]-2,6-
difluorophenyl}ethanol;
* 1-{5{2-(4-Chlorophenyl)imidazo 1 2-a]pyridin-6-yl]-2-
fluorophenyllethanol;
* {3-[2-(4-Chlorophenyl)imidazo[1,2-a] pyridin-6-yl]-5-
methylphenylymethanol;
* {3-[2-(4-Chlorophenyl)imidazo[1 ,2-alpyridin-6-yl}-5-
methoxyphenylimethanol;
* 7-[2-(4-Chlorophenyl)imidazo[1,2-a}pyridin-6-yl]-1,2,3,4-
tetrahydronaphth-1-ot;
* 5-[2-(4-Chlorophenyi)imidazo[1,2-a]pyrid in-6-yl]-1,2,3,4-
tetrahydronaphth-1-ol:
* {3-[2-(4-Chlorophenyl)imidazo[1 ,2-ajpyridin-6-yl]-4-
methylphenylimethanol;




t rahydr onapht h- 1-ol ;

-[ 2- (Z ChIoPophenyI)inidazo[1,2-a]pyridin-6-y|]-1,2,3
4- tetrahydronaphth-1-ol; o

3-[2-(4-Chl orophenyl )i m dazo[ 1, 2-a] pyri di n-6-yl]-4-
met hyl phenyl } met hanol ; 10 10 o

{5-[2-(4-Chl orophenyl )i m dazo[ 1, 2-a] pyri di n-6-yl]-2-
f 1 uor ophenyl } net hanol ;

{5 [2-(4- Chlorophenyl)lnldazo[l 2-a] pyridin-6-yl]-

I\J
1

I[Eé'ff Af@h %Pé’tbgggﬂ;h'@@ﬁﬁéé’o@mmdIa}Ei}yH-QeI| n-6-yl]-2-

h gRidranol ;
FgmthlyrEgr gﬁ%lkr?z (p- t ol yI )i mdazo[ 1, 2-a] pyridin-6-yl)phe

1
ny+ [r2-{vaQbitorophenyl) )imidazo[1,2- a]pt(rldm 6aﬂ])yr| di n- 6-yl ) phe

[Zl'ri: H)?hﬁeng)(! r%et%anopl yl)im da
nCﬁ%c[raPﬁéWHﬂ?g%WEnaﬁp?méﬂn%qy]?&l 2-a] pyri di n-

}[Tzitbaﬂmt hoxyphenyl )i mi dazo[ 1, 2- a] pyri di n-
nmet hanol and its hydrochl ori de;

[ 2 él %@hg&y[ z(quszé&h)waw%ﬂza{aipmhnﬁwlmamyammmny|
h noI F drochl ori de;
[?r GPE ?2{9(@ MW@@HWW!% -G whenylimppiarniadi n-

6-(2-
i m{?aﬂ:lepﬁg%z{bg?&ﬁg %l&yPhlr‘Mfmr %%éh%r(éjlpm'mﬁm and
nhmvl}mﬂmncde
2Fluor03 2-(p-tolyl)imdazo[ 1, 2-a] pyridi n-6-yl)phe
n;fl it REndi2-(3-methoxyphenyl)imidazo[1,2- -a]pyridin-6-

1y{]§hé a;rﬁefﬂalnersﬁ@ﬁgshly&dﬁhwl 2-a]pyridin-6-yl]-a4-

fI'uor ophenyl } et hano

{3 [2F [ubr&ial gm&mﬁidéiﬁ[q’@Zgjp{bnamaélﬂjbhQﬁﬁ]rﬁet%'almofland

gq,@g (%w met hanol

‘ophenyl )i m dazo[ 1, 2-a] pyri din-6-yl]-4

wet{g%geﬂg SRR e imisazal 1 2-alRwicingBn. 6. y1 1 - 4-
il

\ighel hanol ;
{3 (4- Chlorophenyl)lmdazo[l 2-a] pyridin-6-yl]- 5-
HZ Fluoro-6-(2-phenylimidazo(t, 2-a]pyridin-6-yl)phenyllmethanol and

its hydrochloride;
* [2-Fluoro-3-(2-(p-tolyl)imidazo[ 1 ,2-alpyridin-6-yl)phenyllmethanot;

* 1-{3-[2-(4-Chlorophenyl)imidazo[1 ,2-alpyridin-6-yl]-4-
fluorophenyl}ethanol;

* {3-[2-(4-Chlorophenyl)imidazo[1 ,2-alpyridin-6-yl]-4-
fluorophenylimethanol;

. {3—[2-(4-ChIorophenyl)imidazo[1 ,2-a|pyridin-6-yl}-4-
methoxyphenylimethanol;

. 1—{3-[2-(4-Chlorophenyl)imidazo[1 ,2-a)pyridin-6-yl}-4-
methoxyphenyl}ethanol;

* {3-[2-(4-Chlorophenyl)imidazo[1 .2~a]pyridin-6-yl]- 5-
(hydroxymethyf)phenylmethanol:

* [2-Fluoro-3-[2-(naphth-2-yl)imidazo[1 ,2-a]pyridin-6-yljphenylJmethanol:
* [2-Fluoro-3-(2-phenylimidazo[1 ,2-a]pyridin-6-yl)phenyllmethanol and



(hydr oxymet hyl ) phenyl } met hanol ;

[ 2- Fl uoro- 3-[ 2- (napht h-2-yl )i m dazo[ 1, 2- a] pyri di n- 6-yl
] phenyl ] net hanol ;

[ 2- Fl uor o- 3- (2- phenyl i m dazo[ 1, 2- a] pyri di n- 6-yl ) phenyl
] met hanol and 11 its hydrochl oriide;
(+)-1-(3-[2-(4-Cnhl orophenyl )i m dazo[ 1, 2-a] pyri di n-6-yl

]-4- fluorophenyl}ethanol;

(-)-1-{3-[2-(4-Cnl orophenyl)lmdazo[l 2-a] pyridin-6-yl
l}eth I

12&% 2{/&%@5%&'&?%01 gphZESI )i mdazo[ 1, 2-a] pyridin-6-yl]-

6-e f4)Lp

{3%}2 ‘g% gheny uorghﬁﬁ%i’}'?an%oéazo"[']?y"éd' %Y n-6-y1 7 -

2,180r @Ry | } met hanol ;

2-

A i P
1 f{umrﬁﬂalmnyb}eShérRal(S met hoxyphenyl )i mi dazo[ 1, 2- a] pyri di
} et hanol ;

'{{?%29 44‘ arpppéeylyiridarofh2ed] Ibyddiaieeyijedi n- 6-yl | - 2,

6 @p@g 2-ol;
‘flu@l,-k{):ﬂ) Héh%fgggﬁSE 2- SI )i mdazo[ 1, 2- a] pyri di n-6-
lo I

; ){qurm ¥ @ﬁﬂlﬁﬂ@gh%@{un%q).%a%g{hz RIS ol y1 yi i d

or o-

?ﬁff@r phefylimethen

a
4-nitr n zo[ 1, 2- ridin-

i,ﬁ L {}F ﬁ;&{-ﬁ 6Tnetrt\0x3)% Sn% |%|dago?1%[a]pyrlggnpg din-6-

{X]Bhfmyl}p.nop@n 2-¢I2- (4- (pyrrolidin-1-yl)phenyl)imdazo

1, 2- %]L é ridin-6- yl]phenyl}nmethanol;

{3 [ F oo+ (femeiietyphpnyljicteidadal1 2-aibphidings-n- 6- yi ] -

2yfp cearpphenyl } met hanol ;

{5 6- D|f| uor o- 3-[ 2-(2-fl uorophenyl)l m dazo[ 1, 2-a] pyrid

5126{-3 M@Uﬁl@l‘b fﬁ@" -2 6

?'F’é@%}ﬁﬁ"é{ﬁ hen érﬂm dazo y”‘]' pyr”:ll n-6-yl]-2,6-
{2 6[-4[%[%}60582%”% ht(hé-l _rrﬁ gggﬂ1p£18 B/In%hnehg}/l )i mdazo[ 1,
yl)phenyl]ethanol

. 6-(2,4—Diﬂuoro-3—methoxymethylphenyl)—2—(p-tolyl)imidazo[‘l ,2-
alpyridine;

o {2-F luoro-6-[2-(4-nitrophenyl)imidazo[ 1 ,2-a]pyridin-6-
vllphenyllmethanol:

» {2,6-Difluoro-3-{2-(4-(pyrroiidin-1 -yl)phenyl)imidazo[1,2-a]pyridin-6-
yllphenyl}methanol;

¢ {3-[2-(3,4-Difluorophenyl)imidazo[ 1 ,2-a)pyridin-6-yl]-2,6-
difiuorophenyl}methanol;

* {2,6-Difluoro-3-[2-(2 ~fluorophenyl)imidazo[1,2- a]pyndm 6-
Yllphenyl}methano!;

* {3-[2-(3-Bromophenyl)imidazo[1 ,2-a|pyridin-6-yl]-2,6-
difluocrophenyl}methanol;

. {2,6-Difluoro-3-[2-(4-methylsuIphonylphenyl)imidazb[ 1,2-a}pyridin-6-
yllphenylkmethano!:



phenyl } net hanol ; 12

2- Met hyl - 3- (2- phenyl i m dazo[ 1, 2-a] pyri di n-6-yl ) phen

pr opan- 2- ol ;

2-(2, 4- D'fluorophenyl)lnldazo[l 2-alpyridin-6-yl]in
-1-ol; 2-(4-Chl orophenyl)-6-f2, 4-di fluoro-3-[(2-
hoxyethyl)oxynethyl]phenyl]ln1dazo[1 2-a] pyri di ne;
2-(2,4-Difluorophenyl)imdazo[1, 2-a] pyridin-6-yl]-1

nethyllndan 1-ol;

2- h I d d 6-yl]-2-

mgi' %O%M%m}@r 3 enléllt)éqlazr{ljﬁ %ngpynd ma(]‘; %;rngeéﬁ}proga:l-z-ol
I [ d di 1]

mst :é'o[[)%z(g(fg[;ﬁ] Og%)ﬁ }(m)char.;_]oﬁa éoa]pyndl Egyﬁihdér? 1(_50|y

EJ)Z/r ?a@%@bﬁ?}%rﬁfﬁ(@ é{%f mgeé P%l phenyl )i m dazo[ 1, 2- a]

{ 20t L@W@ﬂwozymmmmh\eny@hﬂnaid[n -gpgAkike?- a] pyri din-
% é henéf%mst hanol ;
{2° tld? d-Bifluprephemyimislaizd h2ialpyridieny]-1 iméwgaaidn-2-ol;

6- vl]ph I th I
Pg{b%?' 4&'?'%“{&‘9%3 E%Iggﬁ@[g;ﬁﬁiﬂwdﬂﬁfm 2-a] pyridin-6
- mblfwa@puéﬂm rbpafi2-ol;
{2-[2-(3,4-D Iuorophenyl)lmdazo[l2a]pyr|d|n6y|]

6-¢ 1{342-¢pGhigicpmenbrinttiazo[1,2- a]n yridin-6-yl]
e

3ﬁéf@§y§h%e%}%%&¥ﬂ Iogyrret hyI phényl )i m cFazo[ 1, 2-a] pyr

{% @LPIQIE)FB-Q [b%ﬂ&%fl&«#r‘éﬂﬁ&ﬁﬁ%ﬂ%n}l imid&so ’-a%_p?;ig%té-di n-6

{QX]PEB(‘ fB?lI’IﬁB’é’hﬁnyl I)| m dazol[ 1, 2- a] pyri di n-6-yl]-6-
U{?ﬂﬂ@ Té‘ E@Sﬁgmwwmo)aza[uaﬂipmﬁn@ pyri di n-6

W])héﬁylfmumnphenyl } met hanol ;
{522 (3- Chl or o- 4- net hyl phenyl)l m dazo[ 1, 2- a] pyri di n-6
-y

FGUOM—WMI&WMWWM% Nimidazo[1,2- d |
{ 9115k ; h[aﬁ 4- et hyl sul phorl:))l pheny[I a]ché'zb 1, 2-a]
pyri di enyl } met hanol ; 13

* {2- FIuoro 6-[2-(4-fluorophenyl}imidazo[1,2-a]pyridin-6-
yllphenylimethanol:

\lg Q\l< I\)"<
Q —_—
1~ :r—il—ll—ﬂ—l

. {2-[2-(3,4-DiquorophenyI)imidazo[1 .2-a]pyridin-6-yl}-6-
fluorophenyl}methanol:

e 3-[6-(3-F Iuoro-2-hydroxymethylpheny!)Imidazo[1 ,2-a]pyridin-2-
yllbenzonitrile;

. {2-FIuoro-6-[2-(2-ﬂuorOphenyI)imIdazo[1 ,2-alpyridin-6-
yllphenyt}methanol;

. {2-[2-(3-8romophenyl)imidazo[1 ,2-a]pyridin-6-yl]-6-
fiuorophenylimethanol;

. {2-[2-(4-ChIoro-3-methy|phenyI)imidazo[I ,2-8]pyridin-6-yl]-6-
fluorophenylimethanof:

. {2—[2—(3-0hIoro-4-methy|phenyI)imidazo[I ,2-a)pyridin-6-ylj-6-
fluorophenylmethanol:

. {2-FIuoro-G-[2-(4-methyIsuIphonyIphenyI)imidazo[ 1,2-a]pyridin-6-
yllphenylimethanol;




{2, 6-Difluoro-3-[2-(4-nmet hoxyphenyl )i m dazo[ 1, 2-a] pyri
di n- 6- yl ] phenyl } net hanol ;

{2,6-Difluoro-3-[2-(4-fl uorophenyl)l m dazo[ 1, 2-a] pyri d
i n-6- yI ] phenyl } met hanol ;

3-[6-(2,4-Difl uoro-3- hydr oxymet hid phenyl )i m dazo[ 1, 2-a
] pyridi n-2- yI]benzonitriIe;

{2,6-D fluoro-3-[2-(4-chloro-3-nmethyl phenyl)im dazo[ 1,
2-a] pyri di n-6- yI ] phenyl } net hanol ;

{2 | .uor o- 3- (3-chl oro-4- rret hyl phenyl )i m dazo[ 1,
2- 5? ré@'f"ﬁ‘rcﬁ [gr(ﬁrjﬂ@mﬂx)’ﬁ’@@mﬂhmldazoﬁ 2-alpyridin-6-
{Zy@r[&rfw}nmtnalaol[ 2- (4-nmet hyl t hi ophenyl )i m dazo[ 1, 2-a] p
yridi n-6- yl]phenyl } et hanol ;

2-$ 12, SFDIﬂUOFcBS{[Z-(QAfm@Fcb;m@%ﬁﬁwIa)ZbW slazhibigeal pyridin

1%@”&5&@%@ 'F@o?zncﬁl glrophenyl )i mdazo[ 1, 2-a] pyridin

- Bs 3%!51(9'2%9%15110@% 2 rs;x%nat‘;ymi‘fnyl)g?la?;?[d Zrakpyyidin-g-
f Iﬂﬁ?\%‘%ﬁ@ WE} net hanol

s I et A —

N-YIRhEBYHSetiarwo- 2- hydr oxynet hyl phenyl )i m dazo[ 1, 2- a]
pyridin-2- yl]phenyl }acet am de;

{4*{266WLFW00?-{2 -blyidrexymBtHyp RN a py
P RaRs '}r}éF m%nﬁ } met hanol s md'a%ﬁ Z@ldyrici?b
(¥3 uor o0-'2- hydr oxynet hyl phenyl )i mdazo[ 1, 2- al py
it e e
IPheRYipneiiangtieny| } met hanesul phonami de:
d t hyl ph | d 1, 2-
| a.ﬂ?‘zahf BN et s Rt 2-ngne.
{4!l]pl69r038}pﬁ'd)pm1-a-cﬂ= hydr oxymet hyl phenyl )i m dazo[ 1, 2- a] py
ridin- yl ] phenyl } car bamat e;

426l @hlqr @@“@*G—WUWGDW?I)WHQMHYJ b];ﬂﬂrl@ﬁ‘i@l 1, 2-a] pyr
| giphenelidiol;

. {2~[2-(4-Chlorophenyl)imidazo[1 ,2-a]pyridin-6-yl]-6-
fluorophenyl}methanol;

. 2-(4—Chiorophenyl)-6—[3—ﬂuoro-2—[(2-
methoxyethyl)oxymethyf]phenyl]imidazo[1 ,2-a]pyridine;

. N—{S-[G-(S-Fluoro-z-hydroxymethylphenyl)imidazo[1 ,2-a)pyridin-2-
yllphenyl}acetamide;

» {4-[6-(3-F luoro-2-hydroxymethylphenyl)imidazo[‘l ,2-a)pyridin-2-
yllphenylimethanol

. {3-[6-(3-.FIuoro-2—hydroxymethylphenyl)imidazo[1 ,2-alpyridin-2-
yllphenylymethanol:

* N-{4-[6-(3-F luoro-2-hydroxymethylphenyl)imidazo(1 ,2-alpyridin-2-
yllphenyl}methanesulphonamide:

. 4-[6-(3-FIuoro—2-hydroxymethylpheny!)imidazo[1 .2-ajpyridin-2-yi]-N, N-
dimethylbenzamide;

e Methyl {4-[6-(3-ﬂuoro-2-hydroxymethylphenyf)imidazo[1 ,2-a]pyridin-2-




met hyl benzam de;

N-{4-[ 6- (3- Fl uoro- 2- hydr oxynet hyl phenyl )i m dazo[ 1, 2- a]
pyridin-2- yl]phenyl }acet am de;

{2- Fl uor o-6-[ 2- (4- (norphoi i n-4-yl)phenyl )i mdazo[ 1, 2-a
] pyridin-6- yl]phenyl}nethanol; 14

3-[6-(3-Fl uoro-2-hydroxynet hyl phenyl )i m dazo[ 1, 2- a] pyr
i din-2-yl]-N N dinethyl benzenesul phonam de;
(2-Fluoro-6-{2-[4-(1-(pyrrolidin-1-yl)ethyl)phenyl]im

dayipHerdAlebmarhaien- 6-yl } phenyl) net hanol ;
2-Fl uoro-4-[6- (3-fuoro 2- hydr oxynet hyl phenyl )i m dazo[ 1

2'61 BiEuorR2-

”335(5%;2”2;@ e TPy Y
24a pyT yl ] phenyl 'iljacet am de] I ; Lo
E]To ﬁ o R e RS2 2 Blpyiiain-2: &

Y acgamld@r o 3- hydr oxynet hyl phenyl )i m dazo[ 1, 2-

]‘F % Fg’ 5Bt leTBhmiiriepyhenyyiiians])2- elglaici e, 2- 3

| pyljphanpi@reytidolN, N-di met hyl benzami de;  Met hyl
{4-[6-(2,4-difluoro-3-hydroxynet hyI phenyl )i m dazo[ 1, 2-

ale M@ﬁ(B-&lmom-Z-hydiﬂoxpmeﬁﬁw;bﬂ] L I{?F alpyri N-N N-
4- h I'ph Py in S5,
AR dehcnt e
gl- 'gé' Fflﬁbg:? 54{% %JH Ltgk@%@ l?%ﬁynﬁéhé/nﬁﬁngp az%hmZ %{]ﬂpzﬁ';[d}n-
? gnygraih ancplz (4- (rmrph0| i n-4-yl)phenyl)imdazo[1

Zg_]: % % é henyl } met hanol ;

N F - lI'QI’Qr hsdwmmwemmwumembﬁ Rialpyridin-2-
ZyH]MW dmethglﬁbemtémiaﬁrlyl }isobutyram de; 15

3-[6-(2,4-D fl uoro- 3- hydroxymethyl phenyl )i m dazo[ 1, 2-a

]pﬁw{&lﬁr{%y{mﬂuom ~3MydrasgimethDRREAPGIEHY _
(9;]&1&2f %ggaqnﬁ {2-14-(1- (pyr?lgl carmE %’5){2%&? R0
LA garalls

pyri di n-6-yl } phenyl ) met hanol ;
. {4—[6-(2,4-Diﬂuoro-3-hydroxymethylphenyl)imidazo[1 ,2-alpyridin-~2-
yllphenyllmethanol:

. {3-[6—(2,4-Diﬂuoro-3—hydroxymethylphenyl)imidazo[1 ,2-alpyridin-2-
yllphenylimethanol:

* 4-[6-(2,4-Difluoro-3- hydroxymethylpheny!)lmrdazo[1 2-ajpyridin-2-yl]-
N, N-dimethylbenzamide;

* Methyl {4-[6-(2,4-difluoro-3- hydroxymethy!phenyl)lmtdazo[T 2-
a)pyridin-2-yllphenyl}carbamate:;

* 4-{6-(2,4-Difluoro-3- hydroxymethylphenyl)lmldazo[1 2-alpyridin-2-yl}-
N-methylbenzamide:

» N-{4-[6-(2,4-Difluoro-3- hydroxymethylphenyl)im:dazo[1 2-a)pyridin-2-
yllphenyllacetamide;

. {2,6-Dif!uoro—3-[2-(4-(morpholin-4—y!)phenyl)imidazoﬁ .2-a]pyridin-6-yl]-
phenylimethanol;

. N—{3-[6-(2,4—Diﬂuoro-3-hydroxymethylphenyl)imidazo[1 ,2-alpyridin-2-
yliphenyl}isobutyramide:
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4-[6-(2,4-Difluoro-3-hydroxymnet hyl phenyl )i m dazo[ 1, 2-a
]pyridin-2-yl]-2- fluoro-N, N-d inethyl benzamide. In
accordance with the invention, the conmpounds of the
general fornmula (1) can be prepared according to the
process described in Schene 1. 15N Rl Pd(o~/ / Rl z
\'\ N~ N (Il) R Re (Ill") xx \ zR// Pd O- R3
RL x R N (Ill) R4&-O X 5 Schenme 1 The conmpounds of
the i nvention can be prepared according to Schene 1

0 g reaction, catal ysed by a netal, such as
parl a@s @% Dn@é}rﬁg%hy&ﬁ’xym?ﬁmm}i%ﬂw@zcﬁ Zeeyridin-2-yl]-
f oANphitdimethyiberizeneBliphoR4miige:def i ned as 10 above and Y
represents a hal ogen atom or a boron derivative, and a

S:g (2,8tDNeorf-3dB+é+( al(py@olgdsjgﬁt@é;h%% rhoérwgﬂ?hitglgzgw 5
der p\?ﬁtglln\?ée-yﬂpﬁe\-!@i rﬁ%ﬁhggths a hal ogen atom or else a

nak aq8123 Offuck - i 8RR B oA ridg? @ﬁ’ ?ipvalmrhﬁwﬁ 2-
t thJ%Entgvz\gﬁtﬂ%e thylbgemamide. f ormul a (1), for exanpl e
according to the rret hod descri bed by A Guel ffier in

He/v. Chico. Acta, 2001 84 3610- 3615. The conpounds
of the, prepared according to

Schene nl%?%’iia%gﬁ;}% Hg '}eeé'&‘f‘?rﬂ'ﬁ” dB?aP?@@@UWS Ofmthalgeneral

sfoemules (Ipadih beiprepared dioneing tathe BrotRE8RIFsLADEE iPEcheme 1.
general formula (I1), in Whl ch Rl is defined as

/@d,f i iN:N/}—m
™

am) X )

N\ =N
pg® R1
w )

R4—O @

(HI)

Scheme 1

The compounds of the invention can be prepared according to
Scheme 1 by a coupling reaction, catalysed by a metal, such as palladium,
between an imidazopyridine of general formula (1), in which R1 is defined as
above and Y represents a halogen atom or a boron derivative, and a
derivative of general formula (lll), in which X is defined as above, Z
represents a boron or tin derivative, if Y represents a halogen atom, or else a
ha%ggn atom, if Y represents a boron derivative, and R5 represents the
R4—0 group, in order to obtain the compounds of general formula (1), for
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above and Y represents a hal ogen atom or a boron
derivative, and a derivative of general fornula
(I11") in which X is defined as above, Z represents a
boron or tin derivative, if Y represents a hal ogen
atom or also a halogen atom if6Y represents a boron
derivative, and R5' represents a 10 carbonyl
derivative R2CO in which R2 is defined as above, or
el se R5' represents an al kyl carboxylate, in order to

olaxan'rp@ mcommgwﬁ%e%eﬂﬁﬁeﬁéécg l,@.délé’ﬁﬁ Fi8" e/ ;
th t b YeHTIRr | elv. Chim.
it e TG fn Tata. 2005 84, 36103615,

The co n forml can subsequentl|y
be 15%\%%@3”? Ct%o oDHERtIQs Cé’é@%\lbef@’ﬁﬁar%d ergording to
f Sch@miech birda copplse néaction, bﬁtﬁlmb?@meté]ﬁ sheg as palladium,

ST e R ML o e B o o
R3VPe oeé? nedeP@ﬁ@éJEﬁ)\/aa hadegesy atemuorla)rbmbntbérwatwe and a

cdemaitive @f%é@l rfgrrﬁufém(ﬁil’ r}'{%fﬂgﬁ g \peegﬁeg agr@bove Z

’oﬁ%één‘?ﬁ I%%A/drl de, or one of deri va
O;na Ié roprinoaerivagive, iher ipresats adwlbgen oy or also a
sgbenatofn, i he r@b@éééﬁw A Rbh Aigrivaiide ! %ﬁdrﬂﬁcﬁ-gﬁﬁe%ents a
h aratjon 1s not’ descri
2%58’32&“"%‘? PeoEl ) BLRBRET el caBesias@boes ke lse RS
| lepERsants @n@!kﬁlcweb@aﬂatbelrpoman@d)bmlﬁ Qhéich&ddPJnds of general

rf@hhg%S(lVW‘ﬂgg:é;cgﬁslgﬁiﬁéwg td B B1tnSl JMLSPedbS A. Gueitfier
dﬂ%\qlﬁ'u&ﬁ’fn Adia, 200 bBHBp10eB6iEs of general formul a

(1) i which Y represents a boron derivative can be

obt ai nelf FYPPRYAGHI &f ganesabifagnule (R cam heubsequently be

d@@&ertbédobr;orlipo@nd@@f @elnaral fokhdla @5‘ 919@24 ?%Prgsents a3
e conp

%3,% bﬁarp,%e ghe i nvention
ge%er a %flc}” ChA P%"S’E‘%@@Bﬂ%ﬂ’aﬂ&@osmm@s an
W@Wﬁﬁ@%@gm d@@poubédformﬁmﬁ@gﬁ?w B ,n WCN#?, is defined

B%*ﬁod@'orzbﬁzefﬁgctﬁol ?f)tﬁ%lar%lg BQ’{PUPF&S'”Q “Onlet ﬁyér)lde for

Pnpfe sodlurn borohydride or one of its derivatives, or any other method
known to a person skilled in the art.

In Scheme 1, the starting materials and the reactants, when their
method of preparation is not described, are commercially available or are
described in the literature or else can be prepared according to methods
which are described therein or which are known to a person skilled in the art.
In particular, the imidazopyridines of general formula () in which Y
represents a boron derivative can be obtained, for example, according to the
method described by E. DiMauro in J. Org. Chem., 2006, 71, 3959.

In accordance with the invention, the compounds of general formula
(1) can also be prepared according to the process described in Scheme 2.
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RT = R4 (MI) NRERRLR NR7T PGR R3\ NNRL X R4-0O
() Deprotection R7-Ox | (VIlIl) Schenme 2 The
conmpounds of the invention can be prepared according
to Schenme 2 by a condensation reaction between an
am nopyridi ne of general fornmulal{vl), 5 in which R2,
R3 and X are defined as above and R7 represents R4 or
a protective group (PG for the hydroxyl functional
group, and a bronoketone of general fornula (VII), in
which Rl is defined as abov ki) order to obtain
i m dazomwa i di.ne %I gener al |fo mila (1), ig} whi ch
are defined as abovegs oy
i m dazopyri(di ng—8f general {ornula (VI11)
prot ect+ve.group PG gforg exa
according to the nmethod desgeribed by M Fisher iny
Med. Chem ,Y1972, 15, 982. Menti on may be rmade, as
protective group for the fydroxyl fu i onal group, of
those described, for ® €, by-AT. Geene in o
"Protective Groups in Organic nt hesi s" (WI Y Br
I nterscience), for exanple ReLtgbutyl RiX Fﬁyl Si I\yl/’L
group. 15 Finally, when represents a protecyive (VI
group (PG for_the hydroxyl functional group, the
) f%rrula(VIII) are subj ect eg
ds descri bed, feg exarrpl e,

Jll,

¢ " rot ective KIobps ingg gan
(Vg1 e J i ence), iTrorder to obtalmn

corrpunds of geperal for nPECLT), kpwhich
represents the hydrogen 20 atom The corrpounds of 1)

general formula (VI) can kgpdihaisned by a coupling
reaction, catalysed by a netal, such as palladium

b&%@mp&uhd‘f‘ of éheaireentide danaie pﬂerﬁregf%%@bﬁirné i) @dh@me 2 by
9%32“%‘“%5“'3% el brtef] s S ookl GESehers) omye (),
forwhigR g.dR8xgnd X anetdedinatl s rabpveaend:i R7 re resents R4 or a
Fractos b IS eitnd SE° ekt idhorcton

&?ﬁleéeﬂ f%rrpu a4{\§l )gin which R1 is defrned as above, in order to obtain
an imidazopyridine of general formula (I), in which R1, R2, R3, R4 and X are
defined as above, or an imidazopyridine of general formula (VHI), in which
R7 represents a protective group PG, for example according to the method
described by M. Fisher in J. Med. Chem., 1972, 15, 982. Mention may be
made, as protective group for the hydroxyl functional group, of those
described, for example, by T.Greene in “Protective Groups in Organic

Synthesis” (Wiley Interscience), for example a tert- -butyldimethylsityl group.

Finally, when R7 represents a protective group (PG) for the hydroxyl
functional group, the compounds of general formula (VIIl) are subjected to a
deprotection reaction, as described, for example, by T. Greene in “Protective
Groups in Organic Synthesis” (Wiley Interscience), in order to obtain the

compounds of general formula (), in which R4 represents the hydrogen
atom. '

The compounds of general formula (V1) can be obtained by a coupling
reaction, catalysed by a metal, such as palladium, between a halogenated
derivative of general formula (V), in which R2, R3, X and Hal are defined as
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tetranmethyl -1, 3, 2-dioxaborol an-2-yl)pyridin-2-ylam
ine. 5 In accordance with the invention, the.
compounds of general formula (1) can also be prepared
according to the process described in Schene 3. R2 R3
Hal R70/ NC (VVWR3C R2N W,, Nr, PC, (X R70
(XI) Rl-Z RT =R4A R7T =PG(XU) RZPd (0) (Xil) PdM
i RBNRLR7T =PGR3 ~RL R R\ \ NR4O X (1)
Deprotection R70 (M 11) X Scheme 3 The conpounds of

t oo vard IRM regrsbRtsP RAPEF %dgf’lﬁ i g%L}p mg:’é? 5k H&%%ydroxyl
> oGl Bl Sk asamiionvAdmE Ry s ke tatost byengroep 2 uhich
foepresan(lea) boron Wi ¢h Yerif@ivands®h A erofedi ﬁ S5.(4,4,5,5-
Ri o exdifplel P54
N GRRC B et RL A L def.vnteq

above tin deriyvative,
or der W)go rrgl‘éﬁ!': he cg”rﬁg&}f?&@%f ﬁ%WRP”P@?rﬁﬂI%”PSal formuta
(fl §jca'ﬁ S%%ﬁtﬁ@rad @ocdiding tothehproresd ddsehitsny ink®shdie 3,

S. Buchwald in J.A C. S., 2005, 127, 4685. The

compounds of the inventi@nR3 bso be prepared

according to Schene 3 b %%%Hng reaction, N
catal ysed metal, sufR as” pal | adi um ¢n

i mi dazoﬁ? t, general _f9nmula (X )R® Ve
R2 and, e defined as aBove an

protective group (PG for tlrd ! hydrogyé . XD
group, suchXas described, for exanple " by T. ¥ eene I'n
"Protective Groups in Organic Synthesis" (Wley

I nterscience), and a R1-z
R7=R4 R7 = PG (XIT)

" RI1-Z o

(XID) Pd
pd®
Za) =N,
R3 \/>_R1 R7 = PG R3 \)‘Fﬂ
R2 2 AN . RO . N Y/,
R40 \ M Deprotection R70 9 (vIm
Scheme 3

The compounds of the invention can be prepared according to
Scheme 3 by a coupling reaction, catalysed by a metal, such as paliadium,
between an imidazopyridine of general formula (X1}, in which X, R2 and R3
are defined as above and R7 represents the R4 group, and a derivative of
general formula (X!I), in which R1 is as defined above and Z represents a
boron or tin derivative, in order to obtain the compounds of general formula
(1), for example according to the method described by S.Buchwald in
J.A.C.S., 2005, 127, 4685,

The compounds of the invention can also be prepared according to
Scheme 3 by a coupling reaction, catalysed by a metal, such as palladium,
between an imidazopyridine of general formula (Xl), in which X, R2 and R3
are defined as above and R7 represents a protective group (PG) for the
hydroxyl functional group, such as described, for example, by T. Greene in
“Protective Groups in Organic Synthesis” (Wiley Interscience), and a
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35

19 derivative of general formula (XII) in which RL is
defined as above and Z represents a boron or tin
derivative, in order to obtain the conmpounds of

general fornmula (M 11), for exanple according to the
met hod described by S. Buchwaldidn I.A CS., 2005,
127, 4685. The conpounds of general 5 forrmula (VIII)
can subsequently be converted to conmpounds of genera
formula (1), in which R4 represents a hydrogen atom by

c aeriybing: oﬂtge@erai%hﬁh%chm“:r{ GARH B ISSHéIJB’I&f as.akave and Z

Greene in

d f
?%[ﬁ'rﬁ%ﬁ% %r@‘go{ﬂﬁxa th‘%'ﬁfaéwe( W Peger tex ebtadn dneeyompounds of
bgeaesal fotrhela ﬁtﬂtIMOfbrkébmmplboa@cd?Gh o #d 'n‘néiﬁ '@é fibed by
¢ f '
S R RS ST AR T Saa oo
afargtd | (il Icans sphsequintlyn bbetowentsan to compounds of general
lfﬂrﬁﬁﬂé)m’)r IIF\“ \W/ﬁlcﬂf RQeP&Sr@E her gué\ﬁygxéae tlo\r)ﬁ‘h'yvgawmg out a

gg boron  derh Vative
g 'Pé‘r ﬁ%@qiopv)suqf‘n awshHescrized, R®r agxhrXpier eby T. Greene in

‘é?mtmﬁ/vaSGm{sem Rr a%FU «is & Wﬁ an%? 8 cég b

i ey nce) ar by any

S‘?@Eﬁ?'%%@gﬁ%ﬁowﬁa&@s c?ﬂsgﬁa? Rleldg &he ariom ot her ¢ han
chlori nfmﬂazepanmlnesa@fcgéﬁ@r@g féranL‘jIBe(XlPEQH%e 05)6 ined by a

Acta, 2001
aoubestliof cised B s nelil. Suek: ot nabgioimdaeteen an
tIFidazopyrignes ofv@merahefomulaempdmoﬁurmremrr@brémmtes A boron

o]

murg:éﬁe@rama %fﬂ?l fifOBIBEALA romftE Y7 i RooRagand X are
&P&. %memm@ht a4 ger dbaproteeties graup (PG) for
vkhe d1yd3:|ﬁ>eg/l Mrmbnhb??;fbeéﬁ@maﬂﬁmébﬂg%ntsna th%fo n ?toﬂ Bther than
%‘i&rfrﬁ Bt 'reé%{%gﬂ )%)cce %trgqar,ﬁ@g dqeggnb@gahmﬂe Gusiffier in

g‘&!br@bm 4@812@1@41(3@10@6:’[5 bed by C. Townsend in
Syn. Commun., 1997, 27, 1763-1765. 25 The products of

f or nulfa SANemed, the starting exbrapulirids aed 4hs Fe¥ctaRes, when their
ﬁhéthﬁﬁtcﬁdpﬂéba@éﬁorf ?Sa?]gt QRS cHHOYN %Igr cc%rgl?rb% on, 5 gélet gr are

o]
SPH %F? JE% rs]'f atyrgy %ekse( ngn t;@rwremren‘aaccmedmgdm nasthods
eﬁmﬂph@d@écrib@@lcthbﬁélﬁ or Whick 5?&%&5}5 b %rpérgﬁn sﬁmpd in the art.

at.i on _or. am dation an acid f
éﬁ%‘cLL% @’%8 'PQPPE%&FW'QQ%@MWG% eheeneies ferprula X) can be
ﬁ?t&lmcysfosexﬂmaie asterding/ ttheoRathdlf Seddribes Cof‘éwnsend in
ﬁ?n%’ v% QIfY Eﬁgé oxyl functi onal
an af: oxy Unc ’o1°ral E%r ;> coupling reacti ons

catal ysed by a transition netal, reactions for the

The products of formula (I) can, if desired and if necessary, be
subjected to alf reactions known to the person skilled in the art, in any order,
in order to be converted to other products of formula (1).

Mention may be made, as examples of reactions, of; reactions for the
esterification or amidation of an acid functional group, carbamoylation
reactions, reactions for the hydrolysis of an ester functional group, reactions
for the conversion of a hydroxyl functional group to an alkoxy functional
group, c_:ouphng reactions catalysed by a transition metal, reactions for the
protection of reactive functional groups, reactions for the removal of the
protective groups which the protected reactive functional groups may carry,
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protection of reactive functional groups, reactions
for the renoval of the 35 protective groups which the
protected reactive functional groups nmay carry, 20
reactions for salification by an inorganic or organic
acid or by a base in order to oBtain the
correspondi ng salt, or reactions for the resolution of
the racemic forms to give enantioners, the said
products of formula (1) thus obtained being, if

apqzmcdmmsdb&saiifmaﬁbh Hyhen Wﬁér%%r'o?’?éﬁ&'a% id 81r B?'a base in order

S5 _enanti I‘I C di ast er eol soner

Accor qrw"? SR ave Fa“-t%r r§§i§€%’!35f0r é"r‘\%watlon of the racemic
simmscto gine enanﬁombs thavesiti srodistst be f&rﬁﬁmQLtF‘)d \Rf obtained

‘Eleléﬁ‘i;bl ag \ﬁé{?bpr (%L) ?I)!? x&’lglﬁsd@?d (oot rnc Teg®s, racemic,

c%ﬂ%’@ﬁﬁfﬂ@”%ﬁ@ddﬁaﬁi@@mmem er nedi at es | n the

synt hfilﬁxtﬁor@ﬁngt e é@ﬁ?'_%“ it %nggétﬁfﬁg h%) ?JF‘% méLtﬁr of the

|(_(]|%\Ilz;1 c\p{\u’s (h;/ cc;@oj%ué;l wzog%ﬁrjlla)oﬂllw)l}n kﬂc))\jOHi '(éll(m@)) (lgﬁ (lg),
Xepl (Kl 1 a2 o pNHZrp 20l u f Use

ﬁ&t%?n‘?%a ét)eggq Rg ntmasus(o}/lthg col\rnpbhn{js%f fi%mu'?; (l)6 I\é -

o SO -0 v
5{ (If2) >§V (lib) (lie)

(Id) (lle} (i

NH
: E :‘; O N \ 2
O\ i
X e, =N

(Ig)

/
O\B 2N

(Xa) (Xia) F Xio)

The compounds of formulae (Ita), (lib), (llc), (11d), (lle), (IIf) and (ilg)
can be prepared in one stage (boronic esters) or two stages (boronic acids),
for example according to the process described in Examples 4 and 6. In a
first stage, an aminopyridine substituted by a boron derivative, such as, for
example, a 5-(4,4,5,5-tetramethyl-1 3,2-dioxaborolan-2-yl)pyridin-2-ylamine,
and an a-bromoketone, such as a 2-bromo-1-(aryl)ethanone, can be
condensed, for example in a solvent, such as n-propanol, in the presence of
a base, such as, for example, sodium hydrogencarbonate, in order to obtain
the corresponding boronic esters. Subsequently, in a second stage, the
boronic esters are hydrolysed to give the corresponding boronic esters, for
example in a mixture of acetone, water and hydrochloric acid.
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The conpounds of fornulae (Ila), (Ilb), (Ilc), (I1d),
(Ite), (Ilf) and (11g) can be prepared in one stage
(boronic esters) or two stages (boronic acids), for
exanpl e according to the process described in Exanpl es
4 and 6. In a first stage, an &m nopyridine
substituted by a boron derivative, such as, for 15
exanple, a

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

-2-yl aﬁhé‘%om;ii‘ﬂ?vd@nofafok%%ﬂa‘ﬁ&ﬁz%ndsﬂﬂg%één abef grepared in one

2-bro t hanone
eXapp! ©rigxanlel yaosrding derhgspracess gaaeibed m Exemples 13 and

pfﬁfgn@@mﬁngo%aa{zgéﬁl%aggag?s? faohe%la@%ﬁ »ass PRIEEUM, can be
ied p%ﬁa?%f&%arérﬁeg w@f@eﬁ‘sﬁwmﬁﬁaﬂbnmomﬂ@ne derivative
sambmih saragmpytitime2 Gubstited iﬁ;ﬁtaitrlﬁolﬁhe deyidatpley s edeh Oas for
e S exa
e Sl O G0 & S BRI S hhine.
The COTﬁﬁJLFFWEP@lﬂnd o@fmfba'euleVI ¥3) aouh (B4 tpreparecbefor example,
HRRAGIRY () tﬁ@e r?dégg dééﬁrlb@ﬁar@ @x%‘%%f Ny tp ffrgte stage, a

process descri be ‘A’cou
Radensatiecan e aarﬁgedaowfeh%tweeawhawwrldm aubstrtuhed by a
timro6 arddriedtiosit Q%HNGQQ afor exampleZ ﬁe4 o?e? I5\-/iaettrla\r/neethyl -1,3,2-
I DB MR TR PRI R heheEla R 2 secon
cﬁage/athemmmmm B$ubjemted ¢examplcization and chiorination reaction in
?hélbié%é'\cré %ﬁé gﬂm?'li'l%%g)a nt dﬁ%hzailpla%q%)rus ?ﬁ%chlonde which
8 &ﬁJWdh@fCOFWthChWaia) can be prepared, for exanple, -
1

?.C?gr Wsr{hgcbﬁlpbﬂﬁdﬁr%fgﬁgg\tu%‘%maﬁ%d K‘Xfﬁjaégﬂ Ee Brepafed by a
SeLaked EACHR. neRigheaRneY S BiAL B By Rellagpimopstveen, for
deamyaéi ve, sheh as, ccﬁrﬁbo@rx@nm e, (Xa) and a - ftert
Sedteel b e ansnsshs) derivativensushnys described i

Exammeadétantcki8I n a second stage, the compound is

bj d I [ t,i
subj eqbRdchmBURUE! b Ml S gPoa Zﬁé' ) Wakoae! M. aig)
&H@ép%bﬁsﬁ@y@ﬂabanaéﬂwm pneeet&ct i ihe mcmdemrpmmmrm in
(ﬁ@) fordd Jﬁ‘ethéo'ﬁ%%én%? fo BAr AdReA A g %ﬁ(l |o°ar$ome

RE gre ared gé cou (t:] reaction, catalyse ){
y3lPochepical Satsdior Hog aactialgs amrco!l%tﬁérfmT@beﬂme

ot uaiﬁﬁe%ﬁbfbassnssm%ne EROIPSRILS FeCOREHN AN the
ttescvagsetbrim witsraap!’ emllﬁeparedeﬁt& a aemgb@ndqmﬁéﬂ@@r@rfhlonde

(T E A2 mbers S el g b} vere

prepared in the powder or 0|I form in the form of
the base or of an addition salt with an acid. Sone



physi cochem cal
in Table 1.

col |l ated
col um,
form whe
hydr ochl o

(base: aci d)
M+H Sal t / base
7.5t0 7.6 (m (lla) 3H

m,

7.85 (s,
3H); 7.

35 to 8

data for these internedi ates are
In this table, in the "Salt
" represents a conpound in the 25 free
reas "HCl" represents a conpound in the
ride formand the ratd in brackets is
ratio.
1.35 (s, 12H); 7.35 (d, 1 H);
7.95 (d, 2H); 8.45 (d,
(8, 12H); 2.45

1 H. MH - = 355. 1.
3 (d, 2H); from7.5to 7.7 (m 2H)
(m 3H); 8.6 (s, 1 H: - MH-= 335 Fro

/ base"
base

t he

22 Table 1 No. 1H NMR (d6-DWVSO, S

from
1 H;
(s,

from
m7.6

n 2H); 7. %N(wnz 1&&%1\/15&@051;)%951\/(% C) R

Os%mh%se

1 B8018, 31208, (1 3598 19 G d 5 T0\F.6 o
anHo 17 9)5 a|(‘|)2H)78 &sg(dh 1H 853}505H dM;il-i

-%&5 2H): 8 0 (m 1H): 81 (m (lle) 2

7 3
(

m

\£m$3,

L & T2 50, 47310 ko

7.7 ¢, 2H);; frem2B.86dto & (H),; 318); B.6 s, 1HY)
@@@%m (1:1) 1H. MH = 325. 1.

55

9.0
35 (s,

L L~
from7—35—to—+45(m 1

PO Tofri® 775 (o, @H357. B (ML AM) trozrsso%i
MoHE3 36 m02(-|§} g &Hm, 9H 58@)5(5 9I*Fq 941 5(57(
{ﬁ)“ﬁkﬁﬁﬁa & t:%7 A ?nw 1 H\ frnn\?

2

LN -
ZTi),

s, 1H

SHCI (1:1)

45 t o

ONNNONEH"T0"™0 K 00

»
-b;_(ﬂl-A;@CD

CBH)d 6.94 (H) 1HYFktom 338 thCDEE
ﬂ}

0 (s,
I)HCI(1:1)

%)(65 ‘8S95i§°ﬂ#?o§??§‘<%s1"w?%
M+H = 325
7.55 (m, 1H); 7.6 (m, 2H); 8.0 (m, 1H); 8.1 (m,
2H); 8.25 (d, 1H); 8.9 (s, 1H); 9.1 (s, 1H). M+H =
275 '

HCI (1:1)

(IIf)

7.65 (m, 2H}; from 7.95 to 8.05 (m, 3H); 8.15 (m,
2H); 8.25 (d, 1H); 8.7 (s, 1H); 9.0 (s, 1H); 2.15 (m
1H). M+H = 325,

HCI (1:1)

1.35 (s, 12H); 7.25 (t, 1H); from 7.35 1o 7.45 (m,
2H); 7.6 (d, 1H); from 8.25 to 8.35 (m, 1H): 8.45
(s, 1H): 8.9 (s, 1H). M+H = 356.

0 (s, BH); 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

(Via) ]
to 7.4 (m, 1H); from 7.45 to 7.5 (m, 1H); 8.0 (d,
1H). M+H = 333
(CDCls): 0 (s, 6H); 0.8 (s, 9H); 4.4 (s, 2H); 6.05 (s,

(VIb) ' 2Hy, 6.45 (d, 1H); 7.05 (t, 1H); from 7.35 to 7.45 -
(m, 2H); 8.0 (s, 1H). M+H = 351

(Xa) 1.35 (m, 12H); 7.4 (d, 1H); 7.5 (d, 1H): 8.1 (s, 1H); ]
8.85 (s, 1H); M+H = 279; M.p. = 115-120°C,

(Xla) )

(CDCls): O (s, 6H); 0.85 (s, 9H); 4.5 (s, 2H); from
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m2H 8.0 (s, 1H M+H=351 (Xa) 1.35 (m 12H); 7.4 (d, 1
H; 7.5 (d, 1 H; 81 (s, 1 H; 885s, 1H,; MH-=
279; M p. = 115-120C. (Xla) CDCI3 : O (s, 6H); 0.85
(s, 9H); 4.5 (s, 2H); from 23 7.05to 7.1 (m 2H);
from7.25to73(m 2H); 7.4 (@8, 1H,7.45 s,1H; 8.3
s, 1H MrH=391. 0.0 (s, 6H); 0.8 (s, 9H); 4.7 (s, 2H);
7.15 (t, 1H); (XI b) 7.4 (d, 1H); from7.5to 7.6 (m
); 80 (s, 1 H: 8.65s, 1 H. MH = 409. The
fol | oW ng | exgaTph €S gﬁS?H)bﬁ- Hhe grtg ﬁ(['rloﬂ-lo‘c F0me 1
an o I% I nve

conpounds | i n accor hese

xanples ad® Hak 145, i1 88d( SséH)eM+bh1={89ﬂo
| l'ustrategtings, pg;q;e@g {Isn\g Lihong @Z{S”—ﬁf t he

B0 |7 ARG R HeSEre e °g%?§§§ AocEorthi { ow -

conpounds m(s;ll‘uhg, Mx>H Betpgonvention are il lustrated.
The nonenclature enployed 1S the nomencl at ur &
according to the 1UPAC (International Union of Pure

? Qd[ AL @Iﬁ’@%ﬁ%ﬁﬁ@?ﬁnﬁﬁéﬁﬁg B Bara e e S P Bmpounds
it ttheirrentioonpbesel ekaoiplesare acbil lEnitihgland serve
60 OI%DTH%sfréteC*ﬂrHé’r&BQSHtlylir)\JeWnQﬁZ% @ﬁlb@f |G B Zotbounds

br onop n-2- am ne_an

A BRIEE. (o1 (R tpsnrdHaN Bt Fahler bales phavdic the hemical
ndtruafturesot epieMotorpoand9 HBEbrdike) tbqhbcm@éhtiﬁalnaéﬁé illdsteled.

of sodi um hydrogencarbonate are added. The m xture is
heat edTte r@O@dcdatufs dmployledil ib otved nbmepeRiturico aabdidRiY to the

tieRas at added, The
Irgem tgbgerpgﬁ%g in eéﬁ{% i Ia}tg'r"ftl ofid E‘H%Ed wi PRemistry)
v@@@m"@ftﬂaipi’léd in an oven under reduced pressure.

2@@ caonpound are obtained. 1H NMR spectrum
sl : d3AH Gpinptoropheuimisiazoby,2-alpsridin-Gav 2- 7.

gwforgdﬂknygn%Mnoﬂ‘&omﬁoﬁnW ot thd taflef (s. 1 H. MH

3.12- (msmm@rm@mdabophemphldaz@[h;:BLawrn:uﬁeyl] 2-
fl uor obenzal dehyde 500 of
6- br or%&g(@fcﬁl-b)’nnpdwnwln}ﬂ-lylamme[ and ad.pyr bena—blfbmo 1-(4-

'E?Eorgéhgne{ SN x‘z 3 p e{%%ﬁoggefﬁﬁg g idF?rSrrﬁ%ﬁg!e " & round-

pofieaed frrk. 1 gr@@mdufm hydmygencarbonate are added. The mixture
is heated at 80°C for 16 h and allowed to cool to ambient temperature.
400 ml of water are added. The precipitate is collected by filtration, washed
with water and dried in an oven under reduced pressure. 2.89g of
compound are obtained. 'H NMR spectrum (dg-DMSQO, & in ppm): 7.4 (d,
TH); 7.5 (d, 2H), 7.6 (d, 1H); 8.0 (d, 2H); 8.4 (5, 1H); 8.9 (s, 1H). M+H = 308,

1.2 3{2-{4-Chlorophenyl)imidazo[1,2-a]pyridin-6-yl]-2-
fluorobenzaldehyde

500 mg of 6-bromo-2-(4-chlorophenyljimidazo[1,2-a]pyridine, 473 mg
of 2-fluoro-3-formylbenzeneboronic acid and 93 mg of
tetrakis(triphenylphosphine)palladium are placed under a stream of argon in
a round-bottomed flask comprising a mixture, degassed beforehand under a
stream of argon, of 5§ mi of acetonitrile, 5 ml of toluene and 6 ml of a 2M
sodium carbonate solution. The reaction mixture is heated at 70°C for 21 h.
After cooling, the reaction mixture is diluted with ethyl acetate and water and
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a round-bottomed flask conprising a m xture, degassed
bef orehand under a streamof argon, of 5 m of
acetonitrile, 5 mM of toluene and 6 mM of a 2M sodi um
carbonate solution. The reaction mxture is heated at
70C for 21 h. After cooling, tBé reaction mixture is
diluted with ethyl acetate and water and 24 then the
organi ¢ phase is separated, dried and evaporated under
reduced pressure. The residue is purified by -

C’Weﬂnﬂ]teogfg%‘hﬁb’ ﬁﬁﬁsé'é's%ﬁa%bd 9|’|Q@J'é?ﬂj e@&ddg%éé)aﬁﬁﬂgrdreduced

out with | or onet hane/ et hyl acet

nﬁ’fﬁﬁawee ﬁi& HEUBT IS RptaEn BY difsomistegrasay o silicangel. elution

ZMDQ;UEW(G(?G dﬂi/swlthg al fﬂil&ﬂﬁf)ﬁ_ﬂ&éth?ﬁ%ﬁt@g%@?tgteg%%lﬂ%mmtxture.
; c 7.9 ( cofr ) )

7‘{%4@@{0@%@33@@8@?&%; 10.35 (s, 11-1). MH =

o MR Sotelf (oSO 5 o mem); from 745, o 7.55 (m, 4H); 7.7 (@

fﬂnﬁbr?o%ﬁ@nm nsemanab te®.05magHIf 8 Sddi UMb B dhyti); dd.35 (s,

af1q) adidga goftionwi se to 150 rrg of 3-
[ 2-(4-chl orophenyl )i m dazo[ 1, 2- a] pyri di n-6-yl]-2-fl uor

enzqtsc[ehoqdehlcflrbmln fidazt1 P-aply rmﬁmmib The
Xt ur e ntIy stirred at™ “anbi en
t Wé’tpjl é}s rﬁ"ag“’ﬁours and then the solvent is
d h d ' _
Cakon 08 D Aear e CERPAE 35 Biired sreldmives Ind SPrao of o
d?dgmr&orpnbgeylmmlda@ﬂﬂ ,&t—e]@yndam-@gﬂ]@vﬁnorsbdnmfdehyde
LT s e lﬁnQO‘?HIaBP Jﬁ%ﬂ%h@d%er ﬁﬁ)&ﬁg«% 187 Siiee %enﬁ oftirred at

resjdue is purif ¥1 rorratogra y on sl
A Ipaht%pﬁ@atlé@( fqre% gurs angphan the soivent is evaporated under

deahted ompbdune/ WE’hBaﬁ‘éblcﬂ@/ 0 2“%%&5%2 SEeﬂ?UeéH water and

‘gﬁound re obt H = A;Mgs
B Page b B8 “orwapinphass ds separaiag ditposover sodium
(ijmt@iﬁnme\&ﬁbdratedlurhd)er redooed pledsurd. Thé residld | :s durlfied by

Wrﬁa?@aﬁl@ﬁ (o%l ély&a geﬁ %ﬁJtIO}I HEJélng Cél’l’léd out with a

@q@omqmamdn@@tbgheh%/pzrmmaze[ 87 madhgompound ape pbtémed

fl uorophen et hanol (conpound 2 of the_ table) 170
9315 ZgQ'ﬁwporbbNMé/ls})Bﬁird@z&ﬁDMS@ p§ rindvpm -4.6p- (zi 2H);

5535 ttuombmsadtdﬂny%neqw&pwm(ln@ Ay, et Cﬂ@ngd,
Ex 2 d
R bk Blg fesal) RR %nz”ﬁo?tonz ?‘{Zsk Tand O

?g%a?fiﬂalvete%a e B-cBlpropbaylimiaarot zostiyrifnd vii2- °
iblqnopbanyls}eﬁraimlc(cnammﬂidm&ﬁahd table). 56M of

met hyl magnesi um brom de in dibutyl ether are added
dr opwil$8.mghe nbkt ur e3-[2-(4-chlorophenyl)imidazo[1,2-a]pyridin-6-yl]-2-

fluorobenzaldehyde (compound obtained according to protocol described in
Example 1.2) are placed under a stream of argon in a round-bottomed flask
and dissolved in 30 ml of tetrahydrofuran. The solution is cooled to 0°C with
an ice bath and 2.60 ml of a solution, standardized beforehand at 0.56M, of
methylmagnesium bromide in dibutyl ether are added dropwise. The mixture
is left stirring in the ice bath for one hour and then 5 ml of a. saturated
aqueous ammonium chioride solution are added. The organic phase is
separated and dried over sodium sulphate. The solvent is evaporated under
reduced pressure. The residue is purified by chromatography on silica gel,
elution being carried out with a dichloromethane/methanol mixture. 64 mg of
compound are obtained. M.p. = 193-195°C. '"H NMR spectrum (de-DMSO, &
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30 is left stirring in the ice bath for one hour and
then 5 m of a saturated aqueous ammoni um chl ori de
sol ution are added. The organi c phase is separated
and dried over sodium sul phate. The solvent is
evapor at ed under reduced pressudfe. The residue is
purified by chromatography on silica gel, elution
being carried out with a dichl oronet hane/ et hano

m xture. 64 ng of 35 conpound are obtained. MP. =

mspa,s;?q _41?%; SO GhT ugl«)( E:s%q Hg g.gs @5 PR from #.45 to
L 3H):_ 5. 1H) ;" 5.35 (d, D 7. "1 A,
{ Pt 4.7 (. gbl), 810555 2H: a5(8, Tw):@.?éés,cﬁ-lxgmm 367,
“Ekampie 3¢ S-2-{d-chlsrophenyl)imidazol T 3-alpyridin-6y g6~
{@ifludrophehyinmthanyl {dompgeantil3 8f eHertabilg) n- 6-yl] - 2, 6-

di fl uorophenyl } met hanol (conpound 3 of the table) 5

R4  3-[2-(4-Chlorophenyl)imidazo[1,2-alpyridin-6-yl]-2,6-

i )i ni dazof 1, 2- i di n-6-yl]-2,6-
SO ApIgRg) Lo 2 e

5 b e h L5 .~ N
g T B R o
i(ﬁog%é’h‘ﬁ eoltained ageording ¢ the protocol described in Example 1.1),
2364 dicf | upr%,&ﬁﬁfﬁrdwilﬁoﬁiﬁ#@ﬁlﬁbﬁéﬁébfroﬂfd d Z2pd %l%drrgg@fmg of
: [ n sphi ne) pal | adi um are pl aced
R LS I BT Lo 22825 o i
@mﬁ@b?@omemfbaskrwmmﬁsjmsadiﬂﬁa’epdegambdébdmrelaand under a
0 : t t
SRS OERY S0 o HieRniGii S, i Bhath g of = 2M
ACGEM heatbpRdteasobions dftephanting0ahg5eE for 424 h, 60 mg of 2,4-

diifidsrerRscim i ' '
| gméﬂt!ehéﬁéﬁﬁﬁ@%[ld%ﬂ];% S)fa%%tagﬁ’lt %];n,d| 2 mixture of

%atzglc}fst Egn.a‘mxtijﬁ o(u. .

mi 0t IreianiEignd tgluenesfnd ctimirefcar PYnsedium carbonate
wlmtdnoareaaedad.dadatim@_@itmcai_ts a&fﬁlﬂuédgf@{%tz mmﬂt . frﬁEa réaction
: [ | Xture a 0] 0o, re rn 0.
pfze i BOREASH Bl BYSibGt TeBe i &t iy tiliBatdin etny
asatatatand wates. Shganmpanipiztesei is sibssquentht bapampsgf ahédiried.
THe SBluEtis cLRBeRPaNA Inder rEANEER AT e L RHE Tl Bl 35 Ryrific
N ShremateaErphel ani eiicsei 9/} calttiped being weartied out with a
dichorofitRaRe/Re e taktaB GALAGR. @4>6)trﬂpeof éﬂ@ H%R/@f re obtained.
d TH NVR BYBVBS ™6
SRS Vbl sy PO ik im (o079 0, 1)

fronssnwﬁorﬁ.lqg%ésm; g.s(z(fs, 1H)H 858s89H(;510.45 8 ;1 HO MBEH €369,

1 .

@3{? 2{3~§2-GhChlopdyimgriylimidazo[112-2]pymdin-giviR-B;6y| | - 2, 6
P kB "D0rt i onwi S8 to 150 m of 3-

[2- (415l1l3g OPREAYIN bBHIAR: e fioRindd fo*180 fid of -
tZlJ-?t{—gEI%roZghen%/I)Ymi%azo[1 ,2-a]pyridin-6-yl]-2,6-difluorobenzaldehyde
dissolved in 20 ml of methanol. The mixture is subsequently stirred at
ambient temperature for 3 hours and then the solvent is evaporated under
reduced pressure. The residue is taken up between water and
dichloromethane and then the organic phase is separated, dried over sodium
sulphate and evaporated under reduced pressure. The residue is triturated
from pentane, coliected by filtration and then dried in an oven under reduced
pressure. 67 mg of compound are obtained.
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di ssolved in 20 m of nethanol. The m xture is
subsequently stirred at anbient tenperature for 3
hours and then the solvent is evaporated under 30
reduced pressure. The residue is taken up between
wat er and dichl oronet hane and £fhen the organic phase
IS separated, dried over sodium sul phate and
evapor at ed under reduced pressure. The residue is
triturated from pentane, collected by filtration and

tiagn <piad grcanHovpIR Eﬂgﬁfurﬁ?%%ﬁsopﬁqﬁ;&ﬁr@ 46§| (%H

bt d
QTR R 246, 7 451 (. 3bi%y 755 (8, 2ad): 1 78,0 7.1 . 2H)
F@da 2H 255((m1&| F875134ﬁ-|)(¢l4+|-1=P371 7.55 (d, 2H); from
.to7 7 (m (d, 2H); 8.5 (s, 1 H; 8.75
(s, 1 H. I\/H-H— 371 5 Exanpl e 4:
7-[2-(4-Chl orophenyl )i m dazo[ 1, 2-a] pyridin-6-yl]-1,2,3
, Bxampie dhyti(bpitbrdphenyllionigazo{d, Bajpyridie-é-glji62,3,4-
ﬁtg#rop- en;/\q?agt'}-l-% (goglq Q%ﬁeotfﬁw tiblf)Z di oxabor ol an-
I _ J - -2
?41y )éz g:éﬂéfcﬂph%rﬁ]lpﬁf(klcﬂ 9‘5 %Ituga)?g yl-1,3,2 d|0f(?%3|;clpl an-2
"TE agoln-3dPY; '“5’ 30 g of

2 brone (el ok pphend gL gt RLaced ipyricin-2-

- goanime aknyidﬁcﬁjbglaa‘r Bebratne- &(4-chitteghe AYIthandneg @ré splaced in

B POobior Sols RLEB-aRRea pbo 18761 18" soum
d“y@romn G%@ﬁ?rf?cﬁﬁ@%é’@e mmth kfwmmat BO°QUdori16. After -
I®dlifigt tRe fadt® Wﬁlﬁesﬁsa@%%e t gﬁ QFtr%H eq pressure.
(71d0§—39 goo&cgn'tpﬁﬁung?_gre ¢b@glqdj w@E}x ccgnggu:?ca is PE'%;; agy. lggn the
(Fsllovlintl)stadddd = 355. 4.2

2- (4- Chl orophenyl )i m dazo[ 1, 2- a] pyri di ne- 6- boroni c
atl MY dpestrah| (dgs-DAdS Q1 :5lip pfmn 7I1ED 5, deH) 7.35(d, 1H); from 7.5

o' B BLARGOR P Ge5 16 TRE QST Mot 5o
:%S?Jf’-“@?c’“b%%@‘% SSRGS o

d1ttere with stirring, and the mxture is
The _reaction

stlrr nt tenperature for

ot 28 QRO P r e b delramath iy i ciexaborolan
[2-glistidazo[ 22- é]p?/ﬂdlgeCéreCmﬁftﬂUéw furalgeow@fl éttﬁﬂon%h?hmo ml of

i.n 0 ng s es.. .

RABE 22 T of T e Rftaesiots ackbere S99hinaaty 8765viss there wih
BHpringr. &% (the mxxture is st:rred at ambient temperature for 16 h. The
reaction mixture is subsequently concentrated under reduced pressure.
4.78 g of compound are obtained, which compound is used as is in the
following stages.

'H NMR spectrum (ds-DMSO, Jin ppm): from 7.6 to 7.75 (m, 2H); 7.5 (m,
1H); from 8.05 to 8.15 (m, 2H); 8.2 (m, 1H); 8.9 (s, TH), 9.1 (s, 1H). M+H =
273.

4.3  7-[2{{4-Chlorophenyl)imidazo[1,2-a]pyridin-6-yl]-3,4-dihydro-2H-
naphth-1-one

5ml of acetonitrite, 5ml of toluene and 6 ml of a 2M sodium
carbonate solution are introduced into a round-bottomed flask and degassed
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1 H,; from8.05to 815 (m 2H); 82 (m 1 H; 8.9 (s,
1H; 991 (s, 1 H. MH= 273. 30 4.3

7-[2-(4-Chl orophenyl )i m dazo[ 1, 2-a] pyridin-6-yl]-3,4-d
i hydro-2H naphth-1-one 5 ml of acetonitrile, 5 m of
toluene and 6 m of a 2M sodi um27car bonate sol ution
are introduced into a round-bottoned flask and
degassed 27 under a stream of argon. 400 ng of

2- (4-chl orophenyl )im dazo[ 1, 2- a] pyridi ne-6-boronic

aghder 320staff df b 4@0%?3’%0 p%{j BﬁBqu{F }/ﬁﬂ‘?dazo [1,2-

and 75 f tetrakis(tri phenyfphos ne
U0 BRroric A c. 420l & EDroBe. 3 brdai: Lhoaphini-one
aémd)\mdng frtetrakig(th h@ﬁ@bﬁ@éptﬁné)‘b@ﬂ&ﬂ@hﬂéﬁe abedSThe mlxture

bet t cet at ter. The organic
TR SR e e on -y
ctenmame etl iardken rgg Lhaee.deerpmh}ﬂ WdicbtatEhand egatdHeThs organic

) R SIS 58 ARl Shor e

rATRESWE. TIEgremides is quriliednbly asheorshtagrapity ohOsilith @R elution
r 6 Si,n
Stli%ﬁﬁ@ éﬁ*ri@@ ‘OIQVBch b Mrog%tﬂé?éfé%e% trﬁlx@.?%r%%ﬁ mg of

7.55
P@“%F(erﬁbf@ . 8.05 (d, 2H); 82 (s, 1 H: 8.45

ﬂ@*ﬁ"ﬁ&ﬁ?%wep@@@v?bm B re) 2 95 g 20 2685, (. 3H, 30 (m

) 7EB5 iy SHorepht W ltcol 7ERAHNT .05 (ERCHMITE.OS (d, 2H); 8. 2
l{g ?ﬁyq‘#g% a]rF% gc{p&d,l%rmﬁ_pwgs& to 238 ng o
oot g A 2
ﬁF&?bV@r?%a%W‘r?'@él at ambient tenperature for 2 hours

and t t he .;solyent i s evaporated under reduced
pr esslérr%'g e S@M&%Oh@/rt 8¢ apdekparionWiRe & 23Rdng of 7-

¢f4@44ch&cepmwf)umrcmz@rgam]pymﬁ-%e I-s,28ihyarRALALSsh HIM—1 -one

sl A Bt i L o penestlial T
éWr%hQUfﬁgBa@Wyemmes sbiveat igedvapoehteti w'rdehte'edgc@:apreﬁdure The

%léldM‘ét@ ti‘}éi* g lt alt\%gﬁ r‘%ﬂ?zé Eﬁﬂg@gw agsléé qq% %ase is

§E@ oungn agetthingo dried ﬁV@pﬁ@dlUm ¥6Iphate 2y corﬂ:@nlraw under
teduced) pre%sﬁﬁa (The 288iaué- |§5bu(*iﬁbd1b|%"2: OEBI @FHPF%/ &h silica gel,

ﬁiu% O%lr%@ng %Dahieq_&ut with = g@hlozgme{tgar@rrpg]arpl Ayixtuse 848 mg of
Esmpbuby.ardodtaindd 5.

M.p. = 232.3-233.7°C. '"H NMR spectrum (de-DMSO, & in ppm): 1.75 (m, 2H);
1.95 (m, 2H); 2.75 (m, 2H); 4.65 (m, 1H); 5.2 (m, 1H); 7.2 (m, 1H);, 7.5 (m,
3H); 7.6 (m, 1H); 7.7 (m, 1H); 7.75 (m, 1H); 8.05 (d, 2H); 8.45 (s, 1H); 8.85
(s, TH). M+H = 375,

Example 5: 5-[2-(4-Chiorophenyl)imidazo[1,2-a]pyridin-6-yi]-1,2,3,4-
tetrahydronaphth-1-ol (compound 9 of the table)

5.1  5-Bromo-3,4-dihydro-2H-naphth-1-one

2.21 g of AICl; are placed in a round-bottomed flask, to which 0.91 m!
of 3,4-dihydr052H~naphth-1-one is added over 10 min and 0.41 m| of Br; is
added over 5 min, and the mixture is heated at 80°C for 10 min. It is allowed
to return to ambient temperature and a solution comprising 20 g of ice and
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Exanpl e 5: o

5-[2-(4-Chl orophenyl )i m dazo[ 1, 2-a] pyridin-6-yl]-1,2,3
, 4- tetrahydronaphth-1-ol (conmpound 9 of the table) 30
5.1 5-Brono- 3, 4-di hydr o- 2H napht h-1-one 2.21 g of

Al C13 are placed in a round-bott8med flask, to which
0.91 m of 3,4-dihydro-2H naphth-1-one is added over
10 min and 0.41 m of Br2 is added over 5 mn, and
the mixture is heated at 80C for 10 min. It is allowed

tQ 7rml Wf redrizeptrte’nh H@féﬁ@fr@t HE® i%ngd@ec$QhéFét6’nThe maxture is

f of. concentrate
'ﬁit%‘? V\@t%a@?% .alél%g%r%@a(' ?ﬁwe?ae ofganigiphageds sgbsequently
t$mardtéd,|tchfcdad/\ahdﬂ coatentrated Ldm@érhrﬂdueé!i@reséﬁ‘r@ Thearisfdue is

OO By TR NP bre AT L EmaooRn dzp me of compount

paici obtatheldly rever se phase prepar atlve chr omat ogr aphy.
172 ﬁ of conpound 5 are obtained. 'H NMR spectrum

@pestrum {riMSL), 10 (PR 2.1Am652H 2. &H(m, 2H952.95 (m

57 bt g 2H). M+H = 226. 5.2
(SZTZ ( ﬁggoi)ﬁerr?y%@m’wd%{zo[ilzgz a]pyridin-6-yl]-3,4-d

i ;updr 05-¥24(4-Mﬂbt6bﬁelﬂﬂﬁnﬂ8a£¥[1c%!p’yﬁwnOSUyI]T-i‘ 4-dihydro-2H-
e as in Exanple 4.3, starting from 270 ng~ of
%%‘%@h 8P<?pheny| )i m dazo[ 1, 2-a] pyri di ne- 6-boronic
r.O
gglsgr I(%)ngﬁglﬂéxou? k?ﬁ@bﬂ?c%uﬁ?%%gqﬂﬁgqgfn%e 0%, Q%A (%rom 210 mg

fone-&- '@I’QR}'W Jipmdazeifit2ralpyoidmeatdboBoning  abid t dcompound
iRbned RO OB AN B WlbiiBed g{’EFE]EIrr@fle 2-d) dé 2158 g of 5-
ﬁ?hl orogﬁeﬂril}/'bﬂa‘@ r%zo ér%qr;y The c%’f‘%ound i 3 mg fied of
ugtreh:sqrrphawptmbaprmge)gﬁllamangel e'3@b'trﬁ bei ng 5 -[2-(4-
TR i R g Pl b e Sk epedifdrbre  are
(QmaIDNBOThG domppmd is2p@ifien by Ehron2ategrdphy @tsiiica. @I elution
%; 2%3591 gusiﬁtr{ daz}_ﬂlv @FO#@]%g/rﬁ%th%ﬂ?l?(rﬁﬁtl%% %?mg of
83014’!1536(@0' areppbtaged. (s, 1 H). MeH = 373. 5.
KR FaRs B HmMos. & nibbmiye? O F%ﬂi,?a B51(shyaH 269 (m.
- %nw ) fr@ﬁW 46 tbQ’ QfﬁionngPffrcﬁn 726 7.7 ﬁm 2H); from 8.0

?J;H)ﬁg?g f{é oéiég of mat hanol
B Medachiordbhenflimia A8 220y SRS 62115, 3 4-
tetrahydronaphth-1-ol

169 mg of sodium borohydride are added portionwise to 167 mg of 5-
[2-(4-chlorophenyl)imidazo[1,2-a]pyridin-6-yI]-3,4-dihydro-2H-naphth-1-one
dissolved in 15 ml of methanol. The mixture is stirred at ambient temperature
for 2 hours and then the solvent is evaporated under reduced pressure. The
residue is taken up between water and ethyl acetate. The organic phase is
separated by settling, dried over sodium sulphate and concentrated under
reduced pressure. 106 mg of compound are obtained.

M.p. = 218.1-219.6°C. 'H NMR spectrum (dg-DMSO, & in ppm): from 1.6 to
2.0 (m, 4H); from 2.55 to 2.7 (m, 2H); 4.65 (m, 1H); 5.2 (d, 1H); 7.2 (d, 1H);
from 7.25 to 7.35 (m, 2H); 7.5 (m, 3H); 7.6 (d, 1H); 8.05 (d, 2H); 8.4 (s, 1H);
8.5 (s, 1H). M+H = 375.
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for 2 hours and then the solvent is evaporated under
reduced pressure. The residue is taken up between
wat er and ethyl acetate. The organic phase is
separated by settling, dried over sodi um sul phate and
concentrated under 30 reduced pPessure. 106 ng of
conpound are obtained. Mp. = 218.1-219.6C. 'H NWR
spectrum (d6-DMSO, 6 in ppm: froml1l.6 to 2.0 (m
4H); from2.55 to 2.7 (m 2H); 4.65 (m 1H); 5.2 (d,

1EI)<am?:|86(d{2 Eidoro- é-l[ e pﬁeﬁ l){rmda% 2La)pyfitin-6-
RURY q}'gﬁllﬂﬁm%eme@ué&ggﬁtgega% et

e e e

Zylblmlﬂazhﬁb@{djpywd)mﬁ (4,4,5,5-tetranet hyl -1, 3, 2-di oxa
borol an-2- yl)im dazo[l, 2a]pyr|d|ne550090f
2- bronﬁ)OQE(@fnétbfomhéﬁyhetebhwfmrwl)emmnﬁoag'dof4EB}g of 5-

((41 £5% fetﬁa%étﬂ ES 2 di di'ox%jg%r&ié 32%?%3}?5%25/13% 'réJI Naed in

mne are

55 FoRepanphan. Aneondshotioroed shatpnd 257 g of sodium
Hwﬂrog@ﬁmbbﬁ)@t@t @reaéQd@djd'Elﬁ’e nTQﬁJrg'[é(ﬁ‘éra?ed at BBat &dr 3b h and

t |

Saq@"{?%e s C%ﬁcgh?r 5‘?%\/\%% él’g‘?(thr%dl?c é@nﬁéﬁgg@bg Bpger TiRgluced
rrefessmre iThet atsidue pis biakereup mweeﬂnﬂater haHd Iaécfetzate the

r tlin
e AR i BTGl o SOl St
arkibenitae eelveﬂtwccywmtrm&ma gaafe:oomcamujeare ebﬂambﬁ

B M S oGP MBR, i 1 BBMol 2545, (AH)28Hb (or SH): 6.9 (@
AHD; fronY 7635 0 78 (m 82K ftom A5t 7.8(B, 6M); 813 &, HH): 8.8 (s,

W:%M\/g%ﬁo@phenyl )i m dazo[ 1, 2-a] pyri di ne- 6-boronic
¥ AR lhed S hnperpors a0 -

ddedditan- 2-yl )i mi dazo[ 1, 2-a] pyri di ne are di ssol ved
in 236 M of acetone 20 and 1 1 8 ml of water; 213 m
of 1 N-4h8rochl®ric adidmetbosrtenylHe{bid,5detametyl-1,3,2-

adiukabiotdlafid- ylouhﬂeachm@ é]'tbgnﬂ?nét é'rreedis§o%br|ﬁezd36ah! of acetone

he reaction m xt

r

308 E00HE P el a1 E et (Nbydmehloviedacisr aies aded Thereto,
sopwiselztral witd Stisrind), i dridr ﬁieem)fm@ﬁsdétﬁﬁééﬁ’ét Qr‘hB%rnt temperature
%?Jéﬁeg’ychlltralona%g}é ® in an

inder 't eddc e HPRJUPHWE 4p eqgen 5°%<fent@$e%w&€uﬁaduced
Rressoibg.ail hedsolid obtained is triturated from diethyl ether, collected by
filtration and then dried in an oven under reduced pressure at 60°C. 5.80 g of
compound are obtained.

"H NMR spectrum (dg-DMSO, &in ppm): 3.75 (s, 3H); 6.95 (d, 1H); from 7.3
to 7.65 (m, 3H); 7.8 (d, 1H); 8.05 (d, 1H); 8.75 (s, 1H); 8.9 (s, 1H). M+H =
325,

6.3  (3-Bromo-2-flucrophenyl)methanol

2.00g of 3-bromo-2-flucrobenzaldehyde are dissolved in 98 ml of
methanol; 560 mg of sodium borohydride are added portionwise thereto. The
mixture is stirred at ambient temperature for 2 hours and then the solvent is
evaporated under reduced pressure. The residue is taken up between water
and ethyl acetate and the organic phase is separated, dried and
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1H NMR spectrum (d5-DMSO, Sin ppm: 3.75 (s, 3H); 6.95
(d, 1 H; from7.3 to 7.65 (m 3H); 7.8 (d, 1 H);
8.05 (d, 1 H; 875 (s, 1 H; 89 (s, 1 H. MH=

325. 6.3 (3-Brono-2-fluorophenyl)nmethanol 30 2.00 g of
3- brono- 2-f | uor obenzal dehyde ar@&tdi ssolved in 98 nl of
nmet hanol ; 560 ng of sodi um borohydri de are added
portionwi se thereto. The mxture is stirred at
anbient tenperature for 2 hours and then the sol vent

| gon Q! GdHRdeLanailChr SBlB2S U J8ghiés iU utifled by

en up etvveen vat er
o? Qﬁ? OYRRE¥ | an ssPineat gdl, dirliJ@Cd’l am@irgD cam&r.bnt)uht edth  a

umdﬁbr@mdum/nﬁéﬁawl ?mxtTF@ 156 'gdé’fecdnsf%el d éﬂeegbtmﬁgd

chromat ography on silica gel, elution ng carr
Ut NIIR s pectrdre bdoDRISED hw@/am)ham@d) (& 2H9}r§4 %Ngﬁ 9715 (

*;Lfof"ﬁfr“”i**@ Fedm S Rasy “dd 1i.)pe"t7r$é“§ﬁ] 51 H):

{525 [?é'ﬁ‘“?)'f23'E%‘%@Hé??%ﬂ@ﬁvvmfmdaégg}2 “S3PWigi-Bai n.
@F]ahqrpﬂ}mﬂl}amlhanol 300 ng of

(3-braonop- 2-fl uor ophen ?nethanol are dissolved in 15
m of SGNged3hramms- é‘rf L@romeﬁmhbnetbaﬂolcmgaﬁsgdvammets ml of

a;om@heaan@fs a1 96m eftinol lstdlﬁa §
eBh SICeE R strearr} 05 ?rgon for

LR AL ik Bl eg%ﬁ%ahwemt@gm 8900 of 2-(3-

a‘nﬁtl"@)(m)h@iyl)imm‘dzoﬁbma} rﬁtﬁh@-@nl&ﬁrﬁnﬁﬁ'aﬁld O8n@r8ml of a 2M

%%@ﬁ?ﬂ“C%E%b%%%?gﬁg%%*”%ﬁ%ﬁUba%'ﬁi?n g Bl on rrxure s

hemiprd at 8P&C foe df denrs anddhendaiter eshiingdoparabeut esmpbeature,
fc%ﬁbéHl‘?aﬂe% LAKeN rédy &%L Edkte, WAkefe tﬁt(ﬁ}?e 3§ rlggeﬁﬂgﬁ Hefween

g\gﬁ?{ ‘g 8 or anlc elsseara
EeAPH kY thasuths @@awcéphars@ ig separated, dried and

ru:oncéme@lteﬁy urﬁd‘éroméﬁgﬁé@p e§§hr§' | rea gekidue!l ufs
th a tbofll C ororret hane; et .hy {S *Plrified by

ed qut
ace@g?%’%%% en 2%0% W cBlbieandPeirg o‘EﬁrH?ﬁeoOUt with a
mqmorﬂrmmeaaafemyl ‘abetdviRsipiees.r 264 (r@&:f%ﬁﬁbo@wd Sredfithined.
3.85 (s, 2Q 4.65 (d, 2H); 5.35 (t, 1 H); 6.95 (d,
Mpy = ﬁﬂ@ﬁ#"@ tH MMR specteiin; (dg-BBISQI, 5 inHpm):f3.861 (s, 3H):;

16'55'@2?46%:4% 46 6.857d( )b 788 A8 1éﬁ 7534, 1H).
ifO{TB O(TAﬁ@KlTbl“tb‘BhErTy .1 d&ﬁo([sl"ED 5 BH(5.d1 ). G4+ = 349

| d 22 of th bl 7.

Expdt "'E"%'lﬁ&%%éd?n% IO AP BB R EniEazop 2 P rgly rylid-
fluorophenyl}ethanol {compound 22 of the table)

7.1 3-[2-(4-Chlorophenyl)imidazo[1,2-a]pyridin-6-yl]-4-
fluorobenzaldehyde

800 mg of 6-bromo-2-(4-chlorophenyl)imidazo[1,2-a]pyridine, 437 mg
of 2-fluoro-5-formylbenzeneboronic acid and 150 mg of
tetrakis(triphenylphosphine)palladium are placed under a stream of argon in
a round-bottomed flask comprising a mixture, degassed beforehand under a
stream of argon, of 8 ml of acetonitrile, 8 ml of toluene and 10 ml of a 0.5M
sodium carbonate sclution. The mixture is heated at 75°C for 5 hours and
then diluted, after cooling, with a mixture of water and ethyl acetate. The
organic phase is separated, dried and concentrated under reduced pressure.
The residue is purified by chromatography on silica gel, elution being carried
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25 fluorobenzal dehyde 800 ng of

6- br ono- 2- (4- chl orophenyl )i m dazo[ 1, 2-a] pyri di ne, 437
nmg of 2-fluoro-5-fornyl benzeneboronic acid and 150 ng
of tetrakls(trlphenylphosphlne)ﬁalladiunlare pl aced
under a stream of argon in nd- bott omed fl ask
conprising a mxture, degassed beforehand under a 30
stream of argon, of 8 m of acetonitrile, 8 m of
toluene and 10 mM of a 0.5M sodium carbonate

soliuvitora. dith®rainethare/ethyheattete atixitbE 486 nfy bPeompadd are
t&g I.g:jh 4 uted, after cooling, with a m xture of water
acetate. The organic phase is separated,

dh d e THE
%ﬂ%@%%s%ﬂeﬁf@ DR BB T s
)HW §e'i£§3 %é’ﬁr(ﬂ’éd%@ls Bufd, i %l 4 (s, TH). M+H = 351.
hi th t at t 486 f
oS L L B ety P HREO Lt BlPUIFBEEO, g 1
piiu\l)ro;fhemyl}btﬁﬁnbb 7.75 (m 4H); 8.05 (d, 1 H); from

8.15 to 8.25 (m 4H); 8.35 (d, 1 H); 8.7 (s, 1 H. MH
= 351.47% mg2 of 3-[2-(4-chlorophenyljimidazo[1,2- a]pyr|d|n-6 yl]-4-

u&yg?% z(a‘fdﬂvé:f%rhgﬂ-:hﬁ%b 96}{5811& b%ﬁ%]‘l’?éldr !flalsl? a%dydllssolved in
éio[ ol o ﬂtﬂi%ﬂr&ibﬁ%ﬁw )415nhbggtﬁ[trﬁ,h2da:}fp§an dihe- ﬁeiyt@n # cooled to

fi

e R R e
t?‘e?ﬂ“&ﬁ;%ﬁ @Fjﬁifﬂﬁrﬁmﬁ’w&ses%ﬁﬁtpo TheqMixbeleds storedingibe ice

\hatﬂn fon 1 be3bashd ageimd o aoéaﬁlréteM §ehééu§rhrﬁﬁwon|um chlonde

d dded
NG KT R TR RO
@atnhat@)anﬂ dorgentatecd?ander eiduacd aresatredThguesidae obtained is
Wﬂ@ﬂ ‘E:N‘é?ﬁéﬁl) raﬁ@) G Qzﬂcé?‘rgeelagm?gn %\ﬁg %%ﬁgb%tét yith a

e IS se ara over n‘agnes u
Ried é@efmﬁtban@léauae’@ AP ésrgiptcompeundsird wbtained.

PR BR e FABINGR o EMEEY B o 155 (0, SH) 89 (q, 1hy
ﬁ?nthrSOm‘aYJ‘Z& n(ed, e N doph 718 126 weew],ﬁl@é; ,Emégs%ﬂqpqmﬁ 7.85to
St ﬁ?%s I—BM-‘SA S 1H: from 7 15 to 725
Ehaipltle: (491, [%’L&%Pébpoélé%nﬁ%ldam S Sapynaine yifd

Ej@gﬁ@p@elgyl}ethano! (compound 29 of the table)
(+) 1 3[29;14 Chl or ophenyl )i m dazo[ 1, 2- a] pyri di n- 6-yl
- 4- ERRATPEL trdrb-(4-Edtiprophengldimidazdie, 2-alplyeliin-6-yil-

H’Qj nyTRESIAE ( compound o) targ :r&s ﬁgr? 7. 2& are gef/)faned on a

S ?bﬁoéﬁ %f&%&l J it b aicebimnn Blatage s carried

aulyitharae206300580 tredtues oamethanoi ethanol and heptane 60 mg of the
less retained compound are obtained.

[alo = +18.1 (c = 0.502, methanol); +13.3 (c = 0.446, DMSO).

M.p. = 187-187.5°C. 'H NMR (ds-DMSO, & in ppm): 1.4 (s, 3H); 4.8 (m, 1H);
5.25 (s, 1H); 7.3 (t, 1H); from 7.4 to 7.55 (m, 4H); 7.6 (d, 1H); 7.7 (d, 1H); 8.0
(d, 2H); 8.5 (s, 1H); 8.8 (s, 1H). -
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Chi ral PAK AD LOT CFBOG3 20 pm 50 x 350 mm col um.
Elution is carried 25 out with a 20/30/50 m xture of
nmet hanol , et hanol and heptane. 60 ng of the |ess
retai ned conpound are obtained. [aJo = +18.1 (c =
0.502, nethanol); +13.3 (c = 0.446, DVMBO . MP. =
187-187.5C. 1H NWMR (d6-DMSO, 6 in ppm: 1.4 (s, 3H);
4.8 (m 1H); 5.25 (s, 1 H) 7.3 (t, 1 H; from7.4 to
7.55 (m 4H); 7.6 (d, 1 H) ;77(d 1 H,; 80 30 (d,

2Ekan?p|59(8()4-{t#l 2. ~§ (o il 3Ly in-62y1]-4-
f'l!m' lﬁ*ﬂﬁi{'ébﬁ&ﬁy qmneu%mc} %ﬁ? lt[}ﬁg tél abl g)}

B carryi ng out the procedure as descrl bed i n Examl e
?/ st aw tﬁ% rylag CgHtlt#;'p cgpupea &Snfescribed in Examplg% starting

1£r§3r 120 (g ohranembanw )3-(4- dmﬂiﬁwe?wﬁirwezdmrn ﬁjpyrﬂmrfls ~yl]-4-

5f|LfJ(£IJd§F1§RQ c—ﬂ%%@t B%E@é &qu%re iaoiaﬁ'ne(dmr 5 r@i are obtalned
nﬁ] %?6 Dl\/gdﬁ's( 'Fne'thgngrﬁs’@%q 0. % DI\ZS@?mlgiﬁ)

=€Sl,84118®07‘H3N R &ip}wséfsnw iH)OIZ §53K-[ 4] Wm 1H);

rﬁ sgs 1%;@,'&)&(;1)1 @(gﬁptpg% ), 7.6 (d, 1H 77 d 1H); 8.0
{@ EH)KQSLKsDﬂH%LBJSQ@hﬂHyl)I mi dazo[l 2 a] pyridin-6-yl]-

6- f | uor ophenyl } met hanol (corrpound 31 of the table)

10.1

2-(2,4-D fluorophenyl)-6-(4,4,5,5-tetranethyl -1, 3, 2-
dExample 30an- 2- ﬂﬂ)[ﬁrfﬂdhﬂﬁ[lmmquM)lmldezo[l&-B}pyrldm-ﬁ-yl]

ey SENEHY EnBROF Rt fofitd A of Aitabidy Starting

from4

5tQ.4, 4, 5, 52tfﬁ4mhb¥bpﬂe€yl¥-ﬁdc404<St?»l{étl'érﬂeﬁ'-ww gy.idin
é; %8%8"‘5[]3('3?2(')@fc?qf&[z)%h%lwr'f’é'ﬂ?lanone 4.84g of

b d. 1 6;
135, (W olsfips FIEErocafiy 55 baiposet oSS o (6 o o
zﬁ-M 475 %tqtdamethw -1,3, Bm&b%olao ByBﬁyr(chm 2lytkinind. dbd  5.09 g

2. S et 398, of emome e
&btaingdr ophenyl } net hanol A mxture of 9.5 m of DME

M sod b 25 | ut [
UL EcmBISC P do RO A 5o G D 7idbelt, THS Teampbdido 7.45
e 2&t)ed.6 (@, 161) Lirofh £2500F.35 (m, 1H); 8.45 (s, ‘IH) 8.9 (s, 1H). M+H
zggé)rm 6-f | uor ophenyl met hanol and’81 ng o

10.2 {2-{2-(2,4-Difluorophenyl)imidazo[1,2-a]pyridin-6-yl}-6-
fluorophenyl}methanol

A mixture of 9.5ml of DME and 3.5 ml of a 2M sodium carbonate
solution is degassed under argon in a pressure tube, the compound
prepared in 10.1, 0.29 g of 2-bromo-6-fluorophenylmethanol and 81 mg of
tetrakis(triphenyliphosphine)paliadium are then added, and the tube is
reclosed and left stirring for 24 h in a bath thermostatically controlled at
100°C. The reaction mixture is cooled, the solvent is evaporated under
reduced pressure and the residue is taken up between water and
dichioromethane. The precipitate between the 2 phases is filtered off, dried
and purified by chromatography on silica gel, elution being carried out with a
dichloromethane/methanol mixture. 190 mg of compound are obtained and
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tetraki s(tri phenyl phosphi ne) pal | adi um are then added,
and the tube is reclosed and left stirring for 24 h
in a bath thernostatically controlled at 100C. The
reaction mxture is cooled, the solvent is evaporated
under 30 reduced pressure and th2 residue is taken up
bet ween water and di chl oronet hane. The precipitate
bet ween the 2 phases is filtered off, dried and
purified by chromatography on silica gel, elution

bgf@ge&?gtrfg%@doﬁﬁwwat ﬁ,pogj -épé"?% )ﬂa%% Eﬁ%%@ﬂg 117 mg of

r e@pevad iare edtaineth a propan- 2- Of/dl i sopr opyI et her

d b
B - BB, i prai a8 AR ) Sl Thi): Formey 2 fa 85 (m,

7 7
(eéaa ng;ﬁgtégs(sm&kstf vom]cY 144)t 8. 3%@5 ;élrnMs% {s, 1H).

2Mep.5= 218.55201 7. Ex@npl e 11:

2-{3-[2-(4-Chl orophenyl )i m dazo[ 1, 2-a] pyridin-6-yl]-
2Es?mpﬂe dae opherﬁ#{@ﬁ@ﬂhlﬁr@hérqd)mﬁdado[:!&@npyﬂh?n -(li-y!]-
t -2
6‘?%-‘%&'”& éhgﬂf’égﬁﬂé 220' cﬁh{*l um ?@ﬁb?ﬁ%sf‘%nm deoi n

tpf,nahgs efrdhidlo, Gl-QlﬂL?él%?)‘i’n%%l gfdpgﬁfz%ﬁhand at 0-86M

arel%roducdun er a strea argon into 5 m

et r argarBh gt &2 soutRR AUUBBITE ssaPPxAmIde tﬁtrahmr@furan

I(Stmmdreﬂedtbkf?r;éﬁgnggagnmgﬁﬂ ) Bre Mtroduced under a stream of argon
z

R 8T8 R Chl iR e SRS Es 363K o R isiure isgocled

doet€ iapdalOck&dmiiaf 1fboomot2 dedifieorebefizéhd isd addBue dropwise

rtﬁ@%tboﬁh%ﬂkm d§ s? Hgd'aﬂt 982(9 8 S@Eni% n%‘ndlggetone is added via

yroch oric retarning
tiekp drattions. Dfl'rQe5GF|gaThEt rpRelien m@sturradse@mmmtn 20 ml of 1N

d'iﬁir@&ﬁioﬁé B@fd, aftér r2uhe néhbléf'ﬁ%&ﬁge@@hfee 'I*f'1et ﬁr %ﬂlc"bhase :
61 E_@thl ed over -maghesi um

Aot S allier'S Sunseagmbe wasesd ThCh Wit 20 mi of
obdter nseparatgul/rdricide dvdry n‘ld@”n@ﬁmm)% eQa"hdS bbh@@*ntreﬂéb under
LR LR I e e
@ SV b@mmcmmﬂ our \Sith @ h@ﬂ}ane&tWI (e&:,etatel-rlmxtdreomso g of

duhdisbbtdifeg. 1 H: from7.6 to 7.75 (m 1 H).

éH(PéMRz (GeDHFQr D jsnepml):) 1.6i(afsi)1 524 &, gyt trom 6.951tp-215 (m,

GH)dfrbhuprquhﬁmgé,}fpﬁpgan 2-ol 25 500 ng of the
conpound obtained in stage 11.1 are dissolved in 21 ni

df.2 oI:MBaQ (indth'l'oriﬁptﬁnﬁﬁﬁ%@io[ﬁ@afﬁﬁ'&ﬁﬁ@yﬂ@sf a
%flﬁ&groﬁ'neny!?propan-z-ol

500 mg of the compound cobtained in stage 11.1 are dissolved in 21 ml
of toluene and 7 ml of ethanol and degassed under a stream of argon for
10 min. 138 mg of tetrakis(tﬁphenylphosphine)pa!ladium, 799 mg of 2-(4-
chlorophenyl)imidazo[1,2-a]pyridine-6-boronic acid (compound obtained
according to the protocol described in Example 4.2) and 5 ml of a 2M sodium
carbonate solution are subsequently added thereto. The mixture is heated at
80°C for 1 h 30 and then, after cooling to ambient temperature, concentrated
under reduced pressure. The residue is taken up between water and ethyl
acetate and then the organic phase is separated, dried and concentrated
under reduced pressure. The residue is purified by chromatography on silica
gel, elution being carried out with a heptane/ethyl acetate mixture. The solid
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10 mn. 138 ng of

tetraki s(triphenyl phosphi ne)pal | adium 799 ng of 2-(4-
chl orophenyl )i m dazo[ 1, 2- a] pyri di ne- 6-boronic acid
(conpound obtained according to the protoco

described in Exanple 4.2) and 534 of a 2M sodi um 30
carbonate sol ution are subsequently added thereto. The
m xture is heated at 80C for 1 h 30 and then, after
cooling to anbi ent tenperature, concentrated under

r gtadR By BRGMINE] FrOME iiSSHIdNG behdraksibcibd b gnon and then

ate and t hen_t he org an| c ase

d eth
m@tse‘iq I el oV %@&earﬁ?wo%ﬁ%reea 83 iy CPmAQHBA are obtained.
26724981 TR o0 Bl LB R RBARCL Y, B 5
hbpﬂaﬁeﬁe'tﬂwf/rh ar:b); atde(mj XHl)rré.SSTome 3ld); i 7 I, 4 8.08dd, 2H);
|§5t gl qHzag ?géérﬂlqﬁdl i sopropyl ether, collected by

Itratr n - an dried in an oven under reduced

t;tﬁ"""?“@“i% i B GRS T A Bl 'm#?a“é%
PYEigyn-6sy w hraman-g-0l <Comporing 66 of the table) 1)

I—Bfﬁ’ (%rggd -2 crli)lo %mﬂ%qg-l\? metﬂylbe'r?zamlde ° (S 1
ﬁ] |[032/r| | nEn%- éf][%ﬁ rap%"égcﬂj%&&’ I o Eﬁ&s 1@86%01 dp 138 mi of

ttalypbydrofiran in a round bottomed ftask. The reaction mixture is cooled to

381 O 2ar‘rh1c8r Ball Hd KA Nﬂﬁj%l %W%ﬂ%ﬁ@ﬂxﬁ%x& amine

3-bronon-2 oro enzoi c acl d ar | aced
Tydreeiargder ofid @0 i 8f a Godimelbylastieepropukid-ethilsarbodiimide

reRiebEoride Xand €0.03 rRI0QF efyrdine OﬁeWaHBeﬁntHefrgtobaTﬁe apghction
t ne Lg%ﬁs gﬁageqtgpgynlatﬁ%%g athgmltj temperature for 16 h and the
BOQ\B-:-rrﬂl r;seemﬂacaateéd)pjmpylr)adae@d fprbsalrbodﬂheﬂrﬁﬁdtée is taken up
HEANEER' Rlket® B deidrollefap8 s, RbeBiie Proauys phape s
Aubsabienty waahed ange withor sairatedramiroaiurd chidridersgolion and
W%ﬁﬁ%ﬂsﬁﬁﬁ&fedr %Eﬁﬂhg{iﬁg Eé\? rbohdf %Sl%rtEGHeEHe% dried over

taken up betvveen ter a or oet

JEPeHER o a%teca%&ﬁ’eceetratedbtmﬁrer@duyeanron5@0 mg of
\Mompcmrﬁjagper@jtgme@mmnl um chl oride solution and once

Wi th a saturated sodi um hydrogencar bonat e sol uti on,

t' HENMIR ispectoer (deDBIISES i 3 PnPhEL® (8ngHEoRAeNs! @-@d7 35 (
dPPET LB A %ée@isﬁtfﬁru?n"?da ONEQ 28 o ppm: 3.3

ppm: 3.3 (s,
(82  fBigmepidigBheshettadbng rn | et nanbie 0. 5
908‘; @@BOHPQ:O?H‘P&&JHEF%b'té}néa aesttgel 125 R 36884 M3 round-
bottomed flask and dissoived in 18 ml of tetrahydrofuran. The solution is
cooled to 0°C with an ice bath and 2.7mi of a 3M solution of
methylmagnesium bromide in ethyl ether (standardized beforehand at 2M)
are added dropwise thereto. The mixture is left stirring at 0°C for 1 h and
then at ambient temperature for 2 hours. The reaction mixture is
subsequently hydrolysed at 0°C with water and a saturated ammonium
chloride solution and then extracted with ethyl acetate. The organic phase is
separated, washed with a saturated sodium chloride solution, dried over

magnesium sulphate and concentrated under reduced pressure. 0.380 g of
compound is obtained.
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25 bottoned flask and dissolved in 18 m of
tetrahydrofuran. The solution is cooled to OCwith an
ice bath and 2.7 m of a 3M sol ution of

met hyl magnesi um brom de in ethyl ether (standardized
bef orehand at 2M are added dr@pwi se thereto. The
mxture is left stirring at OC for 1 h and then at
anbi ent tenperature for 2 hours. The reaction m xture
is 30 subsequently hydrolysed at. OC with water and a

SBY WMRE,-MDOI BMh GHthPra g¢s SVt ant af: Vr@S‘éd 1H); 7.95 (d,
e)g Lact ed with ethyl acetate. The organi ¢ phas
}a rated, washed with a saturated SOdI um chl ori de

ried nesi um., sul
SF3 4 P b a9 2 eeehloehphr bRl S Hlvepin-e-
cyilmimejmml]etbanbnal ned. 35 "H NVR (d6-DMSO, 6 in ppm:
6 (s, 3H; 7.4 (t, 1 H; 7.65(d, 1 H; 7.95 (d, 1
H) ) 123@ mg of compound obtained in stage 12.2 are dissolved in 16 ml of

Jto[L?erQ“bﬁBOS $m[ 8 %&Mz%@g@%&w Sarelds ds% eg.{n%f' %l‘dbn for

6 5
10 lgd1900e & é?tgé’bé‘&mmym@@hme)aauacumm @6doB 2-(4-
r‘dhl@lfopthbh?lmﬁild@itm PegpyaehelBBeforfc StdRRME@MPbURd fditained
S Prling B R eRerelodesriberol EXaMRE 4G50, 497 21 (of @ 2M
ﬁﬂdwmph?hrph)atemsdmmmla% alpgequintly- Gdbed dherstac IT(Hue reaction
C r I r
J‘é@(&@'l%ggd QQ@@XQ?%O e ﬁ)g)flhagrs gaf;hﬁeﬂ ?atf%?i%\cﬂoil g to ambient
demnaiRisEe, b@ﬂmtrgtﬁdmn@w mdsicedpyessigat Theagdidde is taken up

thaneba. waTB?ah@%‘ﬁWl QRetdib XTHé %réémﬁ@ﬁé@é‘ 1@&3@9&40053( Settling,

h

SgaRie] Peb v HtoF G ey PSS WY aTReturelspRRaivg) Ghioride

taihﬁmmmrldabbwemdamte%rur?ﬁdﬂ;ﬁidté' agebatantdise Gidsnedoed
s in

HapEsuks 1T BRI A RPTR P LIneriBERT R o ol eyeetution

Teirg|agriiech oudrwithd codiahloragratbanerethyll ratateamikture. The solid

‘HPﬁ‘&fl déttﬁﬂxrﬁﬂ%@eﬁ &eawopﬁf&ﬁgw&u&;f@% Bf%ltpé{f)orf and then

uri TOHH I'ca

ieﬁgn@eﬁ?\r%uwr rﬁﬁﬂﬁefé pd&&ﬁﬂf@r%ﬁ%mgacﬁezmmwncaa@t abtained.

T bt d t t t ed
TR (o BSR ep I G E .65 (By 3HD1 71358 teont g A to 7.65
n7 B 9 f
S?npOlJ)lnd Z(?Te ob{]gﬂﬂggj zggdscwﬁmn-?ggml)(%sg)%% .ng gpn)

2285 @s[2-Ghhoror3 45 (4<thldiduhdnyimidazs[d Z-afsyridime-3H
(bpeRyipipafi (4 207 8.5 (s, 1T H 1 87 (s, 1 H.

-26! 2- %bheﬁ-ﬁ- thé- éo%ﬁghrﬁf CBRSAYY kA @tggaez‘?b% grea]pp%ed url?der a
stream o nltrogen |n a round-bottomed flask and dissolved in a mixture of

26 ml of anhydrous diethyl ether and 13 ml of anhydrous tetrahydrofuran.
The solution is cooled to 0°C with an ice bath and 0.59 ml of a 3M solution of
methylmagnesium bromide in ethyl ether (standardized beforehand at 2M) is
added dropwise. The mixture is left stirring at 0°C for 1 h and then at ambient
temperature for 2 hours. The reaction mixture is subsequently hydrolysed at
0°C with water and a saturated ammonium chloride solution. The organic
phase is subsequently separated, dried over magnesium sulphate and
concentrated under reduced pressure. The residue is purified by
chromatography on silica gel, elution being carried out with a
dichloromethane/ethyl acetate mixture. The solid obtained is triturated with



150 nmg of the conpound obtained in stage 12.3 are

pl aced under a 25 streamof nitrogen in a

round- bottoned flask and dissolved in a mxture of 26
m of anhydrous diethyl ether and 13 m of anhydrous
tetrahydrofuran. The solution 3§ cooled to OC with an
ice bath and 0.59 ml of a 3M sol ution of

met hyl magnesi um bromi de in ethyl ether (standardized
bef orehand at 2M is added dropwi se. The mi xture is

| gfidopbpyir é%rahoﬂacété@rbyl ﬂEr&Fﬁ&ﬁ LA&"heh é‘r’@d %‘tan?%ven under

e reaction mxture is

t enper gt ur e hour s.
[Fg!ép@ﬁaéﬁ?ﬁ}”ﬁya? 19 SeaemPouDt afe chtaieedr and a

oR? PO ZIUE B ELpafsted huppiay D Ba snabhesiarts. 1H)

sﬁ]Spfdat‘H—[)arf:bm GoBS a0iT.45 deh, \@He 7 58 dUCeH ) 0T 8SSi, elH)TITeo5 (d,

Pt U3, AT A T L BRSO S o

di chl oronet hane/ et hyl acetate m xt ure. The solid
obtained is triturated with 36 diisopropyl ether,

by fil
Ceiégfrﬁl@(jl%s y Igf %ﬁgnﬁ@gﬂ heél}lgf‘éﬁﬁemgﬁﬂdgﬁﬁ 2-
Wé'a x)ﬁlPhe_vl 3291(@mpnun9F67( ngtmwleb i n

|r73p?r>r)5 t T%ég%?fﬁ% _ gég% gre ?qpedpcgggrc\ﬂlselto,_boo mg of the

7cc9‘6p()taind obtdined) in 8tagd 123 dddolvell 4513 m! of MbthaBobai{s cooled

Ccﬁii'ge{rm gufezls S |rr atr%’BR'eﬁyF%’?“H%a&%r&[ffrﬂ hour and then the
a?CﬂWdeSneBan]a oﬂeetnesinoed(w@sp@r@ndrm residubeis taken up

t dtvekn99atee aff e'i 'a‘tb@c&@r ‘Pﬁé! Qﬁ'% @ggaﬁ?@%&)armed bY settling,

t
p‘?fé@eggémr %‘%cﬁ”g’%ﬂr@ n?F?r}?tQ:?Wﬁ’I cCarURRahoNd ahagéar}@dearessure
UThd sidine isTpustiidceby shsrhatorfbgtly oeilelgd] SHBERLYIT carried
Ve I S vapo ed .U
(8l aBBreeharanbhiassfie  HdiRE, Ao cialih blained is
v\‘latLﬁiﬁtea!n ont Hijsopmopylattber, TMIecteghbydllmmxeand then dried in an
%ﬁ%‘?ﬁ%cﬁéﬂ rBYuSEd Hés%gre ﬁhgdog%%?ﬁ SRS %E@dphat €

concentrat ed er redu ssure

Ay, de70.5 7R8E ’H@\PMIQV dg*mg@i %(@;9;5&‘.)01"4%' b3, 885 (m, 1H);

AR IS T kT 4 Aol i Tt Je46 o 7-felraobiiy 7.65 (d, TH)

ahrBi(getH); 8.08 (d, taHpBers (g am)dgieseprapy! et her,
coIIected by filtration and then dried in an oven

(Eximnpletdced p{2Riuon-642 {@fl@érd}ﬂmﬁllﬁmlo@é?ﬁ ,2-a]pyridin-
I'n pp
PhtoReRyptethaner Ehmtidyna s defeiapiel T 1y s la)

el 7. 55 (m 3H); 7.65
215"_')1 »Z—oélmﬁ’"d}‘”?lﬂ?%méﬁ ')’Qéﬁg}"?’d 8.45 (s, 1 H):
8.6 (20 Qng 0%8canah) ef Zmromo 6-ﬂuorobenzaidehyde are dissolved in
Bo0rhber Riihariol(dhd boQEARR N Ick! BBtH23 A1y %0 BbBYROH ' sodium
borohydride are then added portionwise thereto. The mixture is stirred under
cold conditions for 1 hour and then the solid is evaporated under reduced
pressure. The residue is taken up between water and dichioromethane and
the organic phase is separated, dried and concentrated under reduced

pressure. The residue is crystallised from pentane. 18.1 g of compound are
obtained.

'HNMR (CDCls, 5 in ppm): 2.15 (t, 1H); 4.95 (d, 2H); from 7.05 0 7.3 (m
2H); 7.45 (d, 1H).
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6-yl ] phenyl } met hanol (conmpound 53 of the table) 14.1
(2- Bromp- 6-f | uor ophenyl ) met hanol 25 20.0 g (0.098 nol)
of 2-brono-6-fluorobenzai dehyde are dissolved in 500
m of methanol and cooled in an ice bath; 3.72 g
(0.098 nol) of sodium borohydrﬁde are then added
portionwi se thereto. The m xture is stirred under

cold conditions for 1 hour and then the solid is
evapor at ed under reduced pressure. The residue is

t aikan mabemeemmbabna%x@ P-BUEIRIiRRARyRNENa0 the

or gani cent rat ed

ted drled and.co
under ‘If%g z@‘ﬁﬁ he'ﬂ?@ﬁ%%ﬂgtal"ledg? Qreyere siggolved in
f 28mpent arfer Et18a15@00‘hl goupdbattopie ﬂe@kalm@ (JHHB“W?OI) of

793@%?0%;@ (t‘?@m%ﬁ glé’) (2%2 E#_? ?f iﬁ'f? %ygﬂdlw}_%ylchlorosnane are
(2d@ad mpdethel ieactibe mixtwryié tdirtecbiary19 Houmst Mlessolaert is then
ko) ST S AU DRS00 et

%fi&“e thyleetger, separatian by settlingrissearoed cut@ndiba orgagicphase
(|@ Wahatbhth afatee Bhdiied diareidyilisnspRSte! @H@r%’v@pératmg the

hsgﬂ%gm 2‘%@‘5@? %%;:édngn{eﬁ}ext ue\?a:ogr; Ietralrﬁgder reduced

e £ , et yeen t e, ,,.and
GrERMIRCrcls & EERENG: Dgn 6 e tte PRRE 4 A2 Jm 6.8 to
a?t85t(ﬁe2(b+g§4ﬁ5c(dpﬁérls)e is washed with water and dried

ver sodi um sul ?hat e. After evaporating the solvent,

2‘54 3§ o4 ftergButygimethysilanyloxymatiyl) Seftwaromhenyl]pyridin-
m;_wamﬁ,eo (s, 6H); O 8 (s, 9H); 4.7 (s, 2H); from&6.8

5 [2 (‘fgﬂt @éu%@ dF‘ﬂ'EPHy g Péwkg%q(yt%t%?) 4349 gu&f o pHéf*5.5-
ytelrpyeitiylt- 3, 2-gibaaborel - a-yg)pgmdmt@ytammeuad niibdfad e sodium

4. 40 4, 4 ,
Iéér%é'?%? 3, 2- dlggﬁ)"gfgrgl an h§I ) pyri étmﬁyl am ncg 30 [11-
rhIS(dfptwnxmt@@th)fecr@:ceoehh@se:mpaﬂadmrraaob dis8olvgddfh 80 ml of

[I\1N1drmeth [formamid
y n}] | el no fgrarcggeftne ‘W“d bOttCW%% ftans]k Upder a

s(di phe

@%H‘ oe ﬁnsd'hm mixturey, lNhﬂa’t%d tﬁﬂ%rﬁtﬁﬁﬁ geh. afrtier cooilng to
mmedt tempBerztuwad the tdoffERis fa'ré‘%@agﬂﬁ’aetéd %no%trrrgé%éd pressure
@&gjo? The mxttt%e S heﬁ% h. Aft

Ny asifusoISaRkEBHP DShRRs A MWAE! SR G157 qeatale. A insoluble

enatpaehtiedramoled rsditestior etamugh cafitk. t Wﬁeréﬁgaittl@ ph?ase is
SBBEMRLUR B SRANG YRLEhe 8 Wit T Lt SRS LQuedls SRR Soride
solution 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 {CDClz, & in ppm): C (s, 6H); 0.8 (s, 9H): 4.4 (s, 2H); 6.05 (s, 2H);
6.45 (d, 1H); 7.05 (t, 1H); from 7.35 to 7.45 (m, 2H); 8.0 (s, 1H). M+H = 351
tacking 1H

14.4  6{2-(tert-Butyldimethylsilanyloxymethyl)-3-fluorophenyi}-2-(4-
fluorophenyl)imidazo[1,2-a]pyridine

58 mg (0.7 mmol) of sodium bicarbonate are weighed into a
microwave tube. 83 mg (0.25 mmol) of the compound obtained in 14.3, in
solution in 2 ml of propan-1-ol, are added thereto, followed by 0.375 mmol of
1-(4-fluorophenyl)-2-bromoethanone in solution in 1 ml of propan-1-ol. The
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material is renoved by filtration through celite. The
organi c phase is separated by settling, washed with a
saturat ed aqueous sodi um chloride solution and dried
over sodi um sul phate. The conpound is purified by 25
chr omat ogr aphy, elution being cé@Bried out with a

m xture of dichl oronethane and nethanol. 4.58 g of
oil are obtained. 1H NWR (CDCI3, 6 in ppm: 0 (s, 6H);
0.8 (s, 9H); 4.4 (s, 2H); 6.05 (s, 2H); 6.45 (d, 1

H9ube |50§éﬁ4éd gé_dl"%?n s&ﬂ’gﬁ%ﬁ% g;of E 1‘(‘3%5@3 %F%’regctpon( Riixture is

GC(P@QQtt@WDtBQBWB(HﬂFPﬁfﬁWEsW@mg c&pmamﬂ)mmm silioa ¢Blgage Si-
yTH‘nro?) naﬁ%ad‘de‘éﬂh@@l@ %Wd?ﬂgg‘rrﬁ%ﬁgt[eés §F§é€é’t 'aﬂ"\ tﬁé’nt téﬁ'ldgi’ature for
ng M&Jgef’ 3&5@6‘8@% F(f"tE%ten'ﬁtﬁV)aP@fat?Héﬂ‘é’(ﬁfrﬁ@dﬁ%ﬁd pressure.

o'ﬁhalcnmﬂ)dundléu@edla@ is $0tHg ioldwiry &ak. of propan-1-ol,
are added thereto, followed by O 375 Mol of 35

114.5- f {24Blumybesi{2-]4-Bubropheh plinvidazo1 2adjpyiidm-6n 1

f - The 38 tube is sealed and then
&'ﬂ@?%@ﬂ&‘%&'@%‘?'m 16 hours. The reaction m xture is

cool edl e caudr eempamse phtained IR0 4gs dlisgolepdiiretthindlof THF
OchrﬁphélﬁQ o Bhehaoss @trabTWI%nhq@{I&n%@ et HARIr§te0 T‘?‘w’édrglxture is

IS sti t enper at’ur e

red
rﬁq'fretrg AL BTHhisnt rRaTatirg far dhen ﬁnﬂtt.hsﬂethess@wﬁds &vaporated
withisr reeflivedd ppesesiselr & he5cc3'r|‘h©ogﬁﬂpiéu pdrified usie&hAsmbfography.

{%4 éwﬁ%PgéR‘\[g?ugﬂSt ag%}%%%nyl )i mdazo[ 1, 2-a] pyrl di n-6
A R DM e Rt S aB R 12 7o B hilfrom 74

dp hredmaBtbyT §|51fdn|1tlﬁn3 Do, @&l) h&dﬁa(semrraesm(stwp is

10 stirred at anbient tenperature for 16 h and then
the solvent is evaporated under reduced pressure. The

i LR T RE R M r%ﬁ’%@aﬁ?@ggﬁ’#ﬁin-&yu-
2, a-h'siI(ldordhl)engﬂ}raethandll-ﬂ):anpcﬁJr(dmo%ﬂ)theftéBrﬁi
7.5 (m 2H): 7.65 (d, 1 H: 8.05 (m 2H) 5(31

F)S.1 8 (8B rosmo-2, 64diflasrdpteamylgnéthianol

N oy S
Taethapgt Bﬁérﬁ@ﬂiﬁ indan lice baptieh¢? oneft sedion borafpydfide are then
%tﬂb@'ﬁbr@@ﬁw@efﬁé%tgb?ﬂé Fhidflreds sredUtSHAbLRe tdrpérature for

mhour and then the solvent is evaporated under reduced pressure. The
residue is taken up between water and dichloromethane and the organic
phase is separated, dried and concentrated under reduced pressure. The
residue is crystallised from n-pentane. 14.6 g of compound are obtained.

"H NMR spectrum (CDCla, Fin 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).

15.2 (3-Bromo-2,6-difluorobenzyloxy)(tert-butyi)dimethylsilane

11.15 g of the compound obtained in 15.1 are dissolved in 150 ml of
THF, 5.1 g of imidazole and then 9.04 g of chloro(tert-butyt)dimethylsilane
are added and the mixture is stirred at ambient temperature for 24 hours.
The solvent is then evaporated, the residue is taken up between water and
diethyl ether, separation by settling is carried out and the organic phase is
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20 met hanol and cooled in an ice bath; 3.42 g of

sodi um borohydri de are then added portionw se
thereto. The m xture is stirred at anbi ent tenperature
for 1 hour and then the solvent is evaporated under
reduced pressure. The residue 38 taken up between

wat er and di chl oronet hane and the organic phase is
separated, dried and concentrated under reduced
pressure. The 25 residue is crystalllsed from

'g\gggtﬁ‘%ﬁnmﬁ/t%fgergéﬁd &’I:%bo (5%6 g@of ahﬂlﬁﬂatelHTNgﬁ)soivent is
Di

f¢\tﬁﬁ06a®si ynperreduced plesspre.fiio itaremtdaineth 1 H).

CH BMR speckum (G0GH el ppeny 9 0t 6 BHIuO8 foi ek uB5i(5, 2H);

ofrem16.65% 6.0 tmﬂ ORSTAUBdo o1f ghnedyin 15.1 are
di ssol ved in of 30 THF, 5.1 g of im dazole and

thea 95-@3!-(@#38mylkihh@(ﬁﬁétltahwby:ghﬁtth?ﬂbfwllsl | ane are
s.stirred at ambien
f‘@ﬁ%@r@@ﬁ?é{?ﬁgw éi"ﬁ%’dﬁ"" The solvent is then
evapor®&¥ €d, oft e r esimgoends obidiead uin bid.2eeh40at ef &R@,4,5,5-
gﬁa&b?ﬁth@fﬁg%gﬁﬁ %@%@Qé@byﬁﬁﬁtég%@% Sarrﬁl'gpa?ﬁ sodium
drareanaliger sodﬁ@ﬁdt@ﬂl phat e@N®he sol $86tMgs evaporated (1.1
usisieiipHea iSRS Er%%ﬁ#fcﬁ:enéydlémgrdﬁaIIQUﬂun@'é?e QRIsaVERCin 8dimi of
%8%1%@&@ CD%e andorgi%é%g)l@oae;ropﬂ'ﬂ#ot@rp&g ﬁ %hnunder a
AtEaro of. drgom, ﬂhd—hnlxﬁjréﬁs%eated at 80°C|for 2 h. After cooling to
t I
ARV R D) B 4 e s
ﬁﬂ@ﬁlﬁjﬁleoﬁt aBdUp rbel\se@) whta0 agdogthg- ddetates abd an msolubie
tsﬁéfe@ﬁ?t@yl'erﬂm@e@ 5 OB r?'t"f‘i?ﬁt?%ﬁ"éeﬁil’é | - %éq%rﬁg‘ Bﬁ?se is

?o i um ca onat e tion and

[Sprrateﬁoby sett ing, washed with a saturated aqueous sodlum chloride
mw{tmmbgﬂyungasowrn@bﬁm osmmdt@l OlcRpRd LA hﬁnpﬁfrﬁled by
| ed_in

Eira el liabe, i Bpind g i Ritcs Fa g o i Bomethane
Hﬁ@meﬂTamoé425igeefthitasolaﬂé)e‘obtamdm After cooling to
anmbi ent tenperature, the solvents are evaporated under

r Bt (dar@ & in ppra)reb, Gi; 0S8 (tsaebh 4 (bePMieh05 (s, 2H);
w43 (d a9, ?td!ﬂt FOFIRLR 8 tc?'?.t%?‘@g % iﬁsé“iﬁ)emﬂ 351,

|sreanedb iItfation throu ani ¢
St '*‘Eﬁé%ﬂj%ﬂ@ﬁ”ﬁ%??%ﬂfﬂF‘Sﬁ.”’g‘n““a‘ﬁfa’ heng)

purified by
chronﬁBcEgn"qmeTﬁimbil)OBf bﬁidi@mcaﬂéar@dné’ﬂét At b«e@ghed into a
Whlé%o&v { %gliéfggmg Ao dftﬂgtc%%lgound ogf%;#ec?m 15.3, in
solution in 2 mi of propan-1-ol, are added thereto, followed by 0.375 mmol of
2-bromo-1-(3,4-diflucrophenyl)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
mixture is cooled to ambient temperature, 200 mg of propanethiol on silica
(Biotage Si-Thiol) are added thereto and the mixture is stirred at ambient
temperature for 6 h and then filtered. The residue is washed with 2 times
2 ml of propan-1-ol and the filtrate is evaporated. The compound is used as
is in the following stage.
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20 "H NWR (d6-DMSO, 6 in ppm: O (s, 6H); 0.8 (s, 9H);
4.4 (s, 2H); 6.05 (s, 2H); 6.45 (d, 1 H; 7.05 (t,
1H); from7.35to 7.45 (m 2H); 8.0 (s, | H. MH=
351. 15.4

6-[ 3- (t ent - But yl di net hyl si | anyl é&ynet hyl ) -2, 4-di fl uoro
phenyl]-2- (3, 4-difluorophenyl)imdazo[ 1, 2-a] pyridi ne
58.8 ng (0.7 mmol ) of sodi um bi carbonate are wei ghed
into a 25 mcrowave tube. 87.5 ng (0.25 mmol) of the

p ﬂ%an%cli[zoﬁ@@g] ﬁgc“":;(;Ped t!ﬂgwelt8325$o%%3%éa@ygﬂ%@f nmol
CF' ?rBPBﬁBY'i"éhﬂnﬁk f1 uor ophenyl ) et hanone,
sol ut iTie icrude rbrmpoupidopBiidedlin 15T41€istd4§§3hVéd sea @dl of THF

?ndb)??%l{ggﬂg g)té tr{;ﬁ(glooafttggrg%{y%{pm hour %Steha'%gfmlxture is

(tisiesingt Ambliendriesiperaturédol BBdt agg tBen'ﬁheoidlveaTtes afleparated

t t t

e ol DALt B AbbI s Sho ML, crpegrens.
ngé"ég @f epmpovngrase otztawecbf propan-1-ol and the .

¢ ROAME FmPnG ST el pom: 4:85(cs 2y 8155 (185 7285, 1+, '7n45 @

{134)} 2Zron3,745 B 7.8 npmne)nwo)m m.§lad ol 2., (Ar, HPY Hich r‘r@w'ﬂ 85 (

ShPa IRk rte?”ﬁ%} TPLDBRTL A E5ATE AL

conprising 0.5 mmol of tetrabutyl amoni um fluoride
hydrate. The mixture is 5 stirred at anbient

E@d;pﬂgpgt%euaag IR NI ERAET s

gnylmathanat &ﬁmpﬁynd ﬁrﬂQOBthﬂgtaﬁlebonpound are

388" Bri2:(1¢ir-Subisimathy iaijanyiosahbtiy!)--Tydrophemyii-2(4-
cmﬂm@"(emyl)imiﬂazd[rl;ma]bﬁldlﬁe7 7 (m 2H); from7.8 to
7 85 (1?95 ?6]1 r'xl#q% rc%?atﬁlsgs oti'[gpound'5 &B@alnecﬁ)m 1453(80 94 g
{329 Z009l)CR o?@mmn;(n)ohtmroanehmahahpmu di42 §- (8.05 Gamol) of
§b<§'|9hPﬁF@rB§jle}|3§rtb§ﬁ5% ﬁlﬁﬁ%gprﬂp&d @s%h?tf néja%%ﬁ%t{%cgﬁ%e}g into

‘}%%Zlgn ert %% I et st anyl oxyma
g1 Eiftlre@s* ﬁ@rﬂ@ﬁh@wmned Wb o magnallqagmﬁrelar aed mantgined
(lﬁdérlam‘m’d erpétnﬁdﬁarﬁépﬂﬂérdstﬂﬁhé'%q F Yol 48 houPe gtﬁ giactlon
t { h Eacrom) VSPIAE’ orop eny ) et hanone;’
"E% o Vghtopacis 4gi & HmRialbenand ooRgetated under

m‘dmﬂeslqua‘ssuret Mhaoksidue i ﬂ’ﬁérﬂdﬂlﬁ@d Wit 80 n#t SkQPatet and 100 ml

SRR 3, SOUDRIE Sl o BEAIE hedl b s cred
\gtth rsoditgn suigotef dhe 1®lidobtainedhaftareaedposation of the solvent is
purified by chromatography on a column of silica gel, elution being carried
out with a mixture of dichloromethane and acetone. 1.47 g of the expected
product are thus obtained.

H NMR (de-DMSO), & (ppm): 0.0 (s, 6H); 0.8 (s, 9H); 4.5 (d, 2H); 7.05 (m,
2H); 7.3 (m, 5H); 7.55 (d, 1H); 7.75 (s, 1H); 7.85 (d, 1H); 8.35 (s, 1H).

16.2  {2-[2-(4-Chlorophenyl)imidazo[1 ,2-a]pyridin-6-yl[]-6-
fluorophenyl}methanol

1.57 g (5.99 mmol) of tetrabutylammonium fluoride are added to a
solution, maintained under an inert atmosphere and stirred at ambient
temperature, of 1.4 g (3 mmol) of the compound obtained in 16.1 in 50 ml of
THF. After reacting at ambient temperature for 1 hour, the solvent is
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m xture i s brought back to ambi ent tenperature and
concentrated under reduced pressure. The residue is
then diluted with 50 m of water and 100 m  of

CH2Cl 2. Separation by settling is carried out and the
organi ¢ phase is dried wth sodli um sul phate. The
solid obtained after evaporation of the solvent is 25
purified by chromatography on a colum of silica gel,
elution being carried out with a m xture of

' -4 t
SR 80, L BBl RS RIBSf 20 m o
ovate[ and@dmi of dichipromefhane. Separatinm by seting is carded out and
] X s wifh 72 x di

?h? eﬁé(ﬁﬂéea ogéph%sié_bﬁs(%étrélcg.éﬁzi wifn 72 (EQ mt 61') dichidtamietharle. The
{@é’ﬂr@ﬂ% OEBRIYF RRERT 1978 Wasdies| three Hmpprwillh ROgnl i weter, dried
fdveersepihendulpredtbantl therbokdrirad8d melel réfluced pressure. The
Y e
d}ﬂirhganarrietdemqigwim armixiuk d.dicigof@natinahp arf_lt_:l trie¢hanol. The solid
CORRLD AR b2 e, s formos
e Vidared aff and thoa ssiedtasd OPRdemdes dederpdpressure 0.6hg of the
peeied prodded idtdgainegh 20 M of water and 50 m of

LIRS, SRR PR W e B b

dmc HH)y DiTedha Ry, 8.06€d, 2EntS.pesl THOBTT (s, PMAS REpAR@9-230°C.
washed three tines with 20 ml of water, dried 5 over
sodi um sul phate and then concentrated under reduced

s .The pegyhii LA.d_8 _AHLEL bes by
gw onlg{e?#;'a hy ggﬁ;ﬂ: ﬁc%’?%ﬁﬁma*’ﬁsdl F‘;I @QBE%IZGR%I ution
FeethexygihyiaKkynethyilpheayhlimidazo[$:2-alpyridine néeormpound 69
afdhaeabieyol . The solid obtained is recrystallized
from absol ute ethyl alcohol. The crystals fornmed are

B Gsepr o 0 608 ol e O ERpacLon py by e 462, 0.47 0
Gieaiih St RRrtua: takero PR 4289 (47 5 umonsor 40%

potassim flucBidenon 2Hmina &k hirbduced idtd a 50 mi(rdund-bdttomed

a9 fHe l%%raeﬁ% > dhigtoalwith 18 & acdtobhrileaRa™ 10 mi of -
ginpethgiipsnapitisngng teen stiredatBW (@ 4.bours. After this time, the
PO B IO b el KA s

BApReRES PR pRfIReH s BURRA b chromaipgraphy 8n ZocelumIn of silica
k!, Biltiownpeirg ethax yat WaRe Apdud @t @tdrRe afdiiBidrdthethane.
LRI AT ey e L de 0, Ay 03 are | atroduced 1OTQ o i
washed with isopropyl ether at reflux, filtered off under cold conditions and
then dried at 100°C under reduced pressure. 120 mg of the expected

product are thus obtained.
"H NMR (ds-DMSQ), B (ppm): 3.45 (s, 3H); 3.65 {t, 2H); 3.75 {t, 2H); 4.5 (s,

2H); 7.15 (m, 1H); 7.25 (d, 1H); 7.35 (d, 1H); 7.45 (m, 3H); 7.7 (d, 1H); 7.95
(m, 3H); 8.65 (s, 1H). M.p. = 104-105°C
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20 flask. The m xture is diluted with 10 m of
acetonitrile and 10 mM of N, N- di nethyl f ormam de and
then stirred at 80C for 4 hours. After this time, the
cooled mxture is filtered. The solvent is evaporated
under reduced pressure and the4residue obtained is
purified by chromatography on a columm of silica gel,
elution being carried out with a m xture of acetone
and di chl oronet hane. 25 The solid obtained after

RRARRIET Dot ERBratE bof B ed s B o orr °
e M 20000 80 bl 8 ok B o 2
tM&dlabHI]ﬁéataterhydmb(mldyvsq b (ppm: 3.45 (s,

3H; %.69 (tof 2"')5 (4%,8°5- fétrar%@%h 14 ﬁgbfﬁox?b}go%hbz %)ﬁ%ln -2-

%%WF?%T@ mi gghy(g.blbrgrpq))acgtagg, a9, p!ch.qi in @ rl'[pungi -bottomed
Iﬂék]ﬁ)ﬁi&hé&noﬁx:@nrplwrrb& atRiepiehatdrape@ituredBPROMIA SR cipitate
S 15ned sbel 5 WDlleciod by iy washes wihosisihy athsr. a0g then
IVylﬂ‘QH-th@mh and drigdl | inc enaeehydnodrr ceduled Pegswt. 8.78 g of
%bﬁ‘f’pcﬁjréi a':’reT@cStéﬁH'@?t hyl - 1, 3, 2- di oxabor ol an-2-yl ) pyridin
n

[ am ne 1 6 m of et hyl 2-bronpacetate are

|6Hawm spjlecarurﬁt(agimmsborm% 5#98*36(&9 f':ﬂ-?tdrbétc%ﬁrrhéd ; from

e e rature for
YA R RUA [ FURTON: R T
dl|"Qt MHH et38&. and then wth ethanol and dried in an
oven under reduced pressure. 8.78 g of conpound are
dstzi Re@hlol‘o-ﬁHmmdph'amahy(-wﬁ;mmﬁondlamﬂn) 1.3

2
Ot g ekl o " 51
8ga qf.|)the NIPRN RO obtgweg:f accordmg to the protocol described
¢8|10é@3‘ Slatéd 4m 209nt st a8} v 'ré’run;;j BobieayR! fl*?e?resactlon

| m dazo Jdine (interned ate conpound
%' %331%?%5 h%l %’%&)Jﬁa 180t ¢ PRl at@cam@ierﬁﬁ tﬁmnaﬁ@ture and
poncertratedesedd b estuded ﬂ;i’asbuﬁé eTﬁb&@%ﬂernlsz@aI@n Qpr between

eHictoibifat® BRI D' Bch ab'F slRbie H.OH Silfon is

ﬁéd@@rlmtlhrtbea]nld iscbasien{That exyamic @hase dsceshararsis Wrisd over

e e WG gl e S R
E%I'EI‘@&UUﬁtaf@ obfRing¥ i s basic. The organic phase is

e a8 CLr NP snB et D, e taVBT. 43 81 pbon): 1.35 (m, 12H),
7.4 (d, 1H); 7.5 (d, 1H); 8.1 (s, 1H); 8.85 (s, 1H). M+H = 279.
18.3 6-[2-(tert-Butyldimethyisilanyloxymethyl)-3-fluorophenyl]-2-
chloroimidazo[1,2-a]pyridine

100 ml of an 85/15 mixture of THF and water are degassed under a

stream of argon 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 is in 18.2, 18.6 g of caesium carbonate and 466 mg of [1,1'-
bis(diphenyiphosphino)ferrocene]dichloropalladium are added. The mixture
is stirred for 2 hours in a bath thermostatically controlled at 80°C. After
cooling to ambient temperature, the solvents are evaporated 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
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conmpound are obtained. MP. = 115-120C. 'H NMR
spectrum (d5-DVMSO, 8 in ppnm): 1.35 (m 12H); 7.4 (d,
1H; 7.5 (d, 1 H; 81 (s, 1 H; 885(s, 1 H. MH=
279. 25 18.3
6-[2-(tert-Butyldi nethyl silanyl exynethyl)-3-fluorophen
yl]1-2- chloroi mdazo[1, 2-a] pyridine 100 m of an 85/15
m xture of THE and water are degassed under a stream
of argon and then 5.3 g of the conpound prepared in

S B ko ey s ot gl 1
)cvqﬁceairateﬂ End?!pyedtd:iadepr@(suo&n 'ﬁlnelerdSldgel abtamet8is2purified by
]&rén&téﬁraﬁﬁﬁs'dﬂn GficBongde i CE| onQOf céﬂ'eﬁ out with a

rocene a ium are

di phen hos no)fe
R ARE I SRaNo] Siire, dihd GoTd ABWIY ris drbHera. from
t[hmtﬁn@t 8bligvtéd )byCﬂrﬁztah@H §ﬁ1d atheﬁocﬁiedqfr‘i &n o@@?' Udrftﬁérgl%duced
ur e e solyents are evaporated under
%n‘gﬁ%g& B'?Ep QEF%mp}i’H@ PES O g@ i t aken ug bet ween
\N&kNM%l{\@Dﬁ]Iﬁt&w pernhed sﬁGHpIO 85 i(s, &9), debygy e2HRrom 7.05 to
t { WL
el (PR oG 28 48RS () 2B6: Wﬁaﬁ%ﬁiﬁ R 1) 83 (s, 1),

dibYeyd8ht |y dried over sodi um sul phate and

&.geﬁbtrat ed under reduced pressure. The residue
d Jacess far the prepsration eheempoansds Thtesli ca gel ,

el@dﬂ@ﬁ%hﬂﬁolcwffpﬁnbd?@m Wckkatd and 0.99 mmol of S Phos are

MSBhed P! 83750 B, SRBGindllaln el Saskopwden, Witk 4iBan; g5 mi of

degacheth wiiew iare anddeenthenster anedtimedmixures sirstirred in an

ﬁitﬁ%@%@%aﬁw %Bgmgét% )PQE%")_‘)OSS 4. éH( 2' NRz |(—|)CDC1‘l ?6m67i 85

18.4.2013 ﬁ%oﬂ'@f aW:BB?o?l @5aé:8 Ys %%@hea*%rg 7. 4(;&?5@1 tube,

@%%EEEO# %? ftﬂﬁéf @P@%‘&F .aﬂd @ﬂeéoﬁ*@'@t?rﬁ@@"' Fhosghate, 0.5 ml of
WBgAsdéd za%ymmis ethapal bﬁdl@maﬁmw tﬁé‘d:d?n&ﬁjrfm@bte@rﬁed in

d 100
SO0 LR 8k, %Lk SAAL ISl 338 en
Médbe hermirgednalith m{fgum xt Ilmleof Shstsalutem pl‘epmﬁed in 18.4.1 is
4 pLegen Boid 7hbl 6B BESLY, ShT Koty Torc or 1o 4
ferttean Gh mudlkthe solgdompreparedfiniid.4. 1pemmeeidarammejheedng is
BREcHIR Uy H*@Oﬁ pf'ﬁé %o%ﬁs@kn&ﬁ is %‘ﬁ@l%g:e\ﬁlgh gy grf QY| acetate,

anol .and O e co tal ne
% ANg i %M%Pi%nﬁmg (Riotsaet §rpfér@é) ag @dlga@dagvéatvear;d the

atigterde ﬁshtst'neé@ aanainbi@ﬁn temb@rétuﬂ%efdrm RUTEECONGL B @PRted by
%Itratloﬂ and ewg’s e ph %re arFof 'ﬂ-il:-l T%e flftrate is evaporated to
dryness and the residue is used as is in the foliowing stage.

18.4.3 The compound obtained in 18.4.2, 0.36 mmol of caesium fluoride in
solution of 3 ml of methanol and 21 p! of acetic acid are mixed in a reaction
tube. The solution is stirred at ambient temperature for 16 hours and the
solvents are subsequently evaporated. The residue is purified by HPLC,
glution being carried out with an acetonitrile/water mixture.
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20 subsequently added. The tube is closed and stirred
at 75C for 16 h. A further 0.5 m of the solution
prepared in 18.4.1 is added and the heating is
extended for 10 h. The cooled solution is diluted with
5 nm of ethyl acetate, 100 ng & silica-propanet hi ol
(Biotage Si-Thiol) are added thereto and the m xture
is stirred at anmbient tenperature for 4 h. The solid
is separated by 25 filtration and washed with 2 x 2 ni

Exdifpie T8¢ 11| BRiarkfof ARAMIGENUS g2dpygiess and (he

residue is used [ OW ng stage. 18.4.3
T
e WB“‘W‘@%‘WS@W°§¥"‘%‘E€' TP BRRTL2-
d@???’%‘r’é‘éa@ﬁg qL‘j]PX@Q"T% a reaction tube. ;I'he

t t t
hour s TRE 6L 250 S8 pvaidesrie Thoau METEr o dagareRcklnder 2
'l:drteare@rfau?on anguheh i5e8l ghof thPldompalndt preipabed 1915.2, 6.07 g of

0 |

RS o B A ARSF B2 3 Dl BiRis 2 ity -
@]pzﬂc(lne; pbtgmq;:]o g iet1Byd.s18.6 g of caesium carbonate and 466 mg of
l[q‘]r"yjb@w%b VI' ngﬁrgyfehg%ﬁém%gmn#pg%dlum ?re added. The

oroim dazo

IREHTP IS o$tir %’na AR 2 batfeiesaegtativally centrglied at 80°C.
HAfteraovsifingatg ermisiedt &@mﬁeﬁatﬁreg 0k é&l@eﬁt@”@@@daporated under

BEBRLT Bl e oAl 5 kP b o i i

ai-‘} th db n@m@tﬁdab_mefdtrabom nTh8. d}gam& phgsaf wastesd Uwice with a
F%Olts g H osp lur’%ig ferr u%sneeciu&nélm gr'%%aPYadlsﬁd'um

ﬁ“kﬂ‘@t%@d'é’ow"m@ ra duoder ieslused pregsurer The esidseiabtained is

kp@hhebhw f&?érﬂhtd‘g%blzy ‘Hehpgi{hgira'dﬁ @Futlggoeglﬁg @51’%@5 out with a

é@‘ﬁ%ﬁ@f%ﬁaﬂ%&tﬂaP br;’@éwr%raiseuﬁe“d TeRtainegt imidrijusated from

tpahmneupcdjle;cmmymmretloﬁh%diltﬁérﬁl)dne@f:] etan o@erﬁQJéidt@r!réduced

r ion e ani c phase, washed twice

FRETE. £leuq of EbBng APl s‘él ation,

g t

SR EILONS S48 SES AR 80007, 20715

dbbai fedd.i SHESr@orT.bited?. Ey(l“@hJ?UhaS Ogsapht); 8rB5s{d,i1dd). M+H =

geb, elution being carried out with a
di chl or omet hane/ met hanol m xture. The solid obtained

H9.2 I Processfol fHTpraiRithABA, oﬁg&rhﬁehﬁastaz fd ggration

and then dried in an oven under reduced pressure.

49741 9. Dimenpguad/lssrentptadided WEIghBR (i6- BVBRactivd Ntube,
Qg)@ln‘)ﬁoiogf jm @H)p?wgfre# rdé]%g ;‘?gd Wte,x&@bm%gy%@ dfs mi of
(egagsad) anéy@r@u{ssethanbb antiH1 8 mmeb of the compound obtained in
19.1, in solution in 2 ml of toluene, are successively added thereto and then
the tube is purged with argon. 1 ml of the solution prepared in 18.4.1 is
subsequently added. The tube is closed and stirred at 75°C for 16 h. A
further 0.5 ml of the solution prepared in 18.4.1 is added and the heating is
extended for 10 h. The cooled solution is diluted with 5 ml of ethyl acetate,
100 mg of silica-propanethiol (Biotage Si-Thiol) are added thereto and the
mixture is stirred at ambient temperature for 4 h. The solid is separated by
filtration- and washed with 2 x 2 ml of THF. The filtrate is evaporated to
dryness and the residue is used as is in the following stage.
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19.2 Process for the preparation of conpounds 82 to 93
19.2.10.3 mmol of arylboronic acid is weighed into a
reaction tube, 0.36 mvl of finely powdered and dried
pot assi um phosphate, 0.5 m of 25 degassed anhydrous
et hanol and 0.18 mmol of the coapound obtained in
19.1, in solutionin 2 m of toluene, are successively
added thereto and then the tube is purged with argon.
1 m of the solution prepared in 18.4.1 is

?gmgb%p%g{ﬂa btgﬁm ®b29 1S o¢ %ﬁﬁﬂmﬁ;ﬂl utctagﬁiru%g #Rbride in
grodtiaretn 3 mlixg. methane! adde?bﬂ ahof a¢atichacitdiang mixe80n a reaction
ﬁtiﬁbénq'ﬁé §c5¥[1t|ér9 i§)-stifra8 Spghﬂﬁeﬁo!‘éﬁbﬁﬂ%tdr@ ! 14 ﬁ?lﬁllén %Hd the

acet at e, ropan

of
S@"fﬁfﬁﬁ@f& gqt?ﬁetﬂtbenﬁv ee\éﬂmatedheTrf& 6e%ﬁuetlﬁepurwﬁad tyeHPLC,

iedutidn beiag qiriedrBlLEWth RRatahiufevREr thillureThe solid
is separated by filtration and washed wwth 2 x 2 m

of THF. The filtrate is evaporated to dryness and the
residue is used as is in the follow ng stage. 45
19. 2. Zheheheoqgriustduaibtes wédhincd@pautds df3Gensmll fofmula (1)

%’ﬁéh ‘éP% SbiReAtiehs oPMethlfidd'ard filisPiefih 2Bl 2 and

etic acid ar na reac on
ﬁh utlon IS stlrred at anblent tenperature for 16
ﬁ@%h%m'%| Glarrestesistics upfs @qdewt Byampigsoralt e@mpounds

Hmeorcersg tuthd invertiord bedilbytrRuGh Taok StdrenT A5k Ag
carried out with an acetonitrile/water m xture. The

che tures of the conpounds of general
for@uﬁgg?§ lglg%hi ch are subject-matters of the

|nvent|on are illustrated in Table 2. The R3 R2
-Q

physi.c cal .Characterj sti exa

R BB GO GiEes dith goptiond sbuRioBrOg e~ Group on
|Ilbh|gtmwrwdrmg(2'abbe4)3 and Table 4. In these tables:
R3 R2 - the "R' columm gives the position of

sub&ei N oﬁOlufnrt Igevamtr@ grestimg @ointshaf thee pyodudtsidn (dagrees
3 Ofetius '(() dCE r, When t gﬂgﬂ‘li%bvﬁﬁré h&oiBR 'lr‘[‘glhgofo'?rtns of an

of the ctS|n egre

el sSQNErCé qi sBTeéit%f@ Gharw@riz@d m/ melamass [M+H]

amor pﬂougas' lid,or 0| |, they are characterized

f hel'rt ?t;(m calumg, therapggwr; tH o8 COMPHIURENIN t-he free base

r erfoeasmﬂmrea$ﬁﬁmuf§bresleﬁtb€af g chﬁﬁjedln ﬂ%f 'ﬁydhgtﬁ]!cﬁ% form
in rochl oride form
a;Ea qu{h%ﬁrg? ﬁg Bﬁa%eg%%ptﬁgqggs? ﬁ'@'d?ﬁ racid) ratio; 20
- f t he . .
io JP Fg&?&%ﬁeg%&ﬁ%n%% %8% é)ox%s OPiRE “QaifdiEe” column give the
analytical result for the optical rotation of these compounds at the
wavelength of 589 nm; the solvent shown in brackets corresponds to the
solvent empioyed to carry out the measurement of the optical rotation in
degrees and the letter “¢” shows the concentration of the solvent in

g/100 ml; DMSO means dimethyl sulphoxide;

- “Ph” means phenyl; “CI" means chlorine; “F” means fluorine; “Me” means
methyl; “MeG” means methoxy; “(F2CH)O” means diflucromethoxy; IsPr
means isopropyl;

- in the "R” column, the figure in front of the substituent gives the position
of substitution of the R group on the phenyt ring;

- "ND” means not determined.



analytical result for the optical rotation of these
conpounds at the wavelength of 589 nn the sol vent
shown in brackets corresponds to the solvent enpl oyed
to carry out the neasurenent of the optical rotation
in degrees and the letter "c" gfiows the concentration
of the solvent in 25 g/100 m; DMSO neans di net hyl

sul phoxi de; - "Ph" neans phenyl; "C " means chlorine;
"F" means fluorine; "Me" neans nethyl; "MeO' nmeans
met hoxy; " (F2CH) O' neans difl uoronet hoxy; IsPr neans
i sopropyl; - in the "R' colum, the figure in front of
the substituent gives the pggjjison 30 of substitution
of the R group on the phenyl ring; - "ND' means not
determned. 46 Table 2 R3 R2 s =Ml X R4-04 56

(F)2 4 4-Cl-Ph 3 H x(F)254-CI-Ph3HI\/e
H4-F - 64-CI-EE43_ H 4 7 4-Cl-Ph 3 HHH
5-MeO - 8 4-Cl-PR'3 H H-(GH)3- * - 9 4-C-Ph 3 HH
CHz B—*—10—4—€—Ph—3—HHH-6-Me—3t+—4—C—Ph—3—HH
H 4-F g, 12 4-Gh-Ph 3pH Hetl 4- e | @3 4- Q- Ph 8, b i
2- e =4 4= Me=Ph 4 HH 11 3F=

1 4-Cl-Ph |31 H H | H | 2-F -

2 4-CI-Ph |3 H | Me | H | 2-F -

3 4-Ci-Ph | 3| H H | H 2,4- -

(F)
4 4-Cl-Ph |3| H | Me | H 2.4- i
(F)2

5 4-CI-Ph |3 H | Me | H | 4-F :

6 4-Cl-Ph [ 3| H H | H !5Me -

7 4-Cl-Ph | 3| H H | H |5-MeO -

8 4-Cl-Ph [3| H H | -(CHy)s* -

9 4-CI-Ph |3 | H H | -(CHg)s-* -

10 | 4CIPh (3| H | H | H |6Me ;

11 4-Cl-Ph 1 3| H H | H | 4-F -

12 4-CI-Ph | 3] H H | H | 4-Me -

13 4-Cl-Ph 3| H H | H | 2-Me -

14 | 4Me-Ph |4 H H{ H | 3F -

15 | 4-Me-Ph |2| H H | H | 3F ;

16 | 3-MeO-Ph | 2| H H | H | 3F -

17 | 3-MeO-Ph | 4| H H | H | 3F HCI (1:1)

18 Ph 4| H H | H | 3F HCI (1:1)

19 | 3-MeO-Ph |3 H H | H | 2-F -




15 4-Me-Ph 2 HHH 3-F - 16 3-MeOPh 2 HH H 3-F - 17
3-MeO-Ph 4 HHH3-FHO (1:1) 18 Ph 4 HH H E2- HC
1:1 19 3-MeOPh 3 HHH47 20 Ph 2 HHH3-F HO 1:1
21 4-Me-Ph 3 HHH 2-F - 22 4-Cl-Ph 3 HM H6-F - 23
4-Cl-Ph 3 HHHG6-F - 24 4-Cl-P#73 HHH 6-MO - 25
4-Cl-Ph 3 HMe H6-MO 5- 26 4-Cl-Ph 3 HHHCH2O - H
F27 2-Na hth | 3 HHH2-F- 28 Ph 3HHH2-FHJ 1:1
+18.1 (¢c= 0.502, 29 4-Cl-Ph 3 HMe H 6-F nethanol);
+13.8 (c = 0.446, DVSD). -|]13.2](c 3 0.318, 30
4-Cl +PRO3 |H MPH _6- F Zvet thndl )H 1 H3.5FE £ BC308B1)
DVSO). 31(2,4-diF-Ph 2/HHH 3-F|- 32 2,4-diF-Ph 3 H H
H 2,4 21djlE4sMesPve0Ph HH (vMHMe B-A 2-B4[3- MG Ph 3
H Me|H.6-F -
2 4-C-Ph |3 H [ Me | H | 6-F -
23 4-Cl-Ph [3| H H ! H | 6F -
24 4-C-Ph |3 H H | H |6-MeO -
25 4-Cl-Ph i3 H | Me| H |6-MeD -
5-
26 4-Cl-Ph |3 | H H | H [CHO -
H
27 | 2-Naphthyl | 3| H H | H | 2F -
28 Ph 3| H H | H | 2-F HCI (1:1)
+18.1 (c =
0.502,
' methanol);
29 A4-Cl-Ph |3 H | Me| H | 6F
+13.3 (c =
0.448,
DMSO).
-13.2(c=
0.318,
30 | 4CHPh 3| H |Me| H | 6F | Methanol):-
13.5 (c =
0.308,
DMSO).
31 | 24dif-Ph | 2| H H | H | 3F -
32 | 24diFPh |3 H | H | H | 2% -
dif
33 | 3-MeO-Ph (3| H | Me | Me | 6-F -
34 | 3MeO-Ph 3] H |[Me | H | &F -
35 | 4ClPh 3! H | Me | Me 2’_4' -
diF
36 | 2-Naphthyl [2| H |[Me | H | 5F -




35 4-A-Ph 3 HM Me 2,4 diF 36 2-Na hth | 2 HM H

5-F 48 37 4-Me-Ph 3, M HH 2,4 diF 38 4-NQ2-Ph 2
HHH3-F- 424 39 (Pyrrolidin- 3 HHH- diF 1 -

| Ph 40 3,4-diF-Ph 3 HHH 2,4 - diF - 41 2-F-Ph 3 HH
H2 4diF 42 3-Br-Ph 3 HHH 2,448 diF - 43 4-MeSO2- Ph
S3HHHZ2 4diF 44 Ph 3 HM M 2-Me - 45 2,4-diF 2 HH
CHz 2-"" - 46 4-CI-Ph 3 e HH 2,4 CH22 diF 47 2,4-diF
2 HMe _CHz 2-" - 48 4-C1-Ph 3 H M Me 2-OVe - 49

4-C {Ph 3 /H M H 2-OWe|- 50 |4- CF3-Ph 22I2-|4HH3-F - 51
4- MO 2 -F 5 152 4-|(Pyrroljnk HHHS3-F - 1
OB 2 iR 5 S| ol el s,

38 | 4NOxPh |2| H | H | H | 3F ]

4-

39 | (Pyrrolidin- | 3 H H | H 2d'i -
1-y)Ph !

40 | 3,4-diF-Ph | 3| H H | H 2"4' )
diF

41 2.FpPh |3 H | H | Rr %" .
diF

42 3-Br-Ph 3| H H | H 2’_4" -
diF

43 la-MesOrPhl3| H | H | 1 | ¥+ .
diF

44 Ph 3 H Me | Me | 2-Me -

45 | 24dF 2! H | H | -(CHp- -

46 | 4-CLPh |3 ('\QZS); H | H ‘z’:;' )
47 | 24dif |2]| H | Me | -(CHp™ .
48 | 4C-Ph 3| H | Me | Me [2-OMe -
49 | 4CrPh [3] H | Me| H [2-OMe ;
50 | 4CFsPh |2] H | H | H | 3F i
51 | 4-MeO-Ph [2| H | H | H | 3-F .
4-(Pyrrolin-
52 1(_;:)_% 2 H | H | H | 3F ;
53 | 4FPh (2| H | H | H | 3F ;
54 | 34diF-Ph|2| H | H | H | 3F :
55 | 3CN-Ph |2 H | H | H | 3F ;
56 | 2FPh |2 H | H | H @ 3F ;




53 4-F-Ph 2 HH H 3-F - 54 3, 4-di F-Ph 2 H
3-CNoPh 2 HHH3-F56 22F-Ph 2 HHH 3-F 4
3-Br-Ph 2 HHH 3-F - 58 3-M-4-0 2 HHH 3-
3-Cl-4-Me- 59 Ph 2 HH H 3-F 60 4-MeSO2-Ph 2 HH H 3-F
C 61 4-MeO-Ph 3 HHH 2,4 - di F482 4-F-Ph 3
_ diF63 3-CNPh3HHH24- diF 64 3 M-
HH24 PhdiF 64a 3-Cl-4-Me- 3 HHH 2,
4-MeS-Ph 3 HHH2 4 - diF 66 4-C-Ph 3 H
67 4lCI-PH 3 HME HI2-0 - 68 4-C PR 2 H
VeO 6954- ¢ -PREPH Ol D MHH 3-H | H | 3-F
3-Me-4-Cl-
58 o 2 H | H | H]| 3F
59 30':’hMe 2l H | H | H]|3F

60 4-MeSO,-Ph| 2| H H H 3-F

61 | 4-MeO-Ph |[3| H | H | H 2’.4 )
diF

62 4-F-Ph | 3| H H [ H 2’_4 i
diF

63 | 3cNPh |3| H | H | H | ¥*
diF

3-Me-4-Cl- )
64 © sl H | H|w|%
Ph dif
3-Cl-4-Me- 2 4-

64a 3l H | H|H!®
Ph diF

65 | 4-MeS-Ph |3 H | H | H 2'.4 ]
diF

56 4-Cl-Ph | 3| H Me | Me | 2-Cl

67 4-C-Ph 13| H Me | H i 2-Cl

68 4-Cl-Ph 12| H H H 3-F

MeO-
69 4-CI-Ph 12 |(CHa)| H H 3-F

3-MeCONH-

70 2 ]

o H | H| H | 3F
4-(HOCH,)-

71 2 ]

o H | H| H | 3F
3-(HOCH,)-

72

Ph




3-MeCONH 70 2 HH H 3-F - Ph 71 4-(HOCH2)- 2 HH H 3-F
- Ph 72 3-(HOCH2)- 2 HH H 3-F - Ph 50 4 73 McSO2NH-
2HHHB3-F- Ph 74 4-M2NCO 2 HH H 3-F - Ph 4- 75
MeOCONH 2 HH H 3-F - Ph 76 4-MeNHCO- 2 H H H 3-F -

Ph 77 4-MeCONH 2 HH H 3-F - Pso4- 78 (Morpholin- 2 H
HH3-F- 4- | Ph 3- 79 (Me2NSCG2)P 2 HH H 3-F - h 80
L"/ \ 2 HHH3-F- 3-F-4 81 (M2NCO)- 2 HH H 3-F -
Ph 82 3-MeCONH 3 HHH 2,4 - PhdiF 4 32,4
4-
73 |MeSONH-{2! H | H{ H | 3F -
Ph
4-M82NCO-
74 . .
o 2] H | H| H | 3F
4-
75 MeOCONH-|2| H | H | H | 3F -
Ph

sg |¥MeNHCO-| | !

Ph 3F )
4-MeCONH-

77 2. H | H!| H | 3F .

Ph
4.
78 |(Morpholin-12! H | H | H | 3F -
4-yI)Ph
3-
79 I(Me:NSOP| 21 H | H | H | 3F :
h
80 Q) |2 H | H | H 3F -
3-F-4-
81 |(Me:NCO)-12! H | H | H | 3F -
Ph
3-MeCONH- ]
82 3] H | H | H 2’,4 ]
Ph diF
4- 2 4-

83 3/ H / .

(HOCH,)Ph Ho B e
3- 2 4-

84 3 | ! ;
(HOCH,)Ph TR G
4-Me;NCO- | '

85 : 3| H  H | w2 ;

Ph diF
86 4- 3! H | HI!H/| 24 :




83 HOCHZ Ph HHHdiF 3 3 2,4- 84 HOCHZ Ph HH H di F
85 4-Me2NCO- 3 HHH 2,4 - PhdiF 86 4- 3 HHH 2,4-
51 MeOCONH diF Ph 87 4-MeNHCO 3 HHH 2,4 - Ph diF
88 4-MeCONH 3 HHH 2,4 Ph diF 4 89 (norpholin- 3 H
HH2,4 - 4- 1 -Ph diF 3- 90 (ISPrCONH) 3 HHH 2,4 -
Ph diF 91 3-Me2NS®2- 3 HHH 2,4 PhdiF 2,492 n\-
SHHHdIiF 3-F-4 93 (Me2NCO- 3 HHH 2 4 - PhdiF
* For_conpounds 8 and 9, X is in the 4 and 2 position

respecti vel ~idor conpoynds 45 and , |X1Ts 1n the
3 position Me&%(&l)\ld—é}ds P9 and 30 are theé]“gnanti oners of
the racenijc prBluct | 2P, 5 52 Table |3
4-MeNHCO- 2,4-
87 3 H H H ' -
Ph diF
4-MeCONH- -
88 3 H H H 2’,4 -
Ph diF
M 2.4
89 |(morpholin-{3| H | H | H d’_F' .
4-yl)-Ph '
3-
2,4-
90 |(isPrCONH)!| 3 H H H _ -
diF
Ph
3-M82N802- 2.4-
91 3 H H H ’ -
Ph diF
92 Q 30 H | H|n |2
) diF )
3-F-4- | »
93 [(Me:NCO»- (3| H | H | H | &7 -
Ph diF

¢ *For compounds 8 and 9, X is in the 4 and 2 position respectively
e ™ For compounds 45 and 47, X is in the 3 position

« Compounds 29 and 30 are the enantiomers of the racemic product
22.



Ex. Mp./[MH 1H NWVR spectrum (d6-DVSO, 6 in ppm 1
200-202 4.65 (d, 2H); 5.35 (t, 1 H; 7.35 (t, 1 H);
from7.4 to 7.6 (m b5H 7.7 d,1H;8.0 d,2H;8.5 s,1H; 8.8
s,1H. 2 193-195 1.4 (d, 3H); 5.1 (m 1 H); 5.35 (d, 1
H; 7.35 (m 1 H; from 7.45 t627.65 (m 5H); 7.7 (d,
1 H; 805 (d, 2H; 85 (s, 1L H: 875s, 1 H. 3
214-216 4.6 (d, 2H): 5.3 (m 1 H: 7.25 (m 1 H: 7.45
(d, 1 H; 7.55 (d, 2H); from7.6 to 7.7 (m H) 8.0
(d, 2H); 8.5 (s, 1 H); figa 1H 4 195 1 1.5 (d,
3H; 5.2 (m 1H); 54(d%-—3'? (m 4(d,,
1 H; from75to76(m 3H) 77(d 1H) 805(d,
2I-ﬂ) 5 IR 8775 5, 1H —5208-210 145 (d,—S3H);
5. (M.pi[MH-H]S 4 (d, "B NMR SpeSrufm(deiDMSO, 76 fn fpin)
2H); firom 7. 55 [to 7. 75 (m 3H); 7.85 (m IH; 805 (d,
insg gzeg-mzlgm%@cszm 56351 1#}6?@52@41% fr§+ﬂ)74to7e(m
4155 (4 200 Seqylm diyE6 d2nigd sm%%(s?a&ﬁ
8.4 9 8 3 5
2H);§ 5 3,9%%%1@% @4935)( %S?ﬁb ﬁ"7 %séiéd m%ﬂflﬁg ”{al)q’") from
7.125 (s H) 455to( 8 65 H), 5H‘l)r6’n37 (d.614)p 80 (d,gHR8).5 (s, 1H);
8.05 d, 2H, 8. 45 |5 7BH:8¢Ays, 1H 8 232.3- 1.75 (m 2H);
1./95 (m 2H 2475 (M LI‘I) A 65«(m 1 H) ;522337
gm 3% %@147271%7,(:516 &, *z*)-l 535(n{“$H3|7')25'_§nG1I4 zgsté) 11-'74 7.55 (d,
8,85 (s,’l H) . %Hg]lféorﬁ] 7%3rt8rﬁoi t?é")zaepgqn )ﬂ) 5{$.ohkt); 8.75
2.55t02 7 (ml(s2HH). 4.65 (mI| 219.6 1 H); 5.2 (d, 1
Hy; 7.2 (d, 1H);from725to735(m 2H); 75 3H);
. 64d 1r98-185 d13HB.3H)s 512(B, 51 H); Bt ( dO1HJ, B292n518);37.4 (d,
s, 3H); 4. 55
3 :)H) ’F'H §‘Egm 75553(%6(&1”@-[ gof‘“td( dﬁ%zg’oog (S 2H); 8.5
s, 1H); 8 55 ({s$1Hi W5(§31HEX MD /[MH—I] 1H NI\/R
vect ru -
TaS(1 53165121)10 P @roniPEb orabiad g5 S G 75 @
/2. 6 ¥ -florh @ .55 & (a5 ghl) 3HY.- B85 (eh, 1HHB.05 (d, 2H);
05 _d i 3,35 (s, 1H); 8.9 (s, 1H).
| 6 | 156-156.5 2.4 (s, 3H); 4.55 (d, 2H); 5.2 (m, 1H); 7.2 (s, 1H); from 7.4
to 7.55 (m, 4H); 7.6 (d, 1H); 7.7 (d, 1H); 8.05 (d, 2H); 8.45]
(s, 1H); 8.9 (s, 1H).
7 156.2- |3.85 (s, 3H); 4.55 (m, 2H}); 5.3 {t, 1H); 6.95 (s, 1H); 7.15 (s,
157.4  |1H); 7.25 (s, 1H}); 7.55 (d, 2H); from 7.6 to 7.7 (m, 2H);
8.05 (d. 2H); 8.45 (s, 1H); 8.9 (s, 1H).
8 232.3- |1.75 (m, 2H}); 1.95 (m, 2H); 2.75 (m, 2H); 4.65 (m, 1H); 5.2
233.7 |(m, 1H); 7.2 (m, 1H); 7.5 (m, 3H); 7.6 (m, 1H); 7.7 (m, TH);
7.75 (m, 1H); 8.05 (d, 2H); 8.45 (s, 1H); 8.85 (s, 1H).
9 218.1- |from 1.6 to 2.0 (m, 4H); from 2.55 to 2.7 (m, 2H); 4.65 (m,
219.6 1H); 5.2 (d, 1H); 7.2 (d, 1H); from 7.25 to 7.35 (m, 2H); 7.5
(m, 3H); 7.6 (d, 1H); 8.05 (d, 2H); 8.4 (s, 1H); 8.5 (s, 1H).
110 | 91.8-82.5 2.3 (s, 3H); 4.55 (d, 2H); 5.2 (t, 1H); from 7.25 to 7.35 (m,
4H), 7.5 (d, 2H); 7.65 (d, 1H); 8.0 (d, 2H); 8.45 (s, 1H);
8.55 (s, TH).




(s, 1H 8.9 s,1H 12 183.4- 2.3 (s, 3H); 4.6 (d, 2H);
5.15 (t, 1 H; 7.25 (d, 1 H; 7.55 (m 184.1 3H); 7.6
(d, 1H); from7.65 to 7.75 (m 2H); 8.05 (d, 2H);,
8.45 (s, 1 H; 885 (s, 1 H. 13 203.4-204 2.2 (s,
3H; 4.55 (d, 2H); 5.2 (t, 1 8 from7.2 to 7.35 (m
I3H); from7.45 to 7.55 (m 3H); 7.65 (d, 1 H); 8.05
(d, 2H); 8.4 s,1H 8.45 s, 1H 14 222.5-223 2.35 (s,
3,'46(m 2I—h. 5.3 (t, 1H); 7.3 (d, 2H); from 7.55

d, 2H 8: 8.9 20-22
S éﬁ%ﬁgl%%%cﬁﬁu%ﬁﬂ SOV, Siroasip
7.3 fr : 7.65 (d, 1
[ 3Py L 80 e 2 49 1985, 0. 2o 108 (ol 765 o
s, 3H); 12245 (ImH), 3D 727 3o (M8 (rh, QIH% ﬁs@;ﬁnw%r%‘bs (d, 2H); 8.5
I

om 725to";§a$_6181 ,If_lom75

1'72_5 52 W (sl 3 a(&*? (fngbrg 53 {fm}gzsg&f;g‘ﬂ P55 (m
H) ; 84 1(s 3dH7@8(d305L 3o 7655 ccoﬂ TH(m, 2HINB05(d, 2H)
L8 7 75 (m g 48 @ {dy kb (s &QP (3. 2K 8 2 d 1K *

TR 37ST Lol44do:)\b orl) 465,

. S
2H)13 5283 4.po4 12D 563% a055 FQH fsr,@ de?nH‘t&fﬁss

" 1745°(d, 1
d,-l)lH; 8.5 s,(lH iﬂ%f ﬁ %0275552@83 21+hj) 81G% A 2H
g to 7.45 (mszms,mycammé 1He). 7. 7 (m 4H, from
£
4 4

» 8.15 m4H, 8.9 s,1H 9.0 s, IH 21 208.5- 2.35 (5,
1 288 .5-823 ZHB5 (5, 38);(4.6 (AH)2H)753 (td1HRH).3 (d, 28);(from 7.55

et T 45%47“?1%&%3%‘ 22ahs & fnibas i)

o, 2H)
;1PéJVR 2@@(29'1” ?r O% gﬂlg@m 5ﬁ é@sq @5525 to 7.35
om |7.3 to 7. G‘ (‘Hﬁ"_? &am 774 tos7 68, (M, 3*0*) 7fé?bfﬁ 75 7t (d, 2H) :

(d, 3H: 5.0
f
8/0 (M 3H) ;! |844s518518.83(th, 248- 229 4.55 (d, 2H);
5[25 (t, I H);[from7.2 to 7.6 (M BH 765 (0,
16 | 190-191 |3.85 (s, 3H); 4.45 (m, 2H); 5.3 (m, 1H); 6.9 (m, 1H); from

7.25 to 7.5 (m, 5H); from 7.55 to 7.65 (m, 2H): 7.7 (d, 1H):
8.5 (s, 1H); 8.7 (s, 1H).

| 17 | 281-283 3.9 (s, 3H); 4.65 (s, 2H); 7.1 (d, 1H); 7.55 {t, 1H); from 7.8
to 7.75 (m, 5H); 8.0 (d, 1H); 8.25 (d, 1H); 8.75 (s, 1H); 9.25
(s, 1H). '

18 | 305-306 [4.65 (d, 2H); from 7.5 to 7.75 (m, 6H); 8.0 (d, 1H); 8.05 (d,
2H); 8.2 (d, 1H); 8.7 (s, 1H); 9.3 (s, 1H).

19 | 143-144 3.85 (s, 3H); 4.65 (d, 2H); 5.35 (t, 1H); 6.95 (d, 1H); from
7.3 t0 7.4 (m, 2H); 7.45 (d, 1H); from 7.5 to 7.65 (m, 4H);
7.7 (d, 1H): 8.5 (s, 1H); 8.75 (s, 1H).

20 | 257-258 14.45 (d, 2H); from 7.3 to 7.45 (m, 2H); from 7.5 to 7.7 (m,
4H); from 8.0 to 8.15 (m, 4H); 8.9 (s, 1H); 9.0 (s, 1H).

21 | 2085- [2.35(s, 3M); 4.65 (d, 2H); 5.35 {t, 1H); 7.3 (d, 2H); 7.35 (m,
209.5 1H); 7.45 (d, 1H); 7.55 (m, 2H); 7.7 (d, 1H): 7.9 (d, 2H);
| 8.45 (s, 1H); 8.85 (s, 1H). |




8.6

H,; 8.0 (d, 2H);

(s,
1FD

200- 202 3.85 (s,
7.35to0 7.5 (m
(m 3H);
, 3H);

8.35 (s,
4.7 (m 1H);
from7.3 to 7.6 (m 6H)
1H 26 216-217 4.6 (d, 4H);

75(m 4H) ;

8.45 (s,
3H) ;

SH);
1 H)

1 H,; 875 (s, 1 H. 24
4.7 (s, 2H); 7.05 (m 1H); from
7.75 (m 1 H; from7.85to 8.0
. 25 210-212 1.3 (d, 3H); 3.75
5.05 (d, 3H); 7.05 (d, 1 H);

7 7.95 (d, 2H); 8.45 (s, 1 H);

from7.6 to 77m2H795d2;

kBMSSIIJS 1IH 27 195-197 4.65

5.2 (t, 2H): 7.3
t

5355,

H) : froniiNMR spechrugs( & ingppm

1 H); 8.05 (m 2H);815(d 1H87

156 @r8HB6.Q (651K, from)7.15.10 125 (,H)H); from

;7%!8 755*%1 §H§)5T 6812 4H &r@qﬁh@ﬂ@%g (m, 3H);

frnm74 to 7 55 (m AI—h 7.6

—~—~ N

?@5 o505 1 8ot 2376 it s .65 (o
83%.13‘4)38&6@544}'()5‘8733‘05 1M)8 (m 1
;7.3 (t, 1 ;from74to755(m
H); 7.7 (d. 1 H); 8.0 (d, 2H) 8.5 (s,

S

N T2 OF NN
n ~
l@

N

H—{afD -1372 (Tt = 031

985 (@'\@Q 4, 3](322ﬁ . 03 (n"r51

frahi) 7 35 t&57 5 (m,
57>H)2.| 7 95{nemmsf bl&n%somq .85 m.%na 6!13

“1H).

53 o e & 1L 0 58 . ghag oo

{d,
tiH); fron ;7.3 80 §B (s, 6EH)H)955£8 2HX%.8.45 (s, 1H); 8.6
{gR., ectrum(d6 DI\/SO 6 in ppn) 33

AL E

AL

3—85—(s,—3H)— 515 (s, —1H)—6-95

46 (4, bﬂH 52 ZH Hﬂks 1—4-18)57(51(m 4H) from 7.6 to

3657@?52(\—&0' 5135;,)(1; 55748

LRHG 795 2w)g&4/o'§s 34548 T

f@ngj(l to 7.552
{m, 5H); 7.7 (d, 1H); 7.95 (d, 1H) 805 {m, 2H); 8.15 (d,

"H): 8.7 (m, 2H): 8.85 (s, 1H).

28 | 278-280 4.65 (s, 2H); 7.4 (t, 1H); from 7.55 to 7.7 (m, 5H); 8.05 (m,
4H), 8.8 (s, 1H); 9.1 (s, 1H).
29 | 187-187.5 |1.4 (s, 3H); 4.8 (m, 1H); 5.25 (s, 1H); 7.3 (i, 1H); from 7.4
to 7.55 (m, 4H); 7.6 (d, 1H); 7.7 (d, 1H); 8.0 (d, 2H); 8.5 (s,
1H); 8.8 (s, 1H) [a]p: +18.1 (¢ = 0.502, methanal); +13.3 (c
= 0.446, DMSQ).
1 30 | 184-185 |1.4 (s, 3H); 4.8 (m, 1H); 5.25 (s, 1H); 7.3 (1, 1H); from 7.4
’ | to 7.55 (m, 4H); 7.6 (d, 1H); 7.7 (d, 1H); 8.0 {d, 2H); 8.5 (s,
1H); 8.8 (s, 1H). [a}o: -13.2 (c = 0.318, methanol); -13.5 (c
= 0.308, DMSQ).
31 216.5- |4.45 (d, 2H); 5.25 (t, 1H); from 7.2 to 7.35 (m, 3H); from
| 217.5 7.4t07.55 (m, 3H); 7.7 (d, 1H); 8.35 (m, 2H); 8.75 (s, 1H).
32 | 199-199.5 |4.6 (d, 2H); 5.35 (1, 1H); 7.25 (m, 2H); 7.4 (t, 1H); 7.45 (d,

1H); 7.65 (q, 1H); 7.75 (d, 1H); 8.35 (q, 1H): 8.4 (d, 1H);

8.85 (s, 1H).




35 191-192 1.65 (s, 6H); 5.3 (s, 1H); 7.15 (m 1H);
7.4 (m 1H); 7.55 (m 3H); 7.7 (m 1H 8.05 d, 2H;8.5
s,1H;8.75 s,1H 36 196-197 1.3 (d, 3H); 4.95 (m 1H);
5.20 (d, 1H); 7.15 (d, 1H); 7.3 (m 2H); from7.5 to
7.6 (m 2H); from7.65 to 7.75 ¢ 2H); 7.95 (d, 1H);
from8.0to 81 (m 2H); 8.15 (d, 1H); from 8.55to
8.65 (m 3H). 37 108-110 2.35 (s, 3H); 3,3 (m 3H);

4.55 (s,

2H) ;

f

rom7.25 to 7.35 7.45 (d, 1

(m_3H);

_fr 7..65 7.75 7.9 . . 8.4 \
i 8RR 2 | 34l WARSReE s de- B0, S inphi
f 7.25 to 7. 7. 7
= 1f4r4§)4,5fr?? (PesfflBied (9 SBNE 54%;9 TP 698 8%1) 73 (4,
39 [406] from 11b|$ 16(2 U"Irﬁ54¢1)1H¥rf6?ﬁ1§@51t‘b §53ﬁ“ 3H), 7.7
E{n 4H)H: 4/6 (dd, 2H) B 553 166; 83 H)1H§ 6 (d, 2H); 7.25
390 T m
d, 284 8. )343,114g 8£"ff @lﬁfﬁ 04510@7%)4% (QH“ 1}% 51)5 %5ﬁ1)t 6.95 (d
1H; 7 25 (t, 11Hb)from. A3 od7. 51(nh1)4H1 rden (i, BHY 0.7 (6, 1H); 85
(m 1 H; ”°mﬁ(s,,§&°8£gs(1Eﬂ) from78to785
(; J_LI-an Luuu5||1uor‘s,1H SlH FAI-_:IL
55 8182 s & ot yodsThindr 6 s s fom 755
(t_1|H: 8.4 (& &Hihn??gn'm&-@ Oﬁkdd 2h12$51541lzi @7@(8 1H)
2H) , 8. 35 (1t 11*&)(&3@?495 tn HH fsgma 4|H077154
36 12/p6-1875 Y S o 4% g;
(Ao T i omom 8% el tzas b 78 m. 2
3.125 (s, 3H); 4785 %) fr@n%o(m 81 Hh; 2F)28.16 ( d11H from
P Al ssgtozﬁﬁ% 23] & SE (m 10 7.7 (4 :
= 80— 2} 25 S,1L'QQS,1L'
%5§¥1$1Qég4+1?9 Zﬁ@e 5 ym (46 NP 6le AR ﬂé to 7.35
7./115 tjo 7.25 (n{m 3H); 774585:1(1#! 1fH;m 550(31752@)1 2H); 7.9 (d,
7./55 (d, 1H); 72g§gq s 1) 8. 85 &, HRH; 8.4 s, | H; 8, 45
S,[TH—45210-212 U(m TH T 272 (m T HT 28 (1
H)|; 38.125 [§64] 1 45 (i:i 1 %3 (BHH); froth {05 t3 HB5 (hi,0ZM); from
73710 75 (m gh)s, T L (8 o087 % 3Ry, from 8.25 to 8.35 (m, 4H)
8.7 (s, 2H).
39 [406] |from 1.95 to 2.0 (m, 4H); from 3.3 to 3.35 (m, 4H); 4.6 (d,
2H); 5.3 (s, TH); 6.6 (d, 2H); 7.25 (t, 1H); 7.35 (d, 1H); from
7.6 t0 7.65 (m, 2H); 7.8 (d, 2H); 8.2 (s, 1H); 8.7 (s, 1H).
40 [373]  |4.6 (d, 2H); 5.35 (t, 1H); 7.25 (t, 1H); 7.45 (d, 1H); from 7.5
to 7.6 (m, 1H); from 7.6 to 7.7 (m, 2H); from 7.8 to 7.85 (m,
1H); from 7.95 to 8.05 (m, 1H); 8.5 (s, 1H); 8.75 (s, 1H).
41 [355] |4.6 (s, 2H); 5.35 (s, 1H); 7.25 {t, 1H); from 7.3 to 75 (m,
4H); 7.6 (m, 1H); 7.7 (d, 1H); 8.3 (1, 1H); 8.4 (s, 1H); 8.8 (s,
| 1H).

42 [415]  |4.6 (d, 2H); 5.35 (t, 1H); 7.25 {t, 1H); from 7.4 to 7.45 (m,
2H); 7.5 (d, 1H); from 7.6 to 7.7 (m, 2H); 8.0 (d, 1H); 8.2 (s,
1H); 8.55 (s, 1H); 8.85 (s, 1H).

43 [415] 3.25 (s, 3H); 4.6 (s, 2H); 5.35 (s, 1H); 7.25 {t, 1H); 7.45 (d,
1H); from 7.6 to 7.65 (m, 1H); 7.7 (d, 1H); 8.0 (d, 2H); 8.25
(d, 2H); 8.65 (s, 1H); 8.8 (s, 1H).




(m 2H;,8.9 s,1H, 46 135-136 3.25 (s, 3H); 3.5 (t, 2H);
3.65 (t, 2H); 4.6 (s, 2H); from7.25 to 7.35 (m 1H);
7.45 (d, 1H); 7.55 (d, 2H); from7.65to 7.75 (m
2H); 8.d,2H;8.5 s,1H;8.8 s, 1H. 47 172-174 1.2 (s, 3H);
from2.0to 2.15 (m 2H); 2.8 (A 1 H; 3.05 (m 1

; 5,15 (s, 1 H; 721 (m 1 H,; from7.2to 7.35 (m

<

H; 7.4 (t, 1H; 7.55 (d, 1H); 7.65 (s, 1H); 8.35
m_2H): 8.65 (s, 1 H 48 174-176 1.6 (s, 6H); 3.35

(7))

.’A%XS (eIt o2 HARIR Sertiil (g PRS0 EB jndpiy

5, (s, 1H 8 71% é'é*e 9 2529112% )L 6(%0'1H§F9r m3 4%&3725
044 ¢° p4B ka7

B 2y 728 G ;7 %m P s dzfé 76550, 1),
,'1H; 8. 75 s, 1H.1830(d, 2881 8.4 (4D1KH¢t. 8,25 s, fHB (t, 1H);

|5, a1e.zmz 320 & Ui 263 (s b 284, JHTm2S Wmafii)s.15 (s

5.3 (t, 1HRH)77.25(ch, 128 froh 25 t(am5(;21H)4H)774r((sd2H 835‘
g i B B 80t L T2 (0 2R 8%

;QQ

m
65 J..JJ(I 4||,
3 1%6(

§35 Eaz%%aﬁ%%tt#ﬂ? @57?&5 §Z§ 21’gom725
?tdir P, 2)

=L

.;:.
RO b -

M T T

*) 1
P 7. %087235s(rmH9H§ ¢ 4ﬂ4(d 58H):38 { drom 7.65 to
.3 775 s AH; 841‘% 2fH 05‘57(S4ﬂ—-|9 g ais( *!TH

_l'

—TrTo s
HEe D DO

-

e 5 d, 1H; 8.
L 467 (d172H474 ﬂ%&éﬁ)?ﬁ;&‘% ??ﬁ? JFr)If ?@n{”? Mo? 05 (m
(m 3H); '1ie;if(u5 (S HH); YB&n(ﬂfH Jﬂnbm?82©o(7m5@rhl)3H 74

pect 1um (a6 oufsol M 73’%@ %W@W EMS%NFFMH 5.65 (5,

13 (4, 1H); 7.12*5)(m 2H); 7.45 (m_2H); 7. 65,

=
]

7.8 (d, 8

18 | &7 tzen | BLg” ?3‘7 3f (SZI? )54024@ %{HZQ( 61 735 (
from7.2 to 7.4k’ 77!’aah=l|)83@d2H 85
tJ1H 8.4 s, 1H; 8(.3,7':_“-{3;,8.}71 (s, 1H)

49 | 200022 |14 (d, 3H); 3.45 (s, 3H); 5.15 (m, 2H); 7.25 (t, 1H); 7.35 (d,
1H); from 7.45 to 7.6 (m, 4H); 7.65 (d, 1H); 8.05 (d, 2H);
8.5 (s, 1H); 8.75 (s, 1H).

50 | [387] |4.45 (d, 2H); 5.3 (t, 1H); 7.3 (m, 2H); 7.45 (m, 2H); 7.7 (d,
1H); 7.8 (m, 2H); 8.2 (d, 2H); 8.6 (s, 1H); 8.7 (s, 1H). -

51 | [349] (3.8 (s, 3H); 4.4 (m, 2H); 5.3 (t, 1H): 7.0 (d, 2H): 7.25 (m,
2H); 7.4 (d, 1H); 7.45 (m, 1H); 7.65 (d, TH); 7.9 (d, 2H);
8.35 (s, 1H); 8.65 (s, TH).

52 | [388] |1.95 (m, 4H); 3.3 (m, 4H); 4.6 (d, 2H): 5.3 (t, 1H); 6.6 (d,
2H); 7.25 (m, 2H); 7.35 (d, 1H); from 7.4 to 7.5 (m, 1H); 7.6
(d, 1H); 7.8 (d, 2H); 8.2 (s, 1H); 8.6 (s, 1H).

1531 [337] |4.45 (d, 2H); 5.3 {t, 1H); 7.3 (m, 4H); from 7.4 to 7.5 (m,
2H): 7.65 (d, 1H); 8.05 (m, 2H); 8.45 (s, 1H): 8.65 (s, 1H).

54 | [355] |4.45 (d, 2H): 5.35 (t, 1H); 7.25 (m, 2H); from 7.4 to 7.55
(m, 3H); 7.65 (d, 1H); 7.85 (m, 1H); 8.0 (m, 1H); 8.5 (s,
1H): 8.7 (s, 1H).




7.25 (m 2H);

F5 [399] 4.45 (d, 2H); 5.3 (t, 1 H);
from7.4to 7.5 (m 3H; 7.55 (m 1 H; 7.65 (d, 1
H; 80 (d 1H; 82(s, 1H,; 855(s, 1 H; 865
(s, 1 H. 58 [367] 2.4 (s, 3H); 4.45 (d, 2H): 5.3 (t,
1 H; 7.25 (m 2H); from7.4 t677.5 (m 3H); 7.65 (d,
1H); 7.85 (m 1H); 8.0 (d, 1H); 85 (m 1H 8.65 m 1H
59 [367] 2.35 (s, 3H); 4.45 (d, 2H); 5.35 (t, 1 H);
7.25. (m 2H): from 7.4 to 7.5 (m 3H); 7. 655(d 1}1_| I—%O
. 8.0
(1B Rpdmibin ) ‘T ﬁ(»gmpmec%@%@ (g OMS Gy oo
7.45
é.mzégsz, (344 é%ﬂé (%, 2*:0 @3 (’g H); (@525 {m, 2%17 45)6@ 2H); 7.65!
3. 25(3, 3H)1; 4. ?&QH)ZWP (& ﬁ&)()g%(éshm §4Ogs(d1H2@6 s, TH);
;:9(“ " r?r:(SSz H)r;|)7qe1|-| 62_[ 355] Aﬁ(d
2H) i 5. 7.3 (m
T8 f; ﬁ?%ﬁe té% (ﬂ@‘ﬂ:{}‘ Sig5. 8?'615?f ( 72%)‘%%4 ik %%,,7-45 (m.
1H) ; 8 75 (s, 2HI)1)7..7E{8,ﬁﬂﬁa.34t,6md8.42(bl),1H5;.8355(($,,1H).
1H); 7 é{:‘i 1H); 7.45 (d, 1H); from7.6 to 7.75 (m
3H)57 7. 8[53 1 1 [#p5 81, 2R)A5.3( tkl)ﬁsms((snél—imfﬁare 764(;; 7.5 (m
1t 8.8 s, 1H. 643#{?8’:‘5]552% Q6; P &04 2 HIPB2 (s, 1H); y
;o 7.25
(s T2k 9524) & 5R4S, ﬁ 8.0 g(m f?
8.4 8. 1H 64
(d, £+)m £ ? 453 EL' 153)“1?‘*)47}(21’% m12H9 from 7.4
7)5 (% 1 H; Ef007i157(n6 3H)7765((m1labrl)785 (AR ]‘”‘J‘wa 1H): 8.5
NvR-spectrum ( qEreieie 62 ({5 e [EX 3} 5 5 ¢ 3
4. , i1 O. / t
Z_H)%;s( _4{7-%19&] > ’;fb%s((f%f 3%'-| ',;ﬁélst@z?)-g g') H 7?’2@ ?n 2H) from
2H); 8. 45! (s,7fH0875E(ms31‘H 7@%‘523 HRT. 5625('(5) BA)(m, 1H);
5/35 , 1 ; r 7.35 to 7 m
2H); .855 (g? zfly—l)sg{n{qb%)l?g%&rﬁﬁw 795 (d7 1T Hy;7 805
(d,6@H); [397]  13.25 (m, 3H); 4.4 (d, 2H); 5.3 (t, 1H); 7.25 (m, 2H); 7.45 (m,
2H); 7.7 (d, 1H); 8.0 (d, 2H); 8.25 (d, 2H); 8.65 (s, 1H); 8.7
(s, 1H).
61 | [367] |3.8 (s, 3H); 4.6 (d, 2H); 5.35 (¢, 1H): 7.0 (d, 2H); 7.25 (1,
1H); 7.4 (d, 1H); from 7.55 to 7.65 (m, 2H); 7.9 (d, 2H):
8.35 (s, 1H); 8.75 (s, 1H).
62 | [355] |4.6 (d, 2H); 5.35 (t, 1H); from 7.2 to 7.3 (m, 3H); 7.4 (d,
1H); from 7.6 to 7.7 (m, 2H); 8.05 (m, 2H); 8.45 (s, 1H);
8.75 (s, 1H).
63 | [362] 4.6 (d, 2H); 5.35 (t, 1H); 7.25 (t, 1H): 7.45 (d, 1H): from 7.6
to 7.75 (m, 3H); 7.8 (d, 1H); 8.3 (d, 1H); 8.4 (s, 1H); 8.6 (s,
1H); 8.8 (s, 1H).
64 | [385] (2.4 (s, 3H); 4.55 (d, 2H); 5.35 (t, 1H); 7.25 (t, 1H); 7.4 (m,
TH}); 7.5 (m, 1H); from 7.6 to 7.7 (m, 2H); 7.85 (m, 1H); 8.0
(m, 1H); 8.45 (m, 1H); 8.75 (m, 1H).
64a| [385] |2.35 (s, 3H); 4.55 (d, 2H); 5.35 (t, 1H); 7.25 (t, 1H); 7.4 (m,
1H); 7.5 (m, 1H); from 7.6 to 7.7 (m, 2H); 7.85 (m, 1H); 8.0
(m, 1H); 8.45 (m, 1H); 8.75 (m, 1H).



8.45 (s, 1 H; 8.6 (s, 1 H. 67 170-172 1.4 (d, 3H);
5.15 (m 1H); 5.45 (d, 1H); 7.3 (d, 1H); 7.4 (d, 1H);
from7.45 to 7.55 (m 3H); 7.65 (d, 1H); 7.75 (d, 1H);
8.05 (d, 2H); 8.45 (s, 1 H; 8.6 (s, 1 H. 68 229-230
4.45 (d, 2H); 5.3 (t, 1 H; 7.33%m 2H); 7.55-7.4 (m
4H); 7.7 d, 1H, 8.05 d,2H 8.5 s,1H; 8.7 s,1H 69

104- 105 3.45 (s, 3H); 3.65 (t, 2H); 3.75 (t, 2H); 4.5

(c 7.15 (m 1 H; 7.25 (d, 1 H: 7.35 (d, 1 H);
)
)

. EX T | mww@mwﬁ

)y 88 2%3% ] ‘#74) 305 45 (BreP B35 B (75 $htH) 7.35 (
7./60 (|d ZHY.07, (mzd 1HM)frorB. B6 t6 5.7 ﬁhHIZBi 4295 (@H2H); 845;

o £ 1“ %2, °§(wﬁ*.=sz%“9 B2 ¢ i} SN

7. d i .

2H .EL52§§%§;18.17§% gnﬂ'@%ﬁ@ 492@ %J(d;%)q) E?%%% to 7.45 (m
2H); 5.30 (m 28H 7755(1d(af-|211|)65(n454) 725 (dn1HEHB.05 (d, 2H)
7.60 (s, 1 H); d 7 d, 1 8.0 1

H) £5852 Cls_? g4g §5 1H§;5_% lufff (lcu.qH')o 05 \gs

3167 4. 450152 24h (3515 @mH)lH 7548 (G”Hi—lj""?ﬁ @ AM); 7.4 (d,
73 (m| 2H): 7.65’453 J—% 8 33_!4) 17%)

817 (4, 1 H:; Fofrpy, §é@] 5. @& e?rfa‘ ((341 (d, 1H);
2H); 5.35 (s, 18ID5 (@, 38);(8w525) 1HY .80 (s, HHX M 4H)

7.70 (d, 1 H); [8.05 (d, 2H); 8.57 (s, 1 H); 8.7Z (s,

1H 68 59229230 N A5/(HVRH); 413 (WVRHY 8t myraH)(8-33VBa, (6, 4H); 7.7
1

oo, 1392) kel 9ehog ol 2‘#1)4% fﬁs SFOL8 PIH:

7 5 f%ﬁﬁ ésaH} (3575 1 ?4.8 715
376] 112.80 (d,

Eﬂr NESINQ i e 'rf@ i,y T%H @E"@g) 514, 1H)
8{10 (d, 2H); 8745 (fQ.3H) 131,@@,5151 1H; 8.70 s, 1H.

Tahle 4
Ex. [M.p/[M+H] "HNMR spectrum (dg-DMSO, 8 in ppm)
(376] 2.07 (s, 3H); 4.42 (s, 2H); 5.30 (s, 1H); 7.25 (m, 2H); 7.40
70 (m, 1H); 7.50 (m, 3H); 7.60 (d, 1H); 7.70 (d, 1H); 8.30 (s,

1H); 8.42 (s, 1H); 8.70 (s, 1H); 10.00 (s, 1H).

(349] |+42 (s, 2H); 4.5 (s, 2H); 5.20 (s, 1H); 5.30 (s, 1H); 7.30
71 (m, 2H); 7.40 (d, 2H); 7.50 (m, 2H); 7.70 (d, 1H); 7.95 (d,
2H); 8.45 (s, 1H): 8.70 (s, 1H).

349] 1442 (s, 2H); 4.58 (s, 2H); 5.30 (m, 2H); 7.30 (m, 2H); 7.45
79 (m, 3H); 7.60 (s, 1H); 7.7 (d, 1H); 7.85 (d, 1H); 8.0 (s, 1H);
8.52 (s, 1H); 8.75 (s, 1H).

[12] (305 (s, 3H) 4.45 (s, 2H); 5.25 (s, TH); 7.25 {(m, 4H): 7.45

73 (m, 2H); 7.65 (d, 1H): 7.95 (m, 2H): 8.4 (s, 1H); 8.7 (s, 1H);
’ 9.9 (s, 1H). | |
(390] |3-00 (s, 6H); 4.45 (s, 2H); 5.35 (s, 1H); 7.30 (m, 2H); 7.50
74 1(m, 4H); 7.70 (d, 1H); 8.05 (d, 2H): 8.57 (s, 1H); 8.72 (s,

1H).




[376] 2.10 (s,

(m 2H);
8.40 (s,

4H) ;

78 (m 2H);
7.85 (m
2.70 (s,

2H) ;

7.48 77 (m 2H);
1H);
3.75 (m 4H);
7.25 (m 2H);
2H)
6H) ;

4.45 (s, 2H); 5.30 (s, 1 H); 7.30
7.68 (m 3H); 7.92 (d, 2H);
1H; 10. 00 s, 1H [404] 3.20 (m
2H); 5.30 (s, 1H); 7.05
7.45 6 2H); 7.65 (d, 1 H);
1 H; 8.70 (s, 1 H. [426]
2H); 5.30 (s, 1H); 7.30 (m

3H) ;
8.70 (s,
4.45 (s,

; 8.35 (s,

4.40 (s,

7.45 79 (m 2H 7.70 m 3H; 8.30 m 2H; 8.70 (d, 2H).

4

gy

from25

RO ( éa%'\/@% 01 pPg, 1

to 1.95

SH? fro?ﬁ?‘@%

[
t
H

(

)
(
d752
6H) ;

m

GO

H) ;
.40 (s,

8. 55

g')q) (tssgl;@ @55((5
(rs, 41); %65@5 Fd)s

)’?23 g§°I Z%rHEZH?%so
aosq; Dy 888 (2 TH)( B8 (5
130 (m 2H); a5

4

8T (m
8. 70

nye
H) ;

ZH);
s,[378] H
H) ;
7.75 (s,

1

7. 25

/

ZH) 9§0§9 ( .
33ﬂ§|

é%l)és('ﬁ-lb% Ol o) 7.48

(m 2H!}-|)7 7(7;@01H)82' QZT% 45Hj% smm (?E'zm 8.45 (q,

tyils o8 gt slad)s B0d3 10 o0

114
‘,J.II

r; m
S

T.45

N o 1LI
TU S,

(m 2H) ;

1 Myl o
[ 367?114

2(1@1 s,’LSH) 44525 2+313 530 SLH)H) 734D(n(- nEH) 7.48

lﬂ 79%; (i 3%1597 g§- (él_gf(-lf_/s %@“%8**72.%70

élziﬂQs@O(an)H) 770(m 1 H: 7.85

d,

2.95
1Hj8

8. 50

1

(s [4%44)

(s,

7. 9':53(2@

745 85 (T
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(rﬁldﬁ) 3554 &H}%@S?ézﬁilﬁsd 8H); 7.05
69@1,& 2%%5231 3 in,)(m glt'bg@%(dzﬁﬁ 7.85 (m,

218); 83458, 1H)18.706@G, 1B¥. Mp./[MH 'H
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NVR s
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(s 1428

pectrum

26’95”5% R N e e

(i OEH)ZH)TD (MmE8HYE. 32k, 2)98.70dd, 2H).

3. 35
4. 60
m 1

3. 05

1 H:
(

(3[4m
H) ;
(d,

4
%éggﬁ 3HY; fo ﬁf@ﬁ:% ﬁ% hi—ﬁDﬁ*Sg](gg 85 55 (m,
o R)95 tp. 305((n. 2H)HP;2 (8, Ib1)( 4,452) 2H):
5 35 (t, 1H); from 7.25 to 7.35 (m, 4H); from 7.4 to 7.5 (m,
2H); 7.65 (d, 1H); 8.1 (d, 2H); 8.55 (s, 1H); 8.7 (s, 1H).

81 |

[408]

2.7 (m, 6H); 4.40 (s, 2H); 5.30 (m, 1H); 7.30 (m, 2H); 7.45 |
(m, 2H); 7.75 (m, 2H); 7.85 (m, 2H); 8.60 (s, 1H); 8.70 (s,
1H).

82

[394]

2.1 (s' 3H); 4.60 (s, 2H), 5.3 (m, 1H); 7.25 (m, 1H); 7.40
(m, 1H); 7.60 (m, 4H); 7.75 (s, 1H); 8.3 (s, 1H); 8.45 (m,
1H); 8.85 (s, 1H); 10 (s, 1H).

83

[367]

4.85 (s, 2H); 4.60 (s, 2H); 5.2 (m, 1H); 5.35 (m, 1H); 7.25
(t, 1H); 7.40 (m, 3H); 7.65 (m, 2H); 7.95 (m, 2H); 8.45 (s,
1H); 8.75 (s, 1H).

84

[367]

4.55 {m, 4H); 5.30 (m, 2H); 7.25 (m, 2H); 7.45 (m, 2H);
,7‘60 (m, 1H); 7.70 (m, 1H); 7.85 (d, 1H); 7.95 (s, 1H); 8.45
(s, 1H); 8.75 (s, 1H).

85

[408]

2.95 (s, 6H); 4.60 (d, 2H); 5.35 (t, 1H); 7.25 (t, 1H); 7.45
(m, 3H); 7.65 (m, 2H); 8.05 (m, 2H); 8.50 (s, 1H); 8.75 (m,
1H). .




2H;8.45 m1H;8.55 s, 1H; 8. 75 s, 1H [394] 2.05 (s, 3H);
4.60 (d, 2H); 5.35 (t, 1 H); 7.25 (t, 1 H; 7.40 (d,
88 1 H; 7.65 (m 4H); 7.90 (d, 2H); 8.35 (s, 1 H);
8.75 (s, 1 H; 10.0 s,1H [422] 3.2 (m 4H); 3.75 (m
4H); 4.6 (m 2H); 5.35 (m 1 H$07.03 89 (d, 2H);
7.27 (m 1 H; 7.5 (m 1 H,; 7.68 (m 2H); 7.84 (d,
2H; 8.37 s,1H;8.78 s,1H [4tl.65 6H); 2.6 (d, 1 H); 4.6
(t, 2H); 5.35 (m 1 H; 7.22 (m 905 (m 1 H; 7.42

oMbl B, 8 aﬁﬁw%%@twm%ﬁﬂ%vg%fwéﬁvmm

b an (Sladon? 5T G Bhy: 45835 (M) 388 R, Bafih 28 (bl A
fi£§ SRR B 756 (0.4 @ﬁ‘%fﬁﬂzﬂd) 7098 (& 2 835 (s
2H); B.2 (q, 1th), &478 éd*rH)Zlg)SOéaﬁ 92 (t, 1 H; 7.25

(T i%[sg‘q.éls(%néo Hﬁb“ T‘Eg%d(iﬁ ﬁif;[ [15'261 i 1#t9; 7.45
6H7 4.58 (m |@h)1HE.7365 (m 18b)7.70.(81KM7. 9%2?4)_5}3 05 (d,
G I L BURE s iy i D58 18, 1115') N REACS S

93

d—the
corrp uhds—accot

subj ecté o] %DMGOBUQ#&@ (@.sﬁéyf 3131 (tchHrak25i(t, 1H); 7.40 (d,
I
.goﬁal uation o?lq{ hme@ﬂ]ﬁ]v?lt-' o7 ggt #\/?'%‘8 9’3@@%&?”@\%1 H),
ctivity of t nED. Qr(ﬁm?ﬁ}]dq according to the i nventl on
nas eval[@];eg 20 (7, 46 B"ﬁs r 04%2/2@)5 ﬁﬂgga?'@s %, 1H); 7.03
(:
S e S 00 23 Bz a7 o4
QECF){E) Ic:oupl ePHL @.3hés, 1M1k 8@8ﬁ(se1H¢port er gene. The
es are

re \égiﬁﬁ?iﬁd ouflggé\g@ﬁg %?%oﬁfl%f% o%%&%sg é?ﬁbZﬁ (m,
be&dlow. The Neyittdh ZB&ENI 1H);Me42 dmed H)r 0684 ms ddhdard(s, 1H);
comnar ci al _sou 4¢s (#1878 (SINeNGWE2Ag] one was
pt aljned, TT0 sSpon lcll(-,‘UUb lUIlUUI ung{lna_}ln 1H 2 47
rom anj444l b 31@81%@'33 4t8& gnn2Hibb. 86 fmKiiEhe7 @6 (a1, 1H);
lyqs |Neur o- 2AH| ne); lﬁeg%msq EntrVns D) 8.3 (enshHeszeds,
t h |8NBRE- | ug I_Eegassse Elﬁ g(gN RF
[434] 1.65 (d 3H); from 1.8 to 2.05 (m, 4H); from 2.5 to 2.6 (m,
2H); from 2.9 to 3.0 (m, 2H); 3.2 (q, 1H); 4.6 (d, 2H); 5.35
92 (t, 1H); 7.25 (m, 2H); 7.4 (m, 1H); from 7.55 to 7.7 (m, 4H);
8.1 (d, 1H); 8.5 (s, 1H); 8.75 (s, 1H).

2] |29 (5, 6H); 4.58 (m, 2H); 5.35 (m, 1H); 7.28 (m, 1H); 7.5
93 (m, 2H); 7.7 (m, 3H); 7.9 (m, 1H): 8.6 (s, 1H); 8.79 (s, 1H).

The compounds according to the invention have formed the subject of
phammacological assays which make it possible to determine their
modulatory effect on NOT.

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 Nurr1 receptor and

stably transfected with the NOT binding response element (NBRE) coupled
to the luciferase reporter gene. The ECgq values are between 0.01 and
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cells are cultured until confluence in 75 cn2 culture
flasks contai ning DVMEM suppl enented with 10% of
foetal calf serum 4.5 g/l of glucose and 0.4 ng/n
of geneticin. After a week of culture, the cells are
recovered with 10 0.25% trypsin dior 30 seconds and
then resuspended in DVEM wi t hout phenol red,
containing 4.5 g/l of glucose and 10% of Hycl one

del i pi di zed serum and deposited into

t t 6-wel | ' [,.at Th
o SHSTER sl B2y ' B R BiocagUsh described
f BEloM hours before the addition of the products. The

products are applied in 25 pl and incubated for 15 a
f TP?H‘é@U@ﬁﬁq@@Héme@pmn@ fepiy 2ostankderdeasumenciattsouase (ATCC).

eWHeVﬁé&@tZN Qiléﬂ‘@ wa%lggtaméd Q’For§ta?%§¥h aIn%S'LE tﬁﬁﬂ'ﬁﬁ’ 5r@1nnating
ﬁl_ dL‘o%B t hen for’ aRperl

ol g&} ap 1o n”'t?é'ﬁﬁl %t(%’”c@lyl I&Ei@eaﬂﬁaha&h'ﬁtmﬁwog%lhne is
Psmaqueuny s'lflablyptrahgﬁfcﬁoe r\;]ﬁwbswnudfemgfégg@é NPABNBRE

c

6 g ERS s TS GBS aBing D
pPepriementad twith f 0% off foethbadalfs dentiinpnd Stg/Il of2Miwade and
t@ﬁgg {HPLE?'}T %n%tgb!ﬁo,&fog%roé \R,ﬁoof ?Lﬁ}sféﬁedﬁé%s are resoyeped with
ﬁ@é%’atwlm foR fi gee@dss anﬂhdsertcrﬁsmpﬁm@donﬁZBMEM without

fpmw r@@ln%ﬁtélﬁh'gom 53<f;/| W@@Jc&éy agulﬂg‘i‘g%egkwgeg%ldlzed

E?%H"\/aﬂ”&i %qudteg mééfraqspgareggbo@@ Gzyellmitezgig?%a" he cells

rdver @égpesitedval 5 .ratd of $0 Gﬁwseﬂml@turuﬂn‘m uhadr 2h@ours before the
ntio

AL PEBRERD F M B LRI ) st or

t%éurﬂﬂﬁfe&%/ hedrs fantthesdadye ofi ezl meastunemept, epaegtivafend fvolume

f‘(ﬂdDQﬁﬁEﬂS?each!té Eeéadé&‘%é %%%ptw&n %HB'th%ﬁtléﬁlr?c\J/rl q gﬁ%@j of 30

tre nent or. preventio es | Avo

Dr'8. Offigfs, Oa@@é@la. FeMpletgnsefielysds and maxdoum, signal
eprsdbg:tgm Thbt Brated ake sub@é&%Tt%lméaémgdCﬁf‘fﬁemiémmescence
AR SR RuteS RERT VIR Beoh Skelnehmiadsy aheesivs fim. The
qrodpctabre afepcared”hasthenﬁﬂmafrwssaokr solglg@h atetd*M and then
t U tre
LT RUA SO s AL g

fregdigm t@f@mll@wbﬁﬂn mstbn 'the deallsastbus Abahtainieg ' 8.625% final

Hopeaseatin 5fagmh| es (for exanple, progressive
supranucl ear pal sy, frontotenporal denentia,

e S gm"?’%’ SnBOTIPIPICS, I8 27038 and 80 Shiodbed an
e SO 150 B Behisan 7421 agd'1 M Tespadiiely. It is

thus apparent that the compounds according to the invention have a
modulatory effect on NOT.

The compounds according fo the invention can thus be used in the
preparation of medicaments for their therapeutic application in the treatment
or prevention of diseases involving NOT receptors.

Thus, according to another of its aspects, a subject-matter of the
invention is medicaments which comprise a compound of formula (1) or an
addition salt of the latter with a pharmaceutically acceptable acid.

These medicaments are employed therapeutically, in particular in the
treatment and prevention of neurodegenerative diseases, such as, for



10

13

20

25

30

35

5 schi zophreni a, depression, substance dependence or
attention deficit hyperactivity disorders;

i nflammat ory di seases of the central nervous system
such as nultiple sclerosis, encephalitis, nmyelitis and
encephal onyelitis, and other il ammatory di seases,
such as vascul ar pat hol ogi es, at heroscl erosi s,

i nflammati ons of the joints, arthrosis or rheunatoid
arthritis; osteoarthritis, 10 Crohn's disease,

Uémétel VPaﬂ@rHédd $; didbh&k 9iag, Jsé?He?E“B g C%d'gﬁe@ggapes (for

% ast hma; . aut oi nmine di seasés, su
d %\EH'@P s, RTOBIRSSIves cPUPRMICIREr (RAlsY.ai froBtetermporal  dementia,

sgoTticobasal Adf@érm?aﬁo@“ @regf@( @réﬂseﬁééf}T cggﬁygg’tra”ﬁ?édsat §kh as

SRS, L THEBL T b T RS, s o

ssahigapdireniar adeprrea;sm asdbstange aﬁtetgen&@%@t dbrngat!elihtnon deficit
esen vention rel ates

pgg}@g dlé com@%P?W%gea@(? E‘? ﬁsngakn%{wv% gystem,

ps;q C@sbmuts eosgq@@gﬁdenaepbmmsnmyemtm taeudwncmpﬁamyelms and

Othse rrﬁhﬁﬁrﬁaﬁﬁytdlﬁseléogﬁé’ﬁ i %%ul%? [p%gr% Q%Ed Alhpregelerosis,

ectivye dose of  at |east one co
q{%{&a H??é'f?{‘?o?]fe”l?r Jointsg %Wa@%c@u&he@matwdaadbphabmﬁeoarthrms

- Saohnaf diseassaulteestiveoboitis; Nergit ﬁﬁfléhﬁf&%tdﬁgsses such as

| t abl t
R LB SRBaRRse el o7 ¢ Bepephdr riibetescallupus,
Belarpdeaina, r@uﬂfamhaalrrefsyadmnnm sAddisbos digsiskethd dthefimmune-
Trhedibfldpdis8X s%%mﬁp%éégé%? rgcl?g own to a person

skilled in the art ‘maceut i cal

COTTDOS'IhbS@Q%rﬁE)oM& Rigseaiso! BB/%QEHO% Ergétrﬂ%r?tl ass0ciated with
B4 B W risplanes Shdlor atatieneal - intranasal o

rectal .adm nistration, the actlve
pr.eﬁﬁ’?ﬁe ofaq{ocsli) (tt) asbee, tBe Praseshl inveatien prelates to
ﬁhg{t;rﬁa@td% Qommsrﬁ?nsad?magrgggaesoacf ey 'ﬂShn@@lé‘ a compound
SLadiR 8 e FODNGOL B0l MLgIRSEL A el i comorise an
6&% 842p8 qfr at jasst ramet compouhd admoveingi @Oﬂ'@i’rﬁfeﬂtlon or a

hseases a6dH | t gt
P eld set:grgmfa orr%geresﬁ Hﬂb sagcgp&?»?ﬁb ‘f%&gia Sﬁaqr[jeast one
é@?é‘??%%'&ﬁ P%%eptﬁgm'e@fr anul es and or al

sol ut ns QL suspensions, fornms for sublingual,

bucca |§ﬂ ¢ aeﬁcécgﬁ’étﬁl ars3£hpgen.adeneadingron rﬂ"e apharmaceutical

feami angtthat inethart of crdrAidBtatishr @édifd, Morh Hha! sl exdFients
WRICHEarE Y oWl OF’%@F?&L‘E%Q subcut aneous,

I ntramuscul ar —of @ ni stration, forns

for rgcial pl"f‘QﬂHHe%'ﬂEQIt ESMpAEHohdR aRE Sres S hOBLES for oral,
sublingual, subcutaneous, intramuscular, intravenous, topical, focal,
intratracheal, intranasal, transdermal or rectal administration, the active
principle of formula (I) above, or its salt, can be administered in unit
administration form, as a mixture with conventional pharmaceutical

excipients, to animals and human beings for the prophylaxis or treatment of
the above disorders or diseases.

The appropriate unit administration forms comprise oral forms, such
as tablets, soft or hard gelatin capsules, powders, granules and oral
solutions or suspensions, forms for sublingual, buccal, intratracheal,
intraocular or intranasal administration or for administration by inhalation,
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appl i cation, the conpounds according to the invention
can be used in creans, gels, ointnents or lotions. 5
By way of exanple, a unit administration formof a
conmpound according to the invention in the tablet
formcan conprise the foll ow ng 63conponents: Conpound
according to the invention 50.0 ng Mannitol 223.75 ny
10 Croscarnel |l ose sodium 6.0 ng Maize starch 15.0 ng
Hydr oxypr opyl net hyl cel | ul ose 2.25 ng Magnesi um

St SR %P%aﬂgtré%dg?ﬁ{a? OB REnSHEE! @tr%m%%ﬁ@!%r d:éslggggenous

hlg er. or OWET osages are ~ appropri
aomgtsigRbiRe. ¢ farpism @fhéegf@bwrﬁmlstmwnnaedt inlants. For topical

Aappircmtlbl ttﬁetb@mbéu%s PGS diRE téﬁe hﬁedfﬁ*?r@lgﬁ%n qan, be used in

term néd

aﬁ'%?ﬁgﬁr g’%sa ’ﬁﬁoF tJ'P??gt rrlefhod of adninistrati on

and tg&t and t]he res onSﬁpof the said patien
20 The ﬁr e i M Forf REtRGCRNKIAE rOTo R mmpound
aagrsediog tl $he rivventem in dhe tabldiodrhotah heoripies MBEtollowing
oéomagn@,ﬂghol ogi es indicated above which conprises

he adm nistration, to a patient, of an effective dose

of a CompeUAd a%ESRﬁr‘i’g!] ﬂgtﬁeo:nb%ﬁtldmvem' on %b(gjﬁfg,\g 1

its pharmaceutically accept abl'e salts

Conpouvidsnigdl formula (1): 5 (1) N R3R2N5%37>§ 4- O
in which: Rl represents: a phenyl group or a naph hyl
gr oup,Cricschreneltpseassiilhe for these 10 twoggy
optionally to be substituted by one or nore at rrs or
gr oupaigestarchi ndependently of one anot hens. of igm t he

Hydroxypropylmethylcellulose 2.25mg

Magnesium stearate 3.0mg

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

The present invention, according to another of its aspecits, also relates
fo a method for the treatment of the pathologies indicated above which
comprises the administration, to a patient, of an effective dose of a

compound according to the invention or one of its pharmaceutically
acceptable salits.
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foll ow ng atons or groups: hal ogen, (Cl-Clo)alkyl,

hal o( C1- Clo)al kyl, (Ci1-C o) al koxy,

hal o( C1- C10) al koxy, (Cl-Clo)thi oal kyl, -

S(O) (Cl- Clo) al kyl, -S(O 2(C1-Clo)al kyl, hydroxyl,
cyano, nitro, 15 hydroxy(Cl-Clo)él kyl ene,

NRaRb( C1- C10) al kyl ene, (C1-

Clo) al koxy(C1-Ci o) al kyl eneoxy, NRaRb, CONRaRb,
SO2NRaRb, NRcCORd, OC(O) NRaRb, OCQ( Cil-Clo)al kyl,
NRcC(O) ORe, NRcSQ2Re, aryl (Cl-Clo)al kyl ene, nonocyclic
aryl or nonocyclic heteroaryl, the nonocyclic aryl or
nonocyclic 20 heteroaryl opiionally bei ng substituted
by one or nore substituent en from a hal ogen or
a (Cil-Clo)al kyl, hal o(C1-C10)al kyl, (Ci-Clo)al koxy,
hal o( C1- Clo) al koxy, NRaRb, hydroxyl, oxo, nitro,

cya '%?(3 |%9 kyl group; X represents from1l
‘»f gggﬂ{) LI tuents v\%ﬂlh are identical to or different
from 25 one anot her and which dhe chosen from

hal ogen, (Cl-Clo)al kyl, (Cl- Clo)atkoxy, NRaRb, cyano

or nitro, it being pOSS|oIe for @E@Zﬁﬁ@)alkyl to
. groups chosen

be optionally substiti
froma hal ogen, (Cl- Cly-=a XA xhal o( C1- C10) al koxy,
epresent, independently

NRaRb or hydroxyl,gﬁzuﬁ

of one another, 30 a ydrogen atom a (Cil-CXD)al kyl

qhqumchihis group being optionally substituted by an
¢ an aryl group, optionally substituted

ﬁ% ﬁbre substituents chosen from a hal ogen or

ﬁal( g:l( OO OO) ) lplhbnyif@bab%r £h@bﬁﬂ"|§d’brodp53 nt' P%an)rﬁdcég%% for these
group; R2 gt Q% éﬁ ngka @?'We&y?%?ﬁsw{%ﬁ’ ky@ne F Fse atoms or
at oms whi crgrcamychhmn andépearaietin of ngnef abother? from the
?aor b%noﬁgrk%llogﬁ r %Efrﬁﬁem % roBBQy% f%,quq%lky!, halo(C;-
subst i t ut ed-to)Atky, &? Cgﬂ@‘lﬁ@xy el (O 3093|5}¢>QUF§C1 -C1p)thioalkyl, -
gﬁglsgﬂaH)éﬁﬂjg 'C%)Sﬂiypy-S{%(@ré@iWW’@HHM”W@O nitro,
hal o( C, - Cl?)@lr e@em kot aRbY( (C1-C1o)alkylene, (Cy-
hal o( G -G @@]ema)xy(CJ\B@BékaléYﬂwa NINF&Rb,CYaN0,CONRaRD,
(G- SO:NRaRb, NRcCORd, OC(O)NRaRb, OCO(C:-Cqo)alkyl,
NRcC(O)ORe, NRcSO:Re, aryl(Ci-Cyo)alkylene, monocyclic
aryl or monocyclic heteroaryl, the monocyclic aryf or monocycilic
heteroaryl optionally being substituted by one or more
substituents chosen from a halogen or a (C4-Cao)alkyl,
halo(C+-Cio)alkyl, (C4-Cio)alkoxy, halo(C4-Cqo)alkoxy, NRaRb,
hydroxyl, oxo, nitro, cyano or OCO(C4-Cyo)alkyl group;
X represents from 1 to 4 substituents which are identical to or different from
one another and which are chosen from halogen, (C1-Cqplalkyl, (Cy-
Cio)alkoxy, NRaRb, cyano or nitro, it being possible for the (C41-Cqp)alkyl to
be optionally substituted by one or more groups chosen from a halogen, (C;-
Cio)alkoxy, halo(C+-Cyp)alkoxy, NRaRb or hydroxyl;
Rz and R; represent, independently of one another,
a hydrogen atom,
a {C4-Cyo)alky! group, this group being optionally substituted by an Rf
group;
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G o)al kyl (CO -, CONRaRb, NRcCORd, OC(O) NrRaRb, 000(C1-
C o)alkyl, NRcC(O CORe or aryl group, the aryl being
optionally 15 substituted by one or nore substituents
chosen froma halogen or a (C, -C o)alkyl,

hal o( G - Clo)al kyl, (G -C, o)al koxg, hal o(C -G o)al koxy,
NRaRb, hydroxyl, nitro or cyano group; Ra and Rb
represent, independently of one another, a hydrogen
atomor a (G -Co)alkyl, aryl(C -G o)al kyl ene or aryl

group; an 29ry1>rgr8§pa%‘ﬁ)ttgﬁaﬁf%ﬂbﬁﬁtﬁté@rﬂv W'et Br trﬂcgre substituents

nltrogen ato carries

pyrrol ¥ rp‘ﬁﬂrﬂe?l balrgenage @ r{€31 @m}%‘m.l |h@d¥>(C1 Cio)alkyl, (C4-
t hi onn@mi’)allkomye,,hai@ﬂ&%ﬁﬁélﬂ@x@ﬂ%%@ﬂﬁﬁ%ﬁﬂ' ﬁ‘lﬁ*ogfr%}ano group;

(B SRRl BB oSl o &alien miaremvile gamdhom, <

a@RIbRA ringpefds &nt carbatepondegnt | y of one anot her, 25 a

hig ¥ gg}e,ﬂgom or a (G-Co)alkyl, aryl (G -G o) al kyl ene

or a group, or Rc and Rd together forma
Byiiageneatgoup; Re represents a (G -Cio)al kyl,

?:))élet( E&e;@ g‘)r@?]'agéjfl ngtﬁjgrt ?kc;/ujf)uﬁe ah B%n% %ﬂ%tlﬁﬁed by an Rf

repres%rﬂ ra hal ogen atomor a (G -G o)al koxy,
hal o( @Gn Gyl gkdupgyoptrwwxyubstﬁm@ﬂob Fég} ore substituents

N horBRea PRI R, N s Loy oalkh, k@hoyano@ .

aryl éﬁmlﬁdkmwe'lala@kChﬁalhgxppNR@lﬁai | yycrolt infited edydto, (C,-

(C,-Copa 'W@ E%%“R%R‘% ?éb?@ ° FRroNRES. b,

hal of @110) QiraRer ary rgm;ap, thiet raoyl bpinp aptionaily
oCO( osues@m@éd% SHOBPMbrd édb%t
x ad?gt | B%,' %y o (thg: gﬂ? i ﬁ&%%ﬁ&%@ﬁ f%% ﬂ%loﬁfen or a
f or mul 5’) Lol 10 hﬁﬁ'b@ﬂer |h?@dQ1TC1o)alk0Xy,
t hat : N@aRbdn;ej;emylsm&oahejwho@r@u;p or a naphthyl group

e or e atons or groups
SR8 Rt b B o0, 7 o
ats (éééa?;]r;@n einﬁw)\aﬂ; lay(IC1- Q@Jal@ﬂwar&l(l@@%%)aﬂksﬂér@e or aryl group;
o]

AR A é@g%it FV orgg%kéﬁ’r( ﬁ&e ﬁg&%?@ae é’grrb%v%ibarrles them, an
010) arey 'Bﬁepvm@@mlpemmepm@méne StadiRaf¥holine,
?Ldewﬁé Gflohéll‘rb)ﬁhﬁfftSZiﬁéo 5?%1@2% lt Orﬁé)ﬁss%'ﬂattlonally

QSbs‘thfuttedyb %10 ﬂ( lp aryl or aryl (C1-Crojyalkylene group;
Re and Rd represent, mdependently of one another,

a hydrogen atom or a (C4-C1g)alkyl, aryl(C4-Cqp)alkylene or aryl group;
or Rc and Rd together form a {C2-Cs)alkylene group;
Re represents

a (C1-Cro)alkyl, aryl(C4-C1o)alkylene or aryl group;
or Re and Re together form a (C,-Cs)alkylene group;
Rf represents
a halogen atom or a (C4-Cyq)alkoxy, halo(C+-Cso)alkoxy, hydroxyl, cyano,
NRaRb, C(O)NRaRb, NRcCORd, OC(O)NRaRb, OCO(C4-Cqg)alkyl,
NRcCOORe, SO;NRaRb, NRcSO4Re, aryl(C+-Cqg)alkylene or aryl group, the
aryl being optionally substituted by one or more substituents chesen from a
halogen or a (Cs-Cyp)alkyl, halo(C+-Cyo)alkyl, (Cy-Cig)alkoxy, halo(C-
Cio)alkoxy, NRaRb, hydroxyl, nitro, cyano or OCO(C4-Cyg)alky! group;
in the form of the base or of an addition salt with an acid.
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10 (C1-C10)al kyl group; or Ra and Rb together form
wWth the nitrogen atomwhich carries them a
pyrrolidinyl or norpholinyl group; Rc and Rd
represent, independently of one another, a hydrogen
atomor a (Cl-C10)al kyl group;‘%S Re represents a
(C1-Clo) al kyl group. 3. Conmpounds of fornula (I)
according to Claim1l or 2, characterized in that: X
represents 1 or 2 substituents, identical to or

di fferent fromone another, chosen from hal ogen,

(Cl Cl0) al kyl or (Cl-Clo)al koxy, it being possible for
20. CompoLbidal dtybrmulaly amgbrdingld Clsiorbst a;rtamctrénbad é that:

h

T peprseRte Abneiy e o oL noBAY L ot PPl s igputed by

6°6ardomnsre &fomrﬁfogrmsmhdsennum@e;(anﬁeaﬁp@ffcbrmganother from

h t

?Eéﬂo@éﬁ Qfonﬁi‘E{%rpE%g—F,gé)g%yF ﬁggaogalgéxgl ﬁrt&)g %Abég(?bvé‘m Jalkyl,
Soker Crally {CotroknigalkyiN B8 BPaINGeC GRok ydsoxy(C -

Cﬁmc)alkm@ﬂepf MFQtSObHe(l)C@NR%R(!i nq\!R@cm)?pR@e GOMNaRb  or

pNg{% Q?&c ja m(% 30 characterized in t

represe( TSan( VRGP Y tom or a (Cl1- Clo)al kyl group,

t Resangt Ripreppesentalndepebdently stibsiti dndteer, by hadrogen atom or a

&Cgu@,m%%f(yoﬁgposents a (Cl Clo) al koxy group. 67 6.

tmul a according to any one of the
pPletédang R sparther tofm,aaﬂerﬂna aitrogen atom VRBCRZartes them, a

substpyrlctmdmw@f nﬁd}shaﬁwﬂg%wp on the phenyl ring is

d f f |
(RS A B el o RsiebRBImH ALopE TRy 2 righeen Htom o a

chare(ﬁﬁmommyhgnommat Ri represents a phenyl group or

ROV hs9% ?@fgu(ggﬁ(gﬁgglghy substituted by one or

nor e at ons or i ndependently of one

anot her, from 10 hal ogen atons or (C, -G o)alkyl,

(G -G o)al kox%/ nitro S(O 2(C, -G o)al kyl

maIRepoenes a farmul%%ﬁ@coreimgn Gleimni loat RyctharmR&F?bed in that:
I¥Eere,{)raa'\acar1{15y (‘I~l or % (substltuents, identical to or different from one another,
chosen from halogen, (C1-Cio)alkyl or (C4-Cqq)alkoxy, it being possible for
(C1-Cao)alkyl to be optionally substituted by a hydroxyl group;

Rz and X can together form, with the carbon atoms which carry them, a
carbon ring of 5 or 6 carbons.

4. Compounds of formula (I} according to any one of the preceding claims,
characierized in that:

Rz and R; represent, independently of one another, a hydrogen atom or a
(C4-Cqp)alkyl group.

5. Compounds of formula (1) according to any one of the preceding claims,
characterized in that:

R represents a hydrogen atom or a (C4-Cyg)alkyl group, this group optionalty
being substituted by an Rf group;

Rf represents a (C4-Cig)alkoxy group.
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Ci o) al kyl ene, NRcSO2Re, CONRaRb, NRcC(O) ORe, SO2NRaRb
or NRaRb(C -Ci o)al kyl ene gr oups; Ra and Rb represent,
i ndependent|ly of one another, a hydrogen atomor a 15
(G -Clo)al kyl group; or Ra and Rb together form wth
the nitrogen atom which carri es f’hem a pyrrolidinyl
or norpholinyl group; Rc and Rd represent,

i ndependent|ly of one another, a hydrogen atomor a
(Cl-Clo) al kyl group; 20 Re represents a (Cl-Clo)al kyl

At A MO oL IR €3 e
o g '

gkplkoxy, it being possible for
the (C1-C, o)alkyl ar to be optionally substituted

btheastiystit RIS X t
Rigigy oo 2t ore i on oty oS SESUEIRIET Hh.0 0 or 4

6 carbons; R2 and R3 represent, |ndependently
of one another, a hydrogen atomor a (Ci -G o)alkyl
group; R4 represents a hydrogen atomor a
(G Cangpanidylof jeoapia ¢ hascadogptdenneneopt inengidciding claims,

Séljfh?rhbt‘ev& h n Rf group; 30 Rf represents a
?EI Mqaéilroup R3 R2 the substitution of the

d oeiﬁﬁé%wo% mﬁéybgw| of argphthyl groke, aptidhadly stibstituted by
persd o ehord Btdnhe o (g”rﬂhﬁi deSeHaﬁ%ggén?é?@“ oﬁgﬂbt%?her from

W t an aCI
%@AJ‘EQ%P n’%offb‘i ar %‘?5’ %e@ioi@émm Ril&t ﬁio 2(C1-Cro)alkyl,
rfaitn(é?ae@tosaihylplmgayb g@p@po )EribalRya INRaRbORRJCORE, BYdRXy(C:-

hﬁé?‘%sents one or 2%?0) ahm%oﬁb(céﬁ%g@gh{%y gro(gKIEzaFé) or

aBely afkorlkylene Bohpsir oxy( Cl- Clo) al kyl ; R2 and R3

oo pdsne agoaln oroag i 1 (PG R o
2[811::8[ {H“WW? PPcar bon at ons which carry them a
oarRarard R @getharaobon wifoife nk@gBh AR QHIH Safies them. a

hydr %%Ilghymr morpholinyt group;

Rc and Rd represent, independently of one another, a.hydrogen atom or a
(C4-Cio)alkyl group;

Re represents a (C1-Cyo)alkyl group;

X represents 1 or 2 substituents, identical to or different from one another,
chosen from halogen, (C1-Cig)alkyl, (C1-C1p)alkoxy, it being possible for the
(C1-Cro)alkyl group to be optionally substituted by a hydroxyl group;
Rz and X can together form, with the carbon atoms which carry them, a
carbon ring of 5 or 6 carbons:
Rz and Rj represent, independently of one another, a hydrogen atom or a
(C1-Cro)alkyl group:;
R4 represents a hydrogen atom or a (C1-Cip)alkyl group, this group being
optionally substituted by an Rf group;
Rf represents a (C1~Cm)alko§2¥ group;

R3

the substitution of the rs—o group on the phenyl ring is in the 2, 3 or 4
position;

in the form of the base or of an addition salt with an acid.
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in the formof the base or of an addition salt with an
acid. 9. Conpounds:

{3-[2-(4-Chl orophenyl )i m dazo[ 1, 2-a] pyri di n-6-yl]-2-

f I uor ophenyl } met hanol ;

1-{3-[2-(4- Chi orophenyl )i m dazo[6B, 2-aj pyri di n-6-yl] - 2-
fl uorophenyl }ethanol; {3-[2-(4-Ch | orophenyl)im

i dazo[ 1, 2-a] pyrid in-6-yl]-2, 6-

di f | uor ophenyl } met hanol ;

(138{ gﬁﬁ‘f;’ﬁ%’%fq{’ﬁfh@w Qcic'&ﬁﬁé % biginfh P LS tat
1R{7 ePQes(e %ﬁ'l B’%/%M@ﬁw@mt@aatby substiflfad bdianhélogeh-&-a (C,-
| ieigreng el o .
| oro
héPE } Ehg,qé ore ép 10)alkyl, Cy-(]iw)alkoxy or
{Bycﬂrzxymﬁﬁio()mlbpjhenyl )| m dazo[ 1 2 al pyridin-6-yl]-

émﬁhqﬁﬁ éﬂ'@ﬁ?bﬁ?%‘%{}t@[ of 9ne annther @ Bygogen atom or a

@eﬂagh punaphth 1-ol ;

5R£ %r(ddfxcbéﬁrt@g!@ﬁ%\‘ 'fbhﬂ‘ %ﬁ'\o te 2arldhY Btdthe-f |¥Il1]c'arry tf?’em, a

tetrah
%arf’Qﬁ(rb%(gde{)?%rﬁﬁ’é‘rﬂﬁPmsm dazo[ 1, 2-a] pyri di n-6-yl ] - 4-
rﬁl repredeEnty la} e

e *}%@%’“e%%ér%“agaﬁ.ok a6y
{5 [ 2- (4- Chl or ophenyl )i mi dazo[ 1, 2- a] pyri di n-6-yl ] - 2-

net hyl phenyl } net hanol ;
(53-4ampauags:or ophenyl )| m dazo[ 1,2-a]pyridin-6-yi]-2-
met hyl phenyl } net hanol ; [ 2-

B-[2- -
Ueg{é r(?fﬁ?m@fdﬂ{éﬂypml ]%n@ al%mdm 6-yl]-2-
[ﬂ ngﬁwtolyl)lmdazo[l2a]pyr|d|n6y|)phe

n¥|1]_{1§?£)2h€4 @htoéoia%e%}"ﬁ'&a?ﬁﬁ%%ﬁlwrﬁ'@l’&ﬂl2 2-a] pyridi n-

6 fapTomtemylletretistinol ;
{2- Fl uor o- 4-[ 2- (3- met hoxyphenyl )i m dazo[ 1, 2-a] pyri di n-
62 {3-[2-(4- -Chiorophenyi)imidazo[1,2- -a]pyridin-6-yf]-2,6-

diflucrophenylimethanol:

* 1-{3-[2-(4-Chlorophenyl)imidazo[1 ,2-a)pyridin-6-y(]-2,6-
difluorophenyl}ethanol;

. 1-{5-[2-(4-Chlorophenyl)imidazo[1 ,2-a]pyridin-6-yl]-2-
fluorophenyl}ethanol;

*{3-[2-(4-Chlorophenyl)imidazo[1 ,2-8]pyridin-6-yl}-5-
methylphenyi}methanol;

*{3-[2-(4-Chlorophenyl)imidazo[1 ,2-a]pyridin-6-yl]-5-
methoxyphenylimethanol;

* 7-[2-(4-Chiorophenyl)imidazo[1 ,2-alpyridin-6-yl]-1,2,3,4-
tetrahydronaphth-1-ol:

5-[2-(4-Chlorophenyl)imidazo[1 ,2-a]pyridin-6-yl]-1,2,3,4-
tetrahydronaphth-1-ol;

* {3-[2-(4-Chlorophenyl)imidazo[1 ,2-alpyridin-6-yl]-4-
methylpheny}methanol;



yl ] phenyl } met hanol and its hydrochl ori de;
[ 2- Fl uor o- 4- (2- phenyl i m dazo[ 1, 2- a] pyri di n-6-yl ) phenyl
] met hanol and its hydrochl oride;
{2- Fl uor o- 3-[ 2- (3- met hoxyphenyl )i m dazo[ 1, 2- a] pyri di n-
6- yl] phenyl } net hanol ; 69
[ 2- Fl uor o- 6- ( 2- phenyI|n1dazo[1 2- a]pyrldln 6-yl ) phenyl
] met hanol and its hydrochl oride;
[2- Fluoro 3 (2 (p-tolyl)imdazo[ 1, 2-a] pyridin-6-yl)phe
-nyl ] met

té51[%(‘t &W@h@nﬂéﬁm)zuﬁ Bealoyddin-Byer i di n-6-yl]-4-

f|ﬂl@cﬁr@ I
?26@?%r§gﬁggyl )i mdazo[ 1, 2- a] pyridin-6-yl]-4-

f|u€3_@mmﬂldrﬁph@ﬁ‘ﬂ?h'dazo[1 2 a][l)yréd al pW| di n-6-yl]-4-

B i e
ﬁjif—% @#@{‘%ﬁ)ﬂﬁm}/é&oﬂ gaaﬁpyndlz a}n%“ di n-6-yl]-4-

{311[3 m&an}OTeibamiyl )i m dazo[ 1, 2-a] pyridin-6-yl]- 5-
(hydr aoxymet h 22 phenyl Qr;et hanol ;

h E'é'PBJ-é(é p(tﬁbrﬂ))nm 20(/1, 3iapydisioBiyl phehgimietiand- |
][2 l%r ’81"63 ?z(Pﬁﬁb/HwidﬁnHz%ﬁipwda] -Byx pdienyBmethaiogny |
]rre InoI h[ ts drochl oride;
B 8le BN emelsiosybenyiminararop elovidipgi di n- 6- !
]-
(-

]pHeInyk}mﬁﬁmUl }et hanol ;
)-1-{3-[2-(4- Chlorophenyl)lmdazo[l2a]pyr|d|n6y|

] +42-Fluoer-6(RdByhetiokapienyl)imidazo[1,2-a]pyridin-6-
{%]Fﬁeﬁﬂ}rﬂét‘ﬂa%brgﬁ@ﬁ?%g%ﬂ:c)dh'ﬂrﬁoaezO[ 1.2-a]pyridin-6-yl]-

| uorophenyl

{3 [RFLOA-AN It RNGRIN T 5 GInle 50 Bhan i dhafol g
't?JD YEf Qﬁﬁ"j Cgép[ 2- (3- et hoxyphenyl )i m dazo[ 1, 2- a] pyri di

q% %é@h@.’% % ?clg %]?&Yi)ﬁﬂ'é’ﬁw MidratRigine62- a] pyri di

n¥ phemyphethphdlet hanol ;

* [2-Fluoro-8-(2-phenylimidazo[1 ,2-a]pyridin-6-yl)phenyl]methano! and
its hydrochloride;

* [2-Fluoro-3-(2-(p-tolyl)imidazo[1, 2-a|pyridin-6-yl)phenylmethanol:

* 1-{3-[2-(4-Chlorophenyl)imidazo[1,2- a]pyrldin -6-yl]-4-
fluorophenyllethanol;

. {3-[2-(4-Chlorophenyl)imidazo[1 ,2-a]pyridin-6-yf]-4-
fluorophenyl}methanol:

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

* 1-{3-[2-(4-Chlorophenyhimidazo[1 ,2-a]pyridin-6-yi]-4-
methoxyphenyl}ethanol;

* {3-[2-(4-Chlorophenyl)imidazo[1 ,2-alpyridin-6-yl]- 5-
(hydroxymethyl)phenyl}methanol;

* [2-Fluoro-3-[2-(naphth-2-yl)imidazo[1 ,2-alpyridin-6-yljphenyllmethanol;
* [2-Fluoro-3-(2-phenylimidazo[1 ,2-a]pyridin-6-yl)phenyllmethanol and



- (4- Chl orophenyl )i m dazo[ 1, 2-a] pyridin-6-yl]-2,
uor ophenyl } pr opan- 2- ol ;
uor o- 2- ( 2- (napht h- 2- yI)| m dazo[ 1, 2- a] pyri di n- 6-
yl ] et hanol ;
-Di f1 uor o- 3- net hoxynet hyl plenyl ) - 2- (p-tol yi)inid
azo[l 2- a] pyridine;
{2 Fl uoro-6-[2-(4-nitrophenyl)im dazo[ 1, 2-a] pyri di n- 6-
_1 phenyl } net hanol ;
{2I %hﬂlmbhbrldes [2-(4-(pyrrolidin-|
Lphen im dazo[ 1, 2-a] pyridin-6-
ylj phenyl)lmldazo[‘l 2-a)pyridin-6-yl}-4-
{3‘rdo¥o;6f$e Hyljd tﬁ
0

iﬁ&r ophenyl )i m dazo[ 1, 2- a] pyri di n-6-yl ] -
2, 6- difl dorophenyl } net hanol ;

{2»@ DBl Eqmaﬁ’wofc?pr{e%x 3|nv.959mef&jaynmnd§2yﬂ[41 2-alpyrid
{g“-'[o % ’E{ nyl )i mi dazo[ 1, 2- a] pyri di n-6-yl]- 2, 6-

d S
I %U%r(?plﬂ?}ﬁ’%méerﬂyﬂl'mmB@T%HH@P'&M}Tﬁ )i mi dazo[ 1,
2 @th%yi}mmhglh(}lphenyl }nethanol ; 71

Met h (2- phenyl i m dazo[ 1, 2- a] pyri di n-6-yl)phen
I']{ér[ap{arf‘-}/ @JbeOfODhenyl)lmldaon 2-alpyridin-6-y[}-2,6-
7 I d 1, 2- di n- 6-
dﬁﬁnm’f"%“"”’e@z}f"“é*% &Pbr opheny) ) ""é°% 2 adifluoro s {2
nbtzqwtimohcyis} Bmehdx/BREA ol hnord f@’“ di ne;
Xéﬁllé)%y”i? Di f Eorophen yl)i aﬁ%’@ %Bé h 6-yl]-1

25 ﬁﬁ{éir?r ?‘o—gl?g(ﬁo gﬁ\rc]:ézyé‘)enﬂ%%azoﬁ %]ar])%{/rlld%%-ﬁ yi-2-

xyp enyl
pleigp thail,‘ltﬂlorophenyl )imdazo[ 1, 2-a] pyri di n-6-yl]-2-
I t hanol
{25pﬂ%§§p@ ngqugr{]yﬁ))rmidamﬁ@eﬂwmﬁwwmdazo[1 2-a]

pyifiudigprenyl % dpemylo)l-met hanol ;
{2- Fl uor o- g 2-(4- met’ hoxyphenyl )i mdazo[ 1, 2-a] pyri din-

6- Ty{#iFbeny Y 2ehaemel2-yiimidazo[1,2-alpyri
4- rrolidin-1°- ia Flen?irridazol,z-
E)ﬁ?ﬂ S(ﬁgt}%”% ](ph((e%l } met hanol ; PFHRER) |
* 6-(2,4-Difluoro-3- -methoxymethylphenyl)-2- -(p-tolylYimidazo[1,2-
alpyridine;

. {2—Flu0ro-6-[2-(4-nitrophenyl)imidazo[T,2-a]pyridin-6-
yllphenyl}methanol;

* {2,6-Difluoro-3-[2-(4-(pyrrolidin-1 -yhphenyl)imidazo[1,2-a]pyridin-6-
yllphenyllmethanol:

. {3-[2-(3,4-Diﬂuorophenyl)imidazo[1 2-a)pyridin-6-yi}-2,6-
diflucrophenylimethanal;

. {2,6-Diﬂuoro-3-[2-(2-f|uorophenyl)imidazo[1 ,2-alpyridin-6-
yllphenylimethanol;

. {3-[2-(3-Bromophenyl)imidazoﬂ ,2-alpyridin-6-yl]-2,6-
difluorophenyl}methanal;

. {2,6-Diﬂuoro-3-[2-(4~methyisu|phony!phenyl)imidazo[1 ,2-alpyridin-6-
yllphenyl}methanol;




2-Fl uoro-6-[2-(4-fluorophenyl)imdazo[1, 2-a] pyridin-6
- yl ] phenyl } net hanol ;

-[2-(3, 4- D'fluorophenyl)|n1dazo[1 2-a] pyridin-6-yl]-

f I uor ophenyl } met hanol ;

6- ( 3- Fl uor o- 2- hydroxynethylpH@nyI)|n1dazo[1 2-a] pyr
n-2- yl]benzonitrile,;

Fl uoro- 6-[ 2- (2-fl uorophenyl )i m dazo[ 1, 2-a] pyri din-6
yl ] phenyl } net hanol ;

B
§|2 2[8&% ﬁyﬁmh P frln adz% 1O 1&?][%yr€|;l |Ryryldr|3hnengl]prc;pa?1 2-ol;
{2 %2[% 5&%&%}%@}@3{; H%‘d% E\yﬁ) pyra in- %[ﬂf]’mzdaar‘] ?y” din-6
%%é(é}%&g ropﬁ@’é\}‘%%fﬁgﬁ% bm dazo[ 1, 2-a] pyri di n-6

{znsthmqy@twl)pzymethyﬂphynwhmmqﬂ Brapytidingi dazo[ 1, 2- a]
in-6-_yl]phenyl}nethanol; 72
{ 2' M@x Eﬂu@tfkynmqw 1rﬁ’\§'ﬁﬁ©53y%-ﬁé(?ww)n-ﬁrsd]a‘zﬂﬂath2hrajqwi10!;

: n%?%i[% %ﬁo%m{t@ny %8@%@[6@1@@[‘?!”{'%3@&0[ 1, 2-a] pyri

dumeﬁwxybh@ﬂm bpamhanol ;
3-[6-(2,4-D fl uoro-3-hydroxynet hyl phenyl )i m dazo[ 1, 2- a

} wi-|{3I+[21—(Q—Cmd)|]dmdael?2|m|ﬁ1am[1 23a]pyr|?sr|]1 6|3-y|]—2-
chloro-3-me
2’2%@)"5@%@%&?@& -a] pyridin-6- yl] p%enyl } met hanol ;
1,
Y s el kel
{

enylimsthang [2 (4 met hyl t hi ophenyl )i mi dazo[ 1, 2-a] p

y“ﬁ% %HPER%‘ éQF gﬁé&?%ﬁh@fﬂﬁ@i%cﬁdquﬁ a] pyridin

@"]PhbhﬂFTBBWa]nD!opan 2-0l ;
1-[ 2- Chl or o- 3- [ 2- (4- chl or ophenyl )i mi dazo[ 1, 2- a] pyri di n

- @-{2yirippreefiyfR{(é+(pamolidin-1-y)phenyl)imidazo[1,2- a]pyrldln B-
{%fi]bﬁeﬁﬂl}r@!h%%aphenyl )i mdazo[ 1, 2-a] pyridin-6-yl]-6-

* {2-Fluoro-6-[2-(4-fluorophenyl)imidazo[1,2-a]pyridin-6-

yllphenyl}methanol;

» {2-[2-(3,4-Difluorophenyl)imidazo[1,2-a]pyridin-6-yl]-6-

fluorophenyl}methanol; _

. 3-[6-(3-Fluoro-z-hydroxymethylphenyl)imidazo[1 ,2-alpyridin-2-

yllbenzonitrile;

e {2-Fluoro-6-[2-(2-fluorophenyl)imidazo[1,2-a]pyridin-6-

yllphenylimethanol;

¢ {2-[2-(3-Bromophenyl)imidazo[1,2-a]pyridin-6-yl]-6-

fluorophenylimethanol;

» {2-[2-(4-Chloro-3-methylphenyl)imidazo[1,2-a]pyridin-6-y!]-6-

fluorophenylimethanol;

» {2-[2-(3-Chloro-4-methylphenyl)imidazo[1,2-a]pyridin-6-yf]-6-

fluorophenylymethanol;

* {2-Fluoro-6-[2-(4-methylsulphonylphenylimidazo[1,2-a]pyridin-6-

yl]phenyllmethanol;



fl uor ophenyl } met hanol ;

2- (4-Chl or ophenyl )-6-[3-fl uoro-2-[(2-

nmet hoxyet hyl ) oxynet hyl ] phenyl ]i m dazo[ 1, 2- a] pyri di ne;
N-{3-[6-(3-Fl uoro-2- hydroxynethylphenyl)lnldazo[l 2-a]
pyridi n-2- yl]phenyl }acet ani de; 72

{4-]6-(3-Fl uoro-2-hydroxynet hyl phenyl )i m dazo[ 1, 2- a] py
ridin-2- yl]phenyl}methano

{3-[6-(3-Fl uoro-2- hydroxynethylphenyl)lnldazo[l 2-a] py

ridi han
6f | [1, 2- Q]
u {1 pidoRPdaR e SR R iy darer 2 Al 6
pyy!]ma:nyzmathammgnyl }rret hanesul phonami de;
4-[ 6- (3- Fl uor o- 2- hydr oxynet hyl phenyl )i m dazo[ 1, 2- a] pyr
i de {2, 2-Lyiflfione- B¢ 2-d4-heohop HeeryDamidezo[ 1, Maiyyidin-6-

{M’&]eﬁggﬂéﬂﬁﬁblz hydr oxynet hyl phenyl )i m dazo[ 1, 2- a] py

henyl } car banat €;

4- IQ é:izla gﬁmr&sbw re%)xﬂsfr@yr@mmha%ﬁazgiplynau@bpyf

ﬁ’ \é% nmet hyl benza
NJ{I SEOPAIIE] yor o- 2- hydroxymst hyl phenyl )i mi dazo[ 1, 2- a]

D b et D P S N iehe i R sicin - -

] P}X‘Tpf“@mm}metlyeidqjhenyl } met hanol ;
Fl uor o- 2- hydr oxynet hyl phenyl )i m dazo[ 1, 2- a] pyr

3-
i d'i = é‘-Q/IﬂE_IIOTN - 2-(3-obtong-Ubmetieirtsar yhirodaed He2- -a]pyridin-6-

A-(1- l'idin-1-yl)ethyl)ph I
ARmpAAE C (ool Lyl ot et i

2-F i
ﬁﬁ?&éﬂb 121 J%ﬁlgyyﬁ?jl %Q{m ll%‘z%}ﬁ' f a&?%dtlrr}“? be
Gaym @3{ q6- (2, 4- Di fI uor o- 3- hydr oxynet hyl

phe AL i b B P Fantld BRI e dazol 1. 2-
a]){b}phedylr]przpama-phenyl } met hanol ;
{3-{52 2,4-Di fl uoro- 3-hydr oxy mathl

Herea3{? i4-zhkql’@r9fﬂ¢rwl)1m@iazp 1, Badpygridimét hanol ;
yliphenyllethanol;

¢ {2-[2-(4-Chlorophenyl)imidazo[1,2-a]pyridin-6-yl]-6-
fluorophenyi}methanol;

¢ 2-(4-Chlorophenyl)-6-[3-fluoro-2-[(2-
methoxyethyljoxymethyl]phenyllimidazo[1,2-a]pyridine;

¢ N-{3-[6-(3-Fluoro-2-hydroxymethyiphenyl)imidazo[1,2-a]pyridin-2-
yliphenyllacetamide;

¢ {4-[6-(3-Fluoro-2-hydroxymethylphenyl)imidazo[1,2-a]pyridin-2-
vlphenyl}methanol

» {3-[6-(3-Fluoro-2-hydroxymethylphenyl)imidazo[1,2-a]pyridin-2-
yllphenyl}methanol;

¢ N-{4-[6-(3-Fluoro-2-hydroxymethylphenyl)imidazo[1,2-a]pyridin-2-
yllphenyl}methanesulphonamide;

o 4-[6-(3-Fluoro-2-hydroxymethylphenyl)imidazo[1,2-a]pyridin-2-yl]-N, N-
dimethylbenzamide;

*» Methyl {4-[6-(3-fluoro-2-hydroxymethylphenyl)imidazo[1,2-alpyridin-2-



4-[6-(2,4-Difluoro-3-hydroxymnet hyl phenyl )i m dazo[ 1, 2-a
] pyridin-2-yl]- N Ndinethyl benzam de; Met hyl
{4-[6-(2, 4-di fl uoro-3-hydroxymnet hyl phenyl )i m dazo[ 1, 2-
a] pyri di n-2-yl ] phenyl } car bamat e;

4-[6-(2,4-D fluoro-3-hydroxynet Wl phenyl )i m dazo[ 1, 2-a
] pyridin-2-yl]- N-nethyl benzam de;

N-{4-[6-(2,4-Di fluoro-3-hydroxynet hyl phenyl )i m dazol[ 1,
2-a] pyridin-2- yl]phenyl }acet am de;

{Zylﬁil’@nfyl}éé’rrb%h?’at[a‘z' (4- (nor phol i n-4-yl) phenyl)im dazo[|
,2-al pyfidin-6-yl]- phenyl}net hanol ;

N 3-[BG3(Rudrad2 HydriHemveth i il :
- b RS Hludr) y:y] phény }?“E’SEL‘ m&ngﬂgg@%b%aﬂqdﬁmm
S-T%P%ﬁb@f‘-zﬁm'pﬁor 0- 3- hydr oxynet hyl

RGPl bl it 2o 2

( Ipheinkl}acetantdd;2- [ 4- (1- (pyrrolidin-1-yl)ethyl)phenyl
]imdazo[1, 2- a]pyridin-6-yl}phenyl)nmethanol;

4-§ 8- w,moﬁr[ﬂr@oﬁmmhhuwmwlnmuamm)z-aimzaizm{-a-, 2-a

1 PMpHenIRReMdriot- fluoro- N N-di met hyl benzam de. 10.
Medi canent, characterized in that it conprises a

con@qsunﬂ-Fqnjorbcrz-nya@xwethﬁﬁﬁ@rﬁﬂirﬂmatz@)m,gya]eﬂﬁiiﬁfz-sar]-rv,N-

d ai to 9 ddi t t of

i P Ra e BRI S copt abl e aci d. 5 11,

P i~cal it h terized, in .t it
B Pl TR SO ST st
orfeylpphamydinmethanolp 9 or a pharnaceutical ly acceptabl e
salt of this conpound and al so at | east one

pItadrieatd-Eal3-fuarsc 2y dmxynetaylpheny! imidazod1 , 2ealpyiding-

comPayrdirabthlyeitbmidd;) according to any one of O ains
1to9 in the preparation of a nedi canent intended

f arN{Bd64(p gaoﬁmmoaq@ydr@kmgmyimr@f)yﬁieut@[dFyg{tﬁgiam-ze

di 15 13 Use of d of f
BB R EomP one of Giaime 1o © in the

R B0 e RN o P 2

yllphenyl}methanol;

* {3-[6-(2,4-Diflucro-3-hydroxymethylphenyl)imidazo[1,2-a]pyridin-2-
yllphenyllmethanol: '

¢ 4-[6-(2,4-Difluoro-3-hydroxymethylphenyllimidazo[1,2-a]pyridin-2-yl]-
N.N-dimethylbenzamide;

» Methyl {4-[6-(2,4-difIuoro-3_—hydroxymethylphenyl)imidazo[‘l 2~
alpyridin-2-yllphenyl}carbamate;

* 4-[6-(2,4-Difluoro-3-hydroxymethylphenyl)imidazo[1,2-a]pyridin-2-yl}-
N-methylbenzamide:

* N-{4-[6-~(2,4-Difluoro-3-hydroxymethylphenyl)imidazof1,2-a]pyridin-2-
yllphenyl}acetamide;

* {2,6-Difluoro-3-[2-(4-(morpholin-4-yl)phenyl)imidazo[1,2-a]pyridin-6-yi]-
phenylimethanol; '

* N-{3-[6-(2,4-Difluoro-3-hydroxymethylpheny!)imidazo[1,2-a]pyridin-2-
yilphenyl}lisobutyramide;
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14. Use of a compound of formula (1) according to any
one of Clains 1 to 9 20 in the preparation of a
nmedi canment intended for the treatnent and prevention
of psychiatric diseases. 15. Usg of a conpound of
formula (1) according to any oné”of Clains 1 to 9 in
the preparation of a nedi canent intended for the
treatment and 25 prevention of inflanmatory di seases.
75 16. Use of a conmpound of fornula (1) according to

o aa e O eedd Betpalt i ey RishRaLR 2Bk ot
of Nd&ideﬁpﬁwﬁmrgeaadulphqnmmwe 5 17. Use of a conpound
of formula (1) according to any one of Clains 1 to 9

. n* {56-iflep- 20 (bf(Pyrolisin-d avistiny pfeentieaidaze] 12he
r?]%?ﬂ@ﬁt&@'l}ﬁhelﬂﬂﬁ?‘{@tﬂhhaﬁ of Par ki nson's di sease,
| Zhei

mer' § di sease, tauopathies or nmultiple

sc& ﬁi[gf‘”‘ Dmolc&sofkﬁggﬁgxfaf%@tmﬂnéwnmnueézé[orzru]p@nelrﬁz yl}-2-
pr Lboa[Pa{?% '”EFF Rilbﬁﬁd?@é{jr?ent i ntended for the treatnent

and prevention of schizophrenia, depression,
subst ance dependence or attention deficit

hiﬂ?emﬁ flath rM a°r9[: Fizad i J}ﬁlefl%cdarhﬁﬁgésse cBFnCd of fogmula (1)
synthesi s o otnds 0 g
CReRarAing iOnawmoaﬁ @‘ngalmadn@ Bforfan @dr:la»om $3it of mS R@mpound

Naithoa pHdriadeutitally ébd@b‘téme%bd s as defined in daim1l
and Y represents a hal ogen atom 20 or a boron

derivative, is reacted with a derivative of general
formula (I11), in which Xis defined according to
1 'hi harnzanck Uficale praespogisors, hmemctenzéd nin deat viat cumprises a

'éo wﬁ&?&ﬁ@%?mﬂaha BB Ahd Mo YnyebRE 8f MLRIET 0 9 or a
pharmaceutlcaliy acceptable salt of this compound and also at least one
pharmaceutically acceptable excipient.

12. Use of a compound of formula () according to any one of Claims 1 to 9
in the preparation of a medicament intended for the treatment and
prevention of neurodegenerative diseases.

13. Use of a compound of formula (1) according to any one of Claims 1 to 9
in the preparation of a medicament intended for the treatment and
prevention of cerebral traumas and epilepsy.

14. Use of a compound of formula (1) according to any one of Claims 1 to 9
in the preparation of a medicament intended for the treatment and
prevention of psychiatric diseases.

15. Use of a compound of formula (I) according to any one of Claims 1 to 9
in the preparation of a medicament intended for the treatment and
prevention of inflammatory diseases.
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represents a boron derivative, and R5 represents the
R4-0 group. 25 20. Process for the synthesis of the
compounds of fornula (1) according to daiml, in

whi ch a conpound of general formula (M): NH2 R3 1 R2
IN X R7-O(VI) 76 in which RY5 R3 and X are defined
according to Caiml and R7 represents R4 or a
protective group for the hydroxyl functional group PG
and a bronoketone of general formula (M1): .0 Br -
Rt (VMII) 5 in which RL is defined according to Claim
1, are reacted. 21. Process for the synthesis of the

clzm&pldaecdz_i.méompoenaloffgorr}mlba(l)(éc)cior%diﬁnglcﬁrTyg?m@ oﬂl\Claéaif’ﬂs 1109
. : n general. for :
(i yReYPHERRBiBRTBP A e drRah e8P otk iPafent and

rwventionwdl ostacporesieand canched. ogen at om or a boron
derivative, is reacted with a derivative of general
formula (111) Rs (I111") X 15 in which X is defined
gi_?ordin to Caim1l and Z represents a boron or tin

i858 ic\?}@, CQIRBAUNG of fersidat(Y) acapatigdn avopre of Craims 1 to 9
(rjmp _rtlasept@paaahgrh %g?rb ﬁie@iﬂarf:i\ékﬂn_ir:ﬁﬁhééﬂ eﬁcﬁnttﬁbe atrlbafn%ht and
al.Lve jepresents, e er,a ,carpopon )
oS PRipY coratt RN G it aRe | AR PTG dikaistal tayopgthies or

Craiitipld sclerosis

18. Use of a compound of formula (1) according to any one of Claims 1 to 9
in the preparation of a medicament intended for the treatment and
prevention of schizophrenia, depression, substance dependence or attention
deficit hyperactivity disorders.

19. Process for the synthesis of the compounds of formula (I} according to
Ciaim 1, in which a compound of formula (1)

R5
N / ‘@x/
(I (I
in which R1 is as defined in Claim 1 and Y represents a halogen atom
or a boron derivative, is reacted with a derivative of general formula (lI1), in

which X is defined according to Claim 1 and Z represents a boron or tin

derivative, if Y represents a halogen atom, or else a halogen atom, if Y
R3 R2

represents a boron derivative, and R5 represents the R0 group.

20. Process for the synthesis of the compounds of formula ()

according to Claim 1, in which a compound of general formula (VI):
NH
= I 2
R3 N
X

R2

R7—0
V)
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al kyl carboxylate, in order to obtain a conpound of

general formula (1V), 20 which conpound of general

formula (1V) subsequently reacts with an

organonetal lic derivative in order to obtain a

conmpound of general fornula M 2. Process for the
synthesis of the conmpounds of forrmula (1), in 25

whi ch a conpound of general forrmula(Vl), NH2 R3 I

(M) R2ZNX R7-Oin which R, R3 and X are defined

accor dimghich G231 RBlaatidX Rire Hefies eticerdMg ab 8laim 1 and R7

p ' rQu PG .for the oxyl, functianal

CrSBSu RITR bt iarlp ot ¢ Werepd i ditital sroup Po,
(&and g, brpthoketdrd of-gétdral fdrmula BVMhi ch R1 is defi ned
according £o Caim1l. 23. Process for the synthesis of

t he compg,uﬁds of formula (I)- 5 according to Caimi1,

in which a c%hpound of general fornula (VI), NHZ R3

(M) R2WNINX Ile~ R7-0 in which R2, R3 and X are

define Ta¥al(ay i - -~ kepresents R4 or

a prot iglcvt?'igﬂ\elg Fg1r %%péf%g%é’c%c?g&yﬁggrﬁl%iw functi onal

gr oup, 2€€aEE ket ed a bronoketone of general formula

(M1), 0 10 Br-~IKR (VII) in which Rl is defined
to obtain

accor di to Claim?1l, in orde a _.conmpoynd
of g en%‘pg?ropgﬁﬁcl)rg‘?hg\mnﬁjesi ?{Qﬁ pplsnpounds of ge?wgraLf Srmula (1
according to Claim 1, in which a compound of general formula (}):

Qv
_ ) R1 (1
v AN

~in which R1 is defined according to Claim1 and Y represents a
halogen atom or a boron derivative, is reacted with a derivative of general
formula (111}

Z
ay
in which X is defined according to Claim 1 and Z represents a boron or
tin derivative, when Y represents a halogen atom, or Z represents a halogen
atom, when Y represents a boron derivative, and R5’ represents either a
carbonyl derivative R,CO, in which R2 is defined according to Claim 1, or an
alkyl carboxylate, in order to obtain a compound of general formula (IV),
which compound of general formula (V) subsequently reacts with an
organometallic derivative in order to obtain a compound of general formula

(1).

22, Process for the synthesis of the compounds of formula (1), in

which a compound of general formula(V),
NH,

o = I (V1)
R2 S
X
R7—O

~in which R2, R3 and X are defined according to Claim 1 and R7
represents R4 or a protective group (PG) for the hydroxyl functional group, is
reacted a bromoketone of general formula (VI1),
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R3 NR2Z X R7-Oin which R7 represents a protective
group for the hydroxyl functional 15 group, which
compound of general formula (VIIl) is subsequently
deprotected in order to obtain a conmpound of genera
formula (1). 24. Process for the/7synthesis of the
conpounds of fornmula (I) according to Caiml, in

whi ch a conpound of general formula (XI) -N R3 C R2
N R70 (XI) 20 Xin which X, R2 and R3 are defined
according tfo aim1l1 and R7 represents the R4 group,
is reaét it h {dlideri vative of general formula (X I)
R1-Z (XI'1) in which RL is defined according to Claiml
and Z mmewhiebet & defirmdoacca?dingriotGlainddri vative, in
order to obtain the conpounds of general formula (I).
78 25. Process for the synthesis of the conpounds of
f or nul 3(/Procgssofali e t syrdhasin of the whmpoLadsowpoiomnula (1)
0 I

by SRogiee SR Wfloh & Porbould B ostiCt iyt
and R7 5 represenfs § proﬂ&&tlve group for the

§ Clj ak.ghoup, is reacted wth a
O

hydr oxylz,f U
heyal formula (XI1) R1-Z NO in which

derlvatlve 6
Rl is defighed~s€cording to daim1l and Z represents a

boron or tin derivative, in order to obtain the

conpould¥hisih G ekl andrnara ¢afinad accordary o~&im 1 and R7

represents R4 or a protective group (PG} for the hydroxyl functional group, is

reacted a bromoketone of general formula (VII),
0

Br\)LR v

in which R1 is defined according to Claim 1, in order to obtain a
compound of general formula (V1)

= N
R3 :)—m (Vi)
R2 2 N Vs
X

R7—0

in which R7 represents a protective group for the hydroxyl functional
group, which compound of general formula (VIII) is subsequently
deprotected in order to obtain a compound of general formula (1).

24. Process for the synthesis of the compounds of formula ()
according to Claim 1, in which a compound of general formula (XI)
A =N

R3 \)'C'
R2 N

R70 . (Xt}
X

in which X, R2 and R3 are defined according to Claim 1 and R7
represents the R4 group, is reacted with a derivative of general formula (XII)

R1-Z (XI)

in which R1 is defined according to Claim 1 and Z represents a boron
or tin derivative, in order to obtain the compounds of general formula (1).



R2 10 R70 x (M11) Rl, R2, R3 and X are defined
according to Caiml and R4 represents a hydrogen
atom whi ch conpound of general forrmula (VIIl) is
subsequently deprotected. 15 26. Internedi ate
compounds ,NB C O \ NO01 HO® N \/\ OHO (Ilc)
1(|Ia)(||b)0INI—IO~HCB\N~~~HCB\NI'CJ—|
(I'1d) OH(lle) Hif) FSSE FNHz ! O\ NH2 F OM F N
SS.0N (11g) FVib (Ma) () NCG / ONF NONF\
\ NO 26, N?dceséxﬂir (t%éa%(rﬁhgsléxbb)thég co%?pouﬁfo%c%ffsfd?hula (1)
ég&g}ey d| n aim1 or
S te Rt MRNEAAT %\eﬁ%hfawlm )Xl
(VI), (X) and (XI) He conpounds of general
formul ae g4l a) (1 G (rrd), (tre), (Irf),
(1'1g), ReVila) , ¥Xa), (Xla) and (Xib).

R70

{XI)
X

in which X, R2 and R3 are defined according to Claim1 and R7
5 represents a protective group for the hydroxyl functional group, is reacted
with a derivative of general formula (XII)
R1-Z (XII)
in which R1 is defined according to Claim 1 and Z represents a boron
or tin derivative, in order to obtain the compounds of general formula (VIII),

=N
R3 T NjR1
R70
10 ¢ (v
R1, R2, R3 and X are defined according to Claim 1 and R4 represents

a hydrogen atom, which compound of general formula (Vi) is subsequently
deprotected.

R2

15 26. Intermediate compounds

SO o -0 /CQO
%V (la) KV ) (le)

e

XSLO \ =N
|
J:r c e
o}
{Xa) (Xia} (Xib)



79

27. Process of synthesis according to Claim 19, 20, 21, 22, 23, 24 or'25,
where the compounds of general formulae (1), (V), {(X) and (XI) are the
compounds of general formulae (Ila), (ilb), (llc), {Hd), (lle), (if), (lig), (Via),
(VIb), (Xa), (Xla) and (XIb).



