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WO 2006/ 072736 1 PCT/ FR2006/ 000008
N- ( HETEROARYL) - 1H- | NDOLE- 2- CARBOXAM DE DERI VATI VES AND
THEIR USE AS VAN LLO D TRPV1 RECEPTOR LI GANDS The
WO \2006/002736el ates to 1 PCT/FR20086/000008
N- (heteroaryl)-1Hi ndol e- 2- car boxam de- based
Ns(EREROISRYL 51 AN DOL EFHCARBOXAMIDEADERIVATMVES AND THEIR USE AS

i j Vi for receptors of TRPV1
Vwﬁq&aﬁ?gtgg%%ﬁ%ﬁ@&ﬁ? )ét of the !Onvention
rel ates to conpounds corresponding to the general

ormul a. (1) _bel ow. Anot h of the. | i on

The) i, s ekt St helPRAPDL TSR heS s BiRaEeay . compounds.
wheheshalw hositralbad (1 Vivo Antighaist subgeist aefivitylfer reveptors ohTRPV1 (or
\4:35%%3 to the use of the conpounds of general

a (1) especially in nedicanents or in
phar rraceuti cal corrpositi ons. 15 The corrpounds of the

i Qv on c rres ener al nmu
ANE ﬁ? xﬁ @Mﬁ a"%?‘l czmpzsgn%z wrrﬁngm%’E‘H ﬁ’ fhe general
f@mgﬁ( m&N 1, 2 or 3; 20 X1, X2, X3, X4, 71, Z2, Z3,

5 re resent,. independent of each ot he
Aﬁ%p,e()@g egtro g5 |oatr5|g$qﬁ oap@fg%gsapkﬂepanng the compounds of
g@ﬁe.—aﬁoﬁy@;b | kyl , C3 C7 cycl oal kyl - C1- C3- al kyl ene,

Iuoro I Cl- Co6-f.| uor oal kox
ASGIERE B RLIRE. IHETD TS’ hE1 Ut 4 1 BLiRUROLTES of genera
forlud ('I)Cé!sp§§aliyI ik ¥hedicaPiéAte oGh-pharrmadentical SONGBYIR:s.
NR3COR4, NR3SO02R5 or aryl group, the aryl being

optionally substituted with one or nore substituents

TBBesmpodisi dfdtie mvértiondefrestshdto tHe §énearblkyimula (1):
C3-Cr-cycl oal kyl, C3-C7-cycl oal kyl - C1- C3- al kyl ene,
Cl- C6-fl uoroal kyl, Cl1-C5-al koxy, Cl-C6-fl uoroal koxy,
nitro or cyano group; and Rﬁ represent,

i ndependent |y of each ot her, ..ln/drogen atomor a
Cl- C6- al kyl, —W
C3-C7-cycl oal kyl - _ enesor aryl group; or R1

and R2 form to
bears them an eti difne, pyrrol
2006/ 072736 2 PCT/ FRZ2RP62,00 Gbign

itrogen atm t hat
di ne, piperidine, WO

Z; Z

Z, Z
in which
nisequalto0, 1, 20r 3;
X1, X2, Xa, X4, 24, Z2, Zs, Z4 and Zs represent, independently of each other, a hydrogen or
halogen atom or a Ci-Cs-alkyl, Cs;-Cs-cycloalkyl, C;-Cr-cycloalkyl-C4-Cs-alkylene, |
C,-Ce-fluoroalkyl, C4-Cg-alkoxy, Ci-Cg-fluoroalkoxy, cyano, C{O)NR.R,, nitro, NRRo,
C4-Ce-thioalkyl, -S(0)-C;-Ce-alkyl, -S(0),~Cs-Ce-alkyl, SO.NR:R;, NRzCOR., NR3;SO:Rs
or aryl group, the aryl being optionally substituted with ocne or more substituents chosen
from a halogen and a C,-Ce-alkyl, Cs-Ci-cycloalkyl, Cs;-Crcycloalkyl-C4-Cs-alkylene,
C,-Cs-fluoroaltkyl, C;-Cs-alkoxy, C,-Cs-fluoroatkoxy, nitro or cyano group,
R, and R, represent, independently of each other, a hydrogen atom or a C4-Cg-alkyl,
Cs-Cscycloalkyl, Cs-Cs-cycloalkyl-Ci-Cs-alkylene or aryl group; or R, and R, form,
together with the nitrogen atom that bears them, an azetidine, pyrrolidine, piperidine,
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azepi ne, norpholine, thionorpholine, piperazine or

honopi perazi ne group, this group being optionally
substituted with a Cl-C8-al kyl, C3-C7-cycl oal kyl,

VIB- 2006y 3@l kyl - C, - C3- al kyl ene or aryl groupCTRER200E/000008
R4 represent, independently of each other, a hydrogen

a@é%?é,omo&)r%ﬁ?@thﬁirﬂk}frh@rne, pipeFadined bﬁmmﬁ@er%n{@gw®§ this group
a, Cl- C6-a raryl. group; epresents a fus

By TRl B BAST WA G Crpb Lo GEPpION T REofpalkyCr-Co
aﬂ%n@idr%ﬁﬂlgfbugtom via positions 1, 2, 3 or 4; 10 A
represents a 5- to 7-nenbered heterocycle conprisin

Frar @516k B ESPFRsenh rindeneBety i ach @WS@H%‘F’FW@tOrQ i UniCe-alkyl or
drflgréigy bon aton(s) of A being optionally substituted

w th one or_nore qroups chosen from a hydrogen atom
Rerf@Prgsens é@aﬁﬂkﬁﬂ‘x OCQW@"-%'VCI oal kyl ,

VEiReflrdseits b Al Wicybile drdugbkishang:  CL- C6-fl uoroal kyl ,

aryl, aryl-Cl-C6-al kyl ene, oxo or thio group; 15 the
nitrogen atonm(s) of A being dptionally substituted

with R6 when the nitrogenci$~gdjat¢nt to a carbon

atom substituted with an
ot her cases; R6 represents~a tdrogén atomor a

Cl- C6-al kyl, C3-Cr7-cycl oat kyl, C3=C7-cycl oal kyl - C1- C3
al kyl ene, C1-C6-fl uoroal kyl ,4aryl - C1- C6- al kyl ene or

. . , . t
iRk 5960 HitpolifafofEUE ERGR M G9ED 21 Tl Kyt - - -
AR@peaseniseng; toGhmEtbieracbhetardeytle camprisiay 166+ amdkid thrae, heteroatorns
= le -, C3-C7-cycl oal kyl - C1- C3-
Cgﬁieﬁﬁﬁbzéé‘dq"a Go- 1 uot oal kyl YC( 0-,
tigscarior glonia) &yd baliigDpptjonaly subg(itOfed with ghe G1mMEE-groups chosen from
- - - I
T alin g, ol B G oaliyly Qe raplgply-CrCsakytene,
ELscHluonsatiyb andyaryict-Caalkylepé.axxe-cB9 groupar yl - S(O) 27 or
- - - e S . . : n | .
1 Koo oA o R el pio Ry Sl a7 R e dirogen is
agianentdp afcarban atorpspbstituted avithianfaxo gioem (s yitb R timthe other cases;

AL REOHE L BB i b XL LA LT 5 Sl b 0
atkylede 2@ dC§-Bueroglkyl paiyE6)-Ce-alkylane mg atvhgroopnpounds  of

Rﬁﬁ%@%%n&% ngjH#ofﬁFl(sw {a}ont: IB?E @[C?ﬁ—aﬁWf,j @gé-,s—cfcfloatlm Cs-Crcycloalkyl-C4-Ca-
alkylene, C,-Ce-fluoroalkyl, aryl-C,-Cg-alkylene, C;-Ce-alkyl-C(O)-, Cs-Cr-cycioalkyl-C4-Ca-
alkylene-(CO)-, Ci-Ce-fluoroalkyl-C{O)-, Cs-Cr-cycloalkyl-C(O)-, aryl-C(O)-, aryl-Cy-Ceg-
alkylene-C(O)-, Cy-Csalkyl-S(O)z-, C;-Ce-flucroalkyl-S{(O)-, Cs-Cr-cycloalkyl-S{O).-,
Cs-Cr-cycloalkyl-C4-Cs-alkylene-S(0O),-, aryl-S(0),- or aryl-C-Ce-alkylene-S(Q),- or aryl

group; and
W is other than indolyl.

In the case of the compounds of general formula (I):
- the sulfur atom(s) of the heterocycle A may be in oxidized form (S{O} or S(0),);
~ the nitrogen atom(s) of the heterocycle A may be in oxidized form (N-oxide).

Among the compounds of general formula (I} that are subjects of the invention, a first

subgroup of compounds consists of the compounds for which n is equal to 0 or 1.
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subgroup of conpounds consists of the conpounds for

which nis equal to O or 1. WO 2006/ 072736 3

PCT/ FR2006/ 000008 Anpbng the conpounds of genera

WO 2006/870136 t hat are subj ects 3f the inventi opCTaFR2006/000008
second subgroup of conpounds consists of the

Awmqu@ dsmbelindd bfen&al fc?%ula?@v th%ﬂarezs%bjeé% of 4 mZénnon a second

epresent, 1 ndependent of each ot her

SPIP G ol SO HEG SERSHE SY e BEPOUREs 10 TGl Ry Xa X Xer Zs. Za, Za, Zi

aﬁdi l&f relﬂﬁeseﬂf :ﬂd nfl} 167 leaBh QWtRer, hGdBges It Ualéden 8tom, more
ly - C6-fl uoroal kyl group, nore

Pala'F't' ?EM%\rflltanaecpos o1 ’&36@1‘4)’%9"9!-'%0)(‘90?@8@@0”'%@ methyl, or a
tfiuerdaddy| Ygréu Yp t 0 n f e

C??rerrul aa(%’)}gt a?egiae?ésu%rf%g@ g‘qq%%e%\%eg?l%nalw EJI%UP, more

P?'E'F\"'aﬂyémﬁﬁ"r‘%p of conpounds consists of the conpounds

for which Wis chosen fromindolinyl, 10

i soi ndol i nyl, benzofuryl, dlhydrobenzofuryl

AB@H‘S&FW@W@HWS Ofd@mﬂﬂ?ldﬁmzl@t(ﬁ|tb§ilﬁﬁ;ﬂub19§t§anotiaazweymon a third

dﬁbﬁgj ée Ebr‘?éf;l.ts of fHe H4 i’or which W is chosen from indolinyl,
r oi sobenzof ur enzi m dazo

'Sainﬁymybbéﬁfzmwrubz@%wrobemwl wenzgéwpbewiazctuwrobenzothnophenyl
bésRRE&AAL hi a@mybﬂl'oben%ﬁ\igﬁrgﬂ SObe@éB&ﬂoﬁi’?ﬂ Y\ dihydroisobenzofuryl,

benzot ri1 azol ui nol cé@ dr oqul nol
berzipidazelYloqdi M@'IOPP“Z'mI el ndﬂdﬂZO'Y'dl h?d?cﬁlﬂlﬁ@dﬂi nigblygnzothiazoiyl,

dih rb%BM&ﬁz@trﬁ%win 0 l
% ydr obenzoxazi nQJeY'Ew'gfdgﬂzo IC?Z‘ dlhydroqumolyl tetrahydroquinoiyl,

'Saﬂ'wg)e#vlo Héwﬁmaﬂqawpwtetr%hmmqwolyl cﬁﬁnaazaﬂlnthlhydrobenzoxazInyl
bEH OSSO n&ﬁ?&rbﬁéﬂzothléz‘?ﬁ)ﬂ ah?r Hﬁ&?\?l‘ NRGMaMYY,  dihydroquinazolinyl,

U|noxaI|nyI hydr oqui roxal |
tqtr@hycgﬁgtapwny{ox aAviRgxalinylpht mmygﬁqqqmoxahnyl tetrahydroquinoxalinyl,

plﬂh‘é‘lﬁ.@lhﬂphﬁhﬁh héazirypt rt@ﬂé(t g?fggﬁy fazh Inyjetrg’aa%drobenzl{b]azepmyl

tetrah robenz bl azepi'n enz
tetrabydip , h pbenz{d}azeptnyl tetrahydro enzoﬁ)][1 Aldiazepinyl,

tektrBhydriEH: v di aze
tet}?ah drzﬁga?[ﬁﬁ?tﬁlg%e{[p%n ]d| aze%t%)‘]}/drobenzo[b]ﬁ,4]oxazepmyl and
tefrapydip [FReRINYIIEREPEE pi nyl and 20
tthiarrl?dWQﬁd?Qleﬁli’r%@r] Ea?enﬁ]s} Bf fecRid Oélgr\ﬂ’utgéﬁn Eﬁon‘éﬁyr REBktituted as
nd/or nitrogen ato the s group el ng

d‘%fb‘@ﬁdihﬁﬁl%ﬁ”@[ﬂb@-’tw as defl ned in the general

formula (1). Anmong the conpounds of the third

subgroup, a fourth subgroup of conpounds consists 25

ABPng e eempindgf s il sihgraups adowtresutigrenn of compounds consists
of ﬁﬁgu'ﬁﬂbﬁundsd'ﬁ?:dgﬂﬁﬂewl ¥ ch5ﬁ%hr G %%‘mﬁ&blyl dihydroguinoly,

benzoxazi nyl nzoxazi ny benzo
tefralsirpgimolyl, beﬁ@@é’@@éfﬂyil idifeydeobeproxapiom i mb@azwfuwl indolinyl,

béeBZ&AoN)| 2 a¥biyl, PE&ILARhih A )ﬂenzgmlaz_glgg/ bc?]‘[}ghnazolgl fuinolyl and

qui noxal i nyl gfoups; the carbon ato

- auR@inX\opBsiPAg optional |y substituted with one or nore

thé%ﬁﬁcﬁ#%ﬁ@oﬁgﬂﬁﬁm%{pmbgﬁ? légtlorﬁ%y %b&ttl‘ﬁ%h witlP5fe or more

particul a
grpeRs Fhagearfiiom pnexgigrous Gelsalied, naret pbm‘tltgﬁare'rmethﬁlomrrmhﬁ or aryl,

oA 8 s 10 e iy Dt A
theaityggsn at'h@(s mftﬂne;)geld greupa iy aelegtopllonailycmlbbmmedt\mm Ra when the
NSRS Ist A S B @b Qtof QWRtit®Ed With Bnixd & group, or with Ry in the
other cases, Rs and Ry being as defined in the general formula (1) in relation with A,

with Re representing a hydrogen atom or a C,-Ce-alkyl group, more particularly a methyl,
with R; representing a hydrogen atom or a C;-Ce-alkyl group, more particularly a methyl,
or a C4-Ce-alkyl-S(0O),-, more particularly a methylsulfonyl.
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ot her cases, R6 and R7 being as defined in the general
formula (I) inrelation with A, 35 with R6

representing a hydrogen atom or a Cl-C6-al kyl group,
Woramopa7ersal arly a nethyl, wth R7 representRCIFR2006/000008
hydrogen atom or a Cl-C6-al kyl group, nore

particularly a nethyl, or a Cl-C6-alkyl - S(O)2- nor e

ticularl arrethlsulf WD 2006/ 072736
B 860 d s5088unck FarelR by FonRod s apbaiALigmua ()
consi sts of the conpogpds of g;_Teral formula (1): H
x2 N-WO (1) X4 CFV\h 47- - Z3 Z2 in which 5
ni sequal to0, 1,% X4 X3N-W 71, 72, 73, 74
and Z5 represent, i of each other, a
hydrogen or hal ogeAxat om-Qi” a Ot.- C5-al kyl (1)
C3- C7-cycl oal kyl Xs C3 J7- cyClvoal KYI - C1- C3- aI yl ene,
Cl- C6-fluoroal kyl, ClyC6zal kffayn Cl- C6-f | uor oal koxy,
cyano, C(O NRLR2, nitro, , Cl-C6-thioal kyl,
-S(O -Cl-C6-al kyl, -S(O C6 al kyl , SO2NR1R2,
NR3COR4, NR3SO2R5 1&E 01\ Jup, t he aryl being
optionally substituted with%ne or nore substituents
chosen from a hal ogen_ahd a\Cl- C6- al kyl ,
C3- C7-cycl oal kyl, C3-CFscycl &l kyl - C1- C3- al kyl ene,

oR-f 1 uoroal kyI Cl C6- al koxy, Cl-Co6-fl uoroal koxy,
nitro or cyano group; Rl and R2 represent,
nuaeeqwrwem |13oraf; each other, a hydrogen atomor a

)@13(%?(, ?&ﬁ kg? 2%% % %ﬁ]’lerk}éeﬂr’%elngependeptly of eaFtJ:h other,Fahydrogen or
halegemr2 atqm mer 35 GieSpealkpdr 0«1 Chcydiﬂallml,t r%@ﬂcmcraihyt GaCs-alkylene,

@Q%-fﬁ:o?&ﬂ% é” @%%5(9 r&e_, ﬁggﬁrohdﬂlﬂo‘}gn%%arm p@@))ﬁfggé, nitro, NR;Rs,

azepl ne tHi'o éra
Qﬂtﬁ*ﬁdbiCﬂplésvlazS @r@u@lk}flt RS (©)gEeGs-alkybi $QNDPRoONRECHR,, NR;SORs

o?c‘éﬁzsﬁédﬁgﬁ% %ﬂ‘w tFle @gégﬁﬂflﬁh Aetrrt]uetg% rvﬁz %%LI’%&@AU%’[I’[UEIHS chosen

fiRm ﬁebﬁ@gemand ad Spdherdon, Sis-@‘r-ﬂealoalkwt IstFCralclﬁﬁﬂwb@eﬁs-alkylene
t t
G odhof 5 Cr e CRCy1E0rof Bl MR cyiio pRRRES " ©

RaiandcRy a:ergesam, mﬁepenmutlyaof 2achhoti@er, a hydrogen atom or a C,-Ce-alkyl,
Cs-Cr-cycloalkyl, Cs-Cr-cycloalkyl-Ci-Cs-alkylene or aryl group; or R, and R, form,

together with the nitrogen atom that bears them, an azetidine, pyrrolidine, piperidine,
azepine, morpholine, thiomorpholine, piperazine or homopiperazine group, this group
being optionally substituted with a C;-Ce-alkyl, Cs-Cs-cycloalkyl, Cs-Cs-cycloalkyl-C-Cs-
alkylene or aryl group;

Rs and R4 represent, independently of each other, a hydrogen atom or a C,-Cs-alkyl or
aryl group;

Rs represents a Cy-Cgs-alky! or aryl group;

W represents a fused bicyclic group of formula:

1
2 Ry
A
N
4

linked to the nitrogen atom via positions 1, 2, 3 or 4;
A represents a 5- to 7-membered heterocycle comprising from one to three heteroatoms

chosen from O, Sand N;
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4 linked to the nitrogen atomvia positions 1, 2, 3

or 4; 25 A represents a 5- to 7-nenbered heterocycle
conprising fromone to three heteroatons chosen from

WO 20081032886 WO 2006/ 072736 5 PCT/ FR2006/ 000008 C1t/RR2006/000008
carbon aton(s) of A being optionally substituted with

tKDEBEarbbn qusg@pr@ng bpﬁcﬂ*@lf(é@lﬁﬁhtuﬂe&mh @88 Br AHoRdTy@es 8hosen from

| kyl c3 c7
BCE %@a c ﬁ'ﬁﬁ?‘ﬁly C)éf«%—cyc@ai% a1 gUpﬂ‘éqqywl -C4-Cs-alkylene,
Car%l-ﬂuowaﬂkyl erICﬁyad:kmL-amwen@mcocHr thiBighoup: oup; the

t[o%gn ato éf 'otlonally substit ut ed
0§ ¥rgRsnvRam(®n %@ é’fﬁ’“P@a' y5SURstititach withoRe Whenbihg nitrogen is
aaIa@éhﬁbJ Risdarba ﬁSmVﬂletlt@féd%@: an &édfbro% OMwith F87fn ki &tR&r cases:

ot her cases; Re represents a hydrogen atom o
Rerewsgsentr | hwi@ge@ﬁw OF a4t Ke-al mcdﬁz-émai'sw kCﬁ Cepyoleglkyl-Cy-Co-
aﬁdyfé)‘lleeOﬁcs~ﬁhor€8rk§I| y@r-e@b&slkweaé)& afyl gidip@l kyl ene or

g grou R7 représents a eén atom or a

REESENR i hydtegenatan of a4k @talkxtsgc@réwpaﬂwl K§d-Cepyooglkyl-C1-Ca-
%l@)‘lbeﬂfceﬁﬂor@grﬂ/l' HRl-e bg—)étkfyleﬂé?/trge-aﬁz?r-@té)yl@an@f-cycloalkyl -C4-Cy-

leped f?r@)( cor 6-21’49"0@&33!&0? er o§¢-F2y-|cy¢ile@;yl -C(O)-, aryl-C(O)-, aryl-Cs-Ce-
@?mﬁzmmi Oai k(Y.J—aIﬁ(l %0)2- af&l C%fl@malk?lrgb') - B3.C,-cycloalkyl-S(O),-,

kyl ene- C(
C@Pv@acpﬁkﬁwr%a%?'kws%%ﬁ@)z- @'@&By&foa'n/k?h“%@tby@ne-s (O)z- or aryl
g@;ﬁpcznd:ycl oal kyl - C1- C3- al kyl ene-S(O) 2-, aryl-S(0)2- or
V@ C6- al ke;l ene-S(0O) 2- or aryl group; and Wis
{SfngerttH%{h'"Pﬁ'd lyl; 15 on condition that when Z1, Z2,
of Zondifloi fisht Zeheh E eolshy 7. 1o
t hen n= 20r3 Anozr?gj LaZL ggnpour?gsgrhgf geng gﬁﬂ%g%hrﬁﬁﬁ%en atoms,
NTRA 3are subj ects of the invention, a sixth
subgroup of conpounds conS|sts of conpounds for which
Wis ot her than qui noly di hydr oqui nol yl ,
Amena 4R9 GPBRAaHRES |96ﬂe§%dem?+64= W) thafiang sublestscpfithe ivention, a sixth
sﬁtﬂjrb@bﬂfc@hﬁ)@%d@@bb@lsts O 8P oUNE® 8 WFl?chCWBﬂ%? thén quinolyl,

% ral for that are subjects of

d WQHH'PB‘M* t%tfaéw@ﬁwﬁoly'smwkﬁiebl hYémﬁRﬂsﬂﬁ@M ebisyrabydsoisoquinalyl
all of the conpounds of general fornula (1): I HC
f x3 X4 CH2)n Z, 25 Z3 Z2 '

Among the compounds of general formula (1) that are subjects of the invention, a seventh

subgroup of compounds consists of all of the compounds of general formula (1):

0]

in which

nisequalto0, 1, 2 or 3;

X4, Xay X4, Z1, Zs, Z4 and Zs represent hydrogen atoms, Xz represents a hydrogen atom, a
fluorine atom or a CF; group and Z; represents a hydrogen atom or a fluorine atom:
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in which nis equal to O, 1, 2 or 3; XI, X3, X4, Z1,

Z3, Z4 and 4 represent hydrogen atons, X2 represents a
hydrogen atom a fluorine atomor a CF3 group and Z2
Ep2HBEN233a hydrogen atom or & fluorine at omPEOFR2006/000008
2006/ 072736 6 PCT/ FR2006/ 000008 R, and R2 represent,
R1nde@mdeptelsyntpﬁncm@ehd@ﬁlbedf eaththélQ%ﬁya&b@é'ﬁ @fon? or a C,-Ce-alky!,

%ngyc@%?%b apkﬁ' Io%%ﬁé? %;‘%l yleng of, §v! §8Rs; O Rigand R, form,

tageth&2wito rthe: mtt@atéten"n thiat bebidethid, rapgafetidiireMply/hafidine, piperidine,
hears the zet i di rroI i di ne, peri di ne,
SRR T B RO b A snaiRsiGR DY " HriroteeraHies Group. this group
tetp ppliveaiy sosstigited vitht 2 IC3-CraKkD, §,-C8ichdoR) enelleYeloalkyl-C,-Ca-
%yl?stltutngd with a C - %alc%ylmcssd cyclg}a Quy WCCs
'-C, -C3- al kylene or aryl group; R3 and
R?HﬁrchRE Géi:eélientl iNSERPAERIL biyedth &AM Ohy¥PbgeratBids08 @ﬂ-Cs—alkyl or
atlom or a CG-C6-alkyl or aryl group; R5 represents a
V98Pl kyl or aryl group; 10 Wrepresents a fused
Ryreyr@bemsgrcc),upa-gf(yﬁdpgmpbﬂ}upA 2 33 4 linked to the
I trogen atomyvia 03|t|ons , 2, 3 or 4, A represents
r%ore ts/ahéﬁﬁﬂé’r’%fﬁ %’PHPSEW’T”Hacoan sing fromone to

three heteroatons chosen frqmO, S and N, 15 the
carbon aton(s) of A being optio substituted with
one or nore groups chosen drogen atom and a
C, -C6-al kyl, C3-Cr7-cycl oal

C3- C7-cycl oal kyl - C, - C3- alky - C6- f | uor oal kyl
aryl, aryl-C, -C6-al kyl ene, oxo0 or thio group; the

nitrogen atom é of A being optionally substituted
ligkachioflge nilfeaen awMyie Pogtiens & 2, ddirdtent to a carbon

ngtﬁeﬁFéséHQSé k! fét'ﬁﬁweMHercﬁﬁ‘etg?b%gQé Q:Eﬁllgngﬁ 01%7 tﬂret Nesteroatoms

cases; 20 R6 represent om o
chasendrom S and3¥ic7- cycl oal kyl , C3- C7- cycl oaI kyl - C, C3-

trd Jfé{'b&né?tonﬁé) &% e r@é&ﬁ:’ngw stﬁb@ d%ke&v?fﬁ?n@bm&%rb(?'oeﬁs chosen from

aryl grou R7 represent

achydredeq) Ripm and- @'ﬂm@c@'bﬂl 253 7'5&8[0@?5('0)Lh’r(bafmcyolalkm-CGGa-alkylene
| kyl

Ong%Mlugfb%ikpra r{/;lel1 %Hﬂg,hm og)ﬁkﬂ.ﬁ}%%@ al kyl ene,

the RifTogae- qt@(g ofog m:g |opmwyk§ubsﬂ3@©)j wlth Res when the nitrogen is

aﬁ}%c&?ﬁ&éﬁ%ﬁﬂﬂn@f&:r&%%ﬂutﬁgﬁmh §5( Qé “grodd, B it Rcﬁw #R other cases;

yl ene
Re:lem‘ssemtmg&aﬁﬂowm agppa ca-w dyaemﬂardopﬂkysmczrcycloalkyi -C4-Cs-
alkylene, Cs-Ce-fluoroalkyl, aryl-C,-Cs-alkyiene or aryl group;

R7 represents a hydrogen atom or a C;-Cg-alkyl, C-Co-cycioalkyl, C;s-Ci-cycioalkyl-C4-Ca-
alkylene, C;-Ce-fluoroalkyl, aryl-C,-Ce-alkylene, C;-Ce-alkyl-C(O)-, C3-C;-cycloalkyl-C4-Cs-
alkylene-(CO)-, Cy-Ce-fluoroalkyl-C(0)-, Cs-C;-cycloalkyl-C(O)-, aryl-C(O}-, aryl-C;-Ceg-
alkylene-C(O)-, C,-Ce-alkyl-S(0O),-, C4-Ce-fluoroalkyl-S(0),-, C3-Cz-cycloalkyl-S(0),-,
Cs-Crcycloalkyl-C4-Cs-alkylene-S(0),-, aryl-S(O),- or aryl-C,-Ce-alkylene-S(0),- or aryl
group; and

W is other than indolyl.

Among the compounds of general formula (I} that are subjects of the invention, an eighth
subgroup of compounds consists of the compounds for which W is as defined in the sixth
subgroup above and X, Xz, Xa, X4, Z1, Z2, Zs, Z4 and Zs are as defined in the seventh
subgroup above.
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C3-C7-cycl oal kyl - C, - C3-al kyl ene-S(O) 2-, aryl-S(0)2- or

aryl -C, - C6-al kyl ene-S(0O) 2- or aryl group; and Wis

ot her than indolyl. 30 Among the conmpounds of general
Woraooem7oi3s t hat are subjects of the inventi olpcBRR2006/000008
ei ghth subgroup of conpounds consists of the

conpounds for which Wis as defined in the sixth

subgroup above and X1, X2, X3, X4, ZzZ1, Z2, Z3, Z4 and

Areong theeompaunde @ panerakfosaviari)nhatatsgsubiastsapbine. invgption, a ninth
SPGB CF ifpdurids PO iR P R R Sor PR, o RpeRfRMI)
invention, a ninth sdébgroup ofy conpounds consists of

all of the conpognds gf general-Yorgula (1): H X2 N

HV X3 O ~I) TR a1y K‘n_%i chnis equal to

0, 1, 2 or 3; Xl, / Z2, 73, Z4 and Z5
represent, inde eaclhpot her, a H)',')drogen or

hal ogen at om or aI KPq &3 C7- cycl oal kyl ,

C3- C7- cycl oal kyl - C1- c&akyl SERIN 1. G6-f1 uor oal kyl |

Cl- C6- al koxy, C1-C6-fl uorleakkoxy, cyano, C(O NRLIR2,

nitro, NRLIR2, 10 Clzgﬁ i oaNkyL, -S( O - Cl1- C6- al kyl,

-S( O 2- C1- C6- al kyl O2NR COR4, NR3SO2R5 or

aryl group, the aryl beiapg optionally substituted with

one or nore substituengg chogen froma hal ogen and a

Cl- C6-al kyl, C3-Cr7-cycloal kyl;
irfOahick - cycl oal kyl - C1- C3- al kyl ene, Cl1-C6-fl uoroal kyl,

Cl- C6-al koxy, - C6- f | uor oal koxy, nitro or cyano

nd?Sﬂ%?I??é’ i.(rr?uor represent, independently of each

Xo1 Ke iXs, %4, By, 01,088 1Z, @0 Ds Ospras<pi - |ﬁBeWrid§9hﬂy ofach other, a hydrogen or

g RN R R SO

ChiGerfameraliaf, 0 Gy-Chatkolpa Cs- Gskfmmoaﬁm(ga,z evard, Ne(OINRR;, nitro, NR;R,,

GifiorBhbr sl Cbnaidls STl PRI Re WRstgRe NRiSOR,

ot Iaryl; gooupy the 4@l Ieing ppimma‘]f bybstitisd mithtome oM ridreasubstituents chosen

ffgrfkyﬁ Qﬁfggé? ﬂ}%@céﬁ ll%gobyl rgp{cé éy!CZ(% alk alkyflcctois-alkytene
Oy 1Ciefveraition, 104 CC%f-a”étﬂ@hCQCEFﬂnoroalkby;d ST @h@@g@mpg

F’glér%Rg:rk %aseg]t Q%@( r@%aﬁbgf eaqﬂ o) er'_es r3]/ciraogen atom or a Cy-Cs-alkyl,

Cs-Cr-cycloalkyl, Ci-Cq-cycloalkyl-C,-Cs-alkylene or aryl group; or Ry and R, form,

together with the nitrogen atom that bears them, an azetidine, pyrrolidine, piperidine,
azepine, morpholine, thiomorpholine, piperazine or homopiperazine group, this group
being optionally substituted with a C-Cg-alkyl, Cs-Cs-cycloalkyl, Cs-Cr-cycloalkyl-C;-Cy-
alkylene or aryl group;

Rs and Ry represent, independently of each other, a hydrogen atom or a Cy-Cg-alkyl or
aryl group; |

Rs represents a C4-Cg-alkyl or aryl group;

W represents a fused bicyclic group of formula:

]
2 N
A
3 NF
4

linked to the nitrogen atom via positions 1, 2, 3 or 4;



10

15

20

25

Wrepresents a fused bicyclic group of formula: 3/ A

2D 4 25 linked to the nitrogen atomvia positions 1,

2, 3 or 4; WD 2006/072736 8 PCT/ FR2006/ 000008 A
WEP2EHAMF3a 5- to 7-nenbered heterocycle CO”WCWFP&@OOS/OOOOOS
fromone to three heteroatons chosen fromO0, S a

A F@préﬁr@ﬁ RAt®MriemBdred h‘&%r@@/c%pédn%?%‘ﬂgyfr&H Rekith ltﬂrgg h’eteroatoms

pne or more groups chosen from “ahydrogen at
%aera rem. (el @ik C3- C7- cycl oal kyl |
ths c@%oﬁ)éfdrﬁ(%b BVA bé?ila g%tlé‘ﬁéW'sﬁB&ituteé \A&'ﬁ"‘l o o e ﬁﬁ“& lchosen from

[ ene, "0x0 or 8rou

ah:i‘{"i"i?g%’h aé?‘Bn”E%Cb E='o?31 ﬁe'@&‘wh o t-ﬂtﬁlﬂﬂikw uﬁs@ytﬁ@ﬂl@d& Cs-alkylene,
GYLttJJﬂLF@ﬁomk*ﬁrhrgthSryncﬁm&wéna oRFbrafBYrod @ carbon

atom substit an oxo or wth R7 in the
188 Hifrogesas atom(sisof é‘pb@'@@n@@toaalgywhfgﬁﬁedamﬂm Be when the nitrogen is

ﬁ( | rl@'d‘d@rbo@toﬁ?s&\éﬁﬂu%ﬂl Wit an % @% %6& I'szll'l 1 ?tﬁ’ér cases;

ene, Cl-Co-fluoro , ary yl'ene
%rfﬁPfeﬁ?%ﬁ hyglgogep a’t@pr% r§e alkyﬂyﬁn-ﬁg@mclaalbyh Gs-Carcycloalkyl-C4-Cs-

didndre; 8l | @a %ﬂéﬂ l oal kyl - C1- C3-

al'kyl enLe@J(%o%é“( I'ag?/g;a IR eneﬁf’ g{ %’&él kyl ene,

R;je@ﬁsg!ptﬁﬂ hyg(qun atgrg-och- @&-@I&Vlk% Cetyasalkyl, Ca—CT-cycloaIkyl Cy-Ca-
lenketec 1 ] y - CaCo- §

cé/ C?‘-d@o‘ﬁg%melkﬁ 2 Cf d;%;'/ b QQQ)kyl CLQ)-, G Cr-oycloalkyl-C,-Cs
alky np F%’JC( a-flqgro ylacp(@)f,- gycloalkyi C(O)-, aryl C(O)— aryl-C4-Cg-

. | - S
C%'fegg %(bgfg;@t@%@@ @gﬁéug%%kg@é@m c%(cfoalkyl S(0)z-,
Carsn rcye‘Pa@BL% Qy?@h‘@ﬂ%@(@?r Y-S Oﬂswg%i%*alwe\ﬁ(@z- or aryl
gﬂfd’bebna han i ndolyl, the follow ng conpounds bei ng

"ﬁl—s(‘lfﬂ‘?rﬁB?UV‘ﬂS’M 1- benzyl - 6- br onp- 1H- i ndol e- 2-

tri‘es’ifdll@%ﬁl@ éB?npounds being exc!uded N- r&q)umol 7-}% -1 ben I-6- bromo-'IH indole-2-
g ui nol - )-1-benzyl -5-bro car boxa
AR d\h(g,um@p -7-yl}-1 benzyi -5-bromo-1H-indole- 2—carboxam|de and N-(quinol-

%dyé-brcﬁnd)ﬂ@mlﬂﬂ&&h&rﬁrl)ﬁérﬁ?f)Q'irﬁlhﬁé’ile)zb Hlahidet | nqﬂgge three

car boxam de hese three conpou s are descri
COMPRRAs AR desgsibed (rnAoctemmi 'S 2005/ 66648.conpounds  of
general formula (1) that are subjects of the

invention, a tenth subgfroup of conpounds consi sts of
Agjangghe cREPEWISORrarRNesal Tormmda &) thabmsabj(ect)a of the k@entidn, a tenth

subgrotp ofconBuhdé cérisists &Balldf tﬁ%coﬁnﬁﬁﬁ@s of general formula (1):

(N

in which

nisequalto0,1,2o0r3;

X1, Xo, Xa, Xa, Z4, Zo, Z3, Z5 and Zs represent, independently of each other, a hydrogen or
halogen atom or a CQ—CG-aIkyI, Cs-Crcycloalkyl, Cs-Cr-cycloalkyl-C,-Cs-alkylene,
Cy-Ce-fluoroalkyl, C,-Ce-alkoxy, Ci-Ce-fluoroalkoxy, cyano, C{O)NR4R,, nitro, NR Rz,
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4 72 25 in which nis equal to 0, 1,20r3; X1, X2, X3,

X4, Z1, Z2, Z3, Z4 and Z5 represent, independently of

each other, a hydrogen or hal ogen atomor a

O 2006407RY86 C3- C7- cycl oal kyl ,9 PCT/FR2006/000008
C3- C7-cycl oal kyl - C1- C3- al kyl ene, C1-C6-fl uoroal kyl,

CiCLBicalkyh xB(OLL - Chaliih 0BT, 1000k alkN ATONRIE) NRLBDR,, NRiSO:Rs
n| tro %736 PCT/ FR2006/ 000008
‘?LI‘HRi‘?ﬁ ﬁv}/\gemg(cgjlor@ ly sybglityied with one or more substituents chosen
froﬁ( l@) ltr?@be%ar@d kyIG,- @@;Nﬁ' £%§%§ﬂﬁ3t 0 tﬁ%czii»‘_}aelk C:-Co-alkyiene,
Gitr PR ol frCedaRalony. e & PEPBGENPand a

F@lar@R@rkMJeser@Srn@EpérYdénﬂ |dK)é|ach other a CGydrclzgen atom or a C;-Cs-alkyl,
uor oa

- Cl- |
' %1‘3@0%%&% -Cr%oﬁ"w&ﬂéra?@&%ne AT 130y QFOLtha‘?foRy and R, form,

t et wﬁ‘a Eﬂe ﬁﬂt@géﬁ a"t@rﬁrtﬁéieﬁéars'tﬁélrﬁpﬁﬂd&@tHMeOByr‘?ﬁﬁme piperidine,
ot her, gr ogen atom or a Cl-C6-al kyl

AE-PIG:. 63969 Dy ihiomerphefingy PIRGEAZRA cT Dot PipEKaRinen grayp, this group
bRlng! oficRBIR; subistiftledWith B2 Cf -2, Biky!, t@ag@%woémﬁ fbt-@fscycloa:kyl C4-Ca-
fe,n en atomthat bears them "an azet’ di ne
33’9' BIoF @MYheroup; peridine, azepine, norpholi ne,
RaldnenR) RipedseRe inddpRAASTIyST &ch RAIRERPh ﬁﬁ/ﬁﬂ?g'eﬂeat&h%‘pa Cs-Ce-alkyl or
th| S %roup bei ng optionally substituted™wth a
&Pa| kyl, C3-C7-cycl oal kyI C3- C7-cycl oal kyl - C1- C3-

R%Qe@b““tm*‘cﬁ‘@%%"?*@er 2 hydr ogen atom of a

VHJd ? f %f each o

usggl bicyehn Q’EF%BHO""P@af epresents a
Cl1- C6- al kyI or aryl .group; Wrepresents a fused
bi cyclic group of fornmulag A2 15 4 linked to
the nitrogen atomvia posi X, 3 or 4; A
represents a 5- to 7-nenbd '
fromone to three heterodt Ons hogen from O, S and N,
the carbon atom(s) of A beimng optionally substituted
with one or nore groups chosen from 20 a hydrogen
linfesip Ariniogen aemalix positiaps-1C2. 3pchoal kyl |
Aﬁg@geﬁ&éﬁ S’%kYYOJg W’k% Iﬂéeté%l: comﬁ:’s % frgrl'nutg'fe thﬁée ‘heteroatoms
Cmﬂeﬂd@@h ab@nddy: of A bei ng optionally subst i t ut ed

{

R SRR o Aelld oty SosBUBAR adsortnGRighihe shosen from

atom su stltute
achysieegen atom and a C,-Ce-alkyl, C3-Cr-cycloalkyl, Cs-Cr-cycloalkyl-C;-Ca-alkylene,

Cy-Ce-fluoroalkyl, aryl, aryl-C4-Cg-alkylene, oxo or thio group;

the nitrogen atom(s) of A being optionally substituted with Rs when the nitrogen is
adjacent to a carbon atom substituted with an oxo, or with Ry in the other cases;

Rs represents a hydrogen atom or a C,-Cg-alkyl, Cs-Cy-cycloalkyl, Cs-Cr-cycloalkyl-Cq-Cs-
alkylene, C4-Ce-fluoroalkyl, aryl-C,-Cs-alkylene or aryl group;

R; represents a hydrogen atom or a C;-Cg-alkyl, Cs-Cs-cycloalkyl, Cs-Cr-cycloalkyl-C-Cs-
alkylene, C,-Ce-fluoroalkyl, aryl-C,-Ce-alkylene, C4-Ce-alkyl-C(O)-, Cs-C;-cycioalkyl-C-Ca-
alkylene-(CO)-, Cs-Ce-fluoroalkyl-C(O)-, Cs-Cs-cycloalkyl-C(Q)-, aryl-C(O)-, ary-C,-Cq-
alkylene-C(O)-, Cy-Ce-alky-S(0O)z-, Ci-Cs-fluoroalkyl-S(O),-, Cs-Cy-cycloalkyl-S({0),-,
Cs-Cr-cycloalkyl-Cy-Cs-alkylene-S(O),-, aryl-S(O)- or aryl-C;-Cs-alkylene-S(0).- or aryl
group; and

W is other than indolyl;
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R6 represents a hydrogen atomor a Cl-C6-al kyl,

C3-C7-cycl oal kyl, C3-C7-cycl oal kyl - C1-C3- 25 al kyl ene,

Cl- C6-fl uoroal kyl, aryl -Cl-C6-al kyl ene or aryl group;

WD 2006/62€86s a hydrogen atom gr a Cl- C6- al kylRPCT/FR2006/000008
C3-C7-cycl oal kyl , C3-C7-cycl oal kyl - C1- C3- al kyl ene,

dflcap@itioh uinatoretiekyV, is arbehzifild426fya IDeykethRizolyl or benzoxazolyl group, then

chrl%gs %ﬁgﬁ{%ﬁf&?@ry@%ﬁg@Cﬁlgmré&gﬁ%élkyl. Cs-Cr-cycloalkyl-C-Cy-
ABBAeDE; cYsCptlidrphlk@ @Co-Ridrbalkd§) -cyaddy IC(OINEIR,, -S(0)-C;-Ce-alkyl,

%ﬁz%%]%u@c%%%%§%§éf@@§@§yu oal kyl -S(0) 2-, 30

C3- C7-cycl oal kyl - C1- C3-al kyl ene-S(O) 2-, aryl-S(O 2- or
ryl-¢C1- C6-al k ne- - or aryl roup; .and Wi
%}“ﬁ’@ﬁ{ gﬁmf%ﬂld{ﬁsspf?ggég%ﬁﬁg%glﬁgﬁﬁéhqgarguspdbjgctg of theS invention, an
RUBHFRABIAIRAN ROfpoaidscsvnelists ¢TIl loh e WRIbLRS 8 general formula (1):
benzi m dazol yl, benzothi azolyl or benzoxazolyl group,
then Z1, Z2, Z3, Z4 a&nd Z5 reptesent a Cl-C6-al kyl,
C3- C7-cycl oal kyly, C3- &{- cycl oaf I_Wl- C3- al kyl ene,
Cl- C6-fl uoroal kyl, koXy, cyano,
C(ONRLR2, -S(O-C1
NR3SC2RS or aryly gf
general formula (1) t @@Wects of the
i nvention, an el even Subgroldp of conpounds consists
of all of the conpounds gf=—general fornula (1): H X2
N- w X4 7. (CI—UnZ N which 10 n is equal to
0, 1, 2 or 3; X1, X2, X , 22, Z3, Z4 and Z5
represent, independently/of \each other, a hydrogen or
hal ogen atom or a Cl- G& al kygZ, C3-C7-cycl oal kyl ,
. C3-C7-cycl oal kyl - C1- C3-al kyl ene, C1-C6-fl uoroal kyl,
Incybiel.- al koxy, C1- C6-fl uoroal koxy, cyano, C(O) NRLR2,
nd g%gm MNRIRD, o £°1- C6- t hi oal kyl, -S(O) - Cl- C6-al kyl,
-S( Q) 2- C1- C6- al kyl, SC2NRLR2, NR3COR4, NR3SCR2R5 15 or
ar &gr%ﬂu%p thh%aén @nd Berangessot,iindepengentlyf eiachioter,ve bydrogen or

h%%@eczrg g’ltEErﬁ €oP g?g&%%@aﬁﬁs&ckﬁk@m %s-ral-&%f%glk?ﬂ&—éa-alkylene,

Ceatinompdiybal ke-atkexc3CalifilenvalkoxyCl cyeof | C(E)NRYRy | nitro, NR;R,
( 0% G- £061F.lug Lkoxy, n i t cy,

CELs oA o) G Sl OPLERL D SN REIRRRGR, NS

Ok Broun, Wednpideaingortianelly subGlituts! with phe or more substituents chosen
- g7 vh ¢ Gl Y6 eakiylakt- €3l NL.ERE.O ¢

frgfa |§ g?lgg%r?aéglﬁ Elcg%%‘e fg?%'c;‘féféal@, Al KU ERG-CLc,-alkylene,

Cy-Ce-fluoroalkyl, C4-Ce-alkoxy, C4-Ce-fluoroalkoxy, nitro or cyano group;

R: and Ry, represent, independently of each other, a hydrogen atom or a C1-Ce-alkyl,
Cs-Cr-cycloalkyl, Cs-Cr-cycloalkyl-Ci-Cs-alkylene or aryl group; or R, and R, form,
together with the nitrogen atom that bears them, an azetidine, pyrrolidine, piperidine,
azepine, morpholine, thiomorpholine, piperazine or homopiperazine group, this group
being optionally substituted with a C,-Cg-alkyl, Cs-C;-cycloalkyl, Cs-Cr-cycloalkyl-C4-Cs-
alkylene or aryl group; |

Rs and Ry represent, independently of each other, a hydrogen atom or a C,-Ce-alkyl or
aryl group;

Rs represents a Cy-Cq-alkyl or aryl group;

W represents a fused bicyclic group of formula:




20 together with the nitrogen atomthat bears them an
azetidine, pyrrolidine, piperidine, azepine,
nor phol i ne, thionorpholine, piperazine or

Wormmpsmaags ne group, this group being opti onadt#R2006/00000
substituted wth a Cl-C6-al kyl, C3-C7-cycl oal kyl, 8

C3- C7-cycl oal kyl - C1- C3-- al kylhene or aryl group; R3 and
R4 represent, independentpy of eaech other, a hydrogen

atomor a Cl-C6-al kyl or | gnhoup; R5 represents
rePresents a fused
572806L072736 11

a Cl-Co6-al kyl or aryl gro I"
bi cyclic group of formul &
PCT/ FR2006/ 000008 A 2 ~ 344 |linked to the nitrogen
atomvia the positions 1, 2, 3 or 4, A represents a 5-
linked7torieerbitnogen btonevie dye pasitiomspi;, 2s3 bg4f rom one to three
h 0] f 0. S .and N. 5 the carpon
AR S et o R st BhGiaeye R SBawrsie Zgmpih Coesegpeteroatoms
chogen fgpro S artddden from a hydrogen atom and a
s tEeadiot o) 4L 4G YRR Wisttutecyitogng pojgpareyps chosen from
aahydrogerr ptonCnd6a ahkw-ﬁmﬁ, Oaﬂt-qtltbﬁm cgrco;u@b t'_‘c{dap@gcrcs-alkyzene,
it S ing optiona substitute
Nqsﬁfg'%ggmjé%%’hgeryl%&t'éﬁa@weﬁ%’ Xsﬁfﬁe%ﬁ%’% a carbon
thet oittogeab satom(x) eof M bdingimpﬂmmllgrmrlfpgtuwd With IRR%heR thBenitrogen is
: : resents a rogen .0 a
=081 4 AREboneoR R bBIIEE At 0 SEah R T e btiey cases:
10 Rarépresands a GiydiSgen latom onh m#cs;]algw,l (—:Qlf-@t&:lc@!mIcgr@-@Icioalkyl-CrCa-
OMDP; pL.esent.s rogep atomor a
B R Il e s By IO RUR! ol k1 - - co-
Rareweml a Gydrogen bitoon oaC!a m406[ak31;,l C2~ERtozidyy |BrErcycloalkyl-C,-C,-
PR ek e T BH ARy e BV CIO)-, CoCroycloalkyhCrCe

alk@eCH{CRE| da-Ratluopdlkyl-C(a)-y | CLCELycloathyC{OL: GyIXHO)-, aryl-Ci-Ce-

2065. 9 . Paal kys-S(Q) Z-

s ROl BOTor SO AEl . eI R)r. Peprerooakyt SO)-
Ce8CyelagikyldntGydlkyBinecS(Qlk-K y byh8{L0pRaryl-8%-Y-afi/En-S(Q).- or aryl
g%pélén - C6- al kyl ene-S(0O) 2- or aryl group; and Wis

otnher than indolyl on condition that when Ais a
Wsis e éhardintelyler ocycl e, then it is unsaturated. 20

on condition that when A is a 5-membered heterocycle, then it is unsaturated.

20
Among the compounds of general formula (1) that are subjects of the invention, a twelfth
subgroup of compounds consists of all of the compounds of general formula (I):

U

in which
25 nisequalto0,1,2o0r3;




10

15

20

25

30

Among t he conmpounds of general formula (1) that are

subjects of the invention, a twelfth subgroup of

conmpounds consists of all of the conpounds of general

W pode07a786 H NW C (1) X4 @nn Z4 Z1 Z3 ZscTiFR2006/000008
which 25 n is equal to O, 1, 2 or 3; WD 2006/072736 12

REK,FRZ0Q62,080%)87, arkd Zf?(f% ré&%nt ﬁfbeﬁgﬂderﬁg of ég’ch éﬂera'éohydrogen or
represent, i ndependent Oé of each ot her
"3

*66509%@ @ %t G brCardteyl. cBsKirgyrioalkyl C@a-@y@vféé@lkxh -Cs-alkylene,
@SCQﬁU&MQIkﬂa@WdZS-ﬂkox?% G- by168r8alkodyl - &fanb) @8@&@\#%' nitro, NR4R,,

uoroalkox cyano,

G BioA B (O) B Lol 50k a3 SN ANGHEOR.. NR,SORs
Ss(r?)é%o&}i t@’aﬁ}l lbﬁing o?ﬁ%ﬁﬁﬂy%bs“@%@% omgéls%%ss%s‘ﬂfueﬁts chosen

roup, eing optional ly titute

arlﬁﬁeé‘ §0‘Bs§ |<¥u@m@|§ya€ésfémcyche&w aCirbireydeniigd £Ls-alkylene,
Qlcgﬁu&bglkﬁl C 9@0@/ ¢ s?l-fﬁ?bﬁ'oalkoxy, nltroogr ﬂanorgg%ﬁ( .

C3- C7-cycloal ene

F&na@%f@ rﬁas@,senmnd@@encﬂemlvm aaskyother, t bydsegary aieon or a C,-Ce-alkyl,

@}@yeydd%lkyanés-&-waeél@mﬁﬁﬂlcs-a @r&efkﬁ M ¥%rQip; €3 R, and R, form,
ot her rogen  ato Co
tegether. wgim%%unﬁsngencgomﬂﬂéy beeral fopm, @D azeatlélnley pemelidine, piperidine,

a¥eine I hiitpholiRE, RlorAdiBhblhe razing or HHR dﬂ)ﬁferﬂlr'@ ohdiB, this group

nltrogen atom t hat bears t edrﬁ an azeti
WQ’ sPiTRe Su?ﬁt'ﬁ-ﬁ?q’ Hithed CaLeplind, Cabr- pm@aim C5-Cr-cycloalkyl-C4-Cs-
I iHEr Ring | hm%,,, pi perazi ne or honopi perazi ne group,
this bei ng optionally substituted with a
TEUCS ﬁarwﬁsenmn englenthapigach aherca kydevasal &gm-aia €3-Cs-alkyl or
aﬁrl bgne or aryl group; R3 and R4 represent,

ependently of each other, a hydrogen atomor a
%feﬁfﬁs%’l'tﬁﬂcm%‘a"lﬂ oAAM 9WUBUp: R5 represents a
VElefBsatk i kusel ﬁ':c@bg‘d%_ffo%[ll%mesems a fused

bi cyclic group of formu ] 2 3A 34
2 2
A
3 =
4

linked to the nitrogen atom via positions 1, 2, 3 or 4;

A represents a 5- to 7-membered heterocycle comprising from one to three heteroatoms
chosen from O, S and N;

the carbon atom(s} of A being optionally substituted with one or more groups chosen from
a hydrogen atom and a C;-Cs-alkyl, Cs-Cr-cycloalkyl, C;-Cr-cycioalkyl-C4-Cs-alkylene,
Ci-Ce-fluoroalkyl, aryl, aryl-C,-Ce-alkylene, oxo or thio group;

the nitrogen atom{s) of A being optionally substituted with Rs when the nitrogen is
adjacent to a carbon atom substituted with an oxo group, or with Ry in the other cases;

Rs represents a hydrogen atom or a C,-Cg-alkyl, C5-C;-cycloalkyl, C3-Cr-cycloalkyl-C4-Cs-
alkylene, C,-Ce-fluoroalkyl, aryl-C,-Cg-alkylene or aryl group;

R, represents a hydrogen atom or a Cy-Cg-alkyl, Ca-C;-cycloalkyl, Ca-Cr-cycloalkyl-Cy-Cs-
alkylene, C4-Ce-fluoroalkyl, aryl-C,-Cs-alkylene, Cy-Ce-alkyl-C(O)-, C;-Cr-cycloalkyl-C4-Cs-
alkylene-(CO)-, C4-Cq-fluoroalkyl-C(0)-, Cs-Cr-cycloalkyl-C(O)-, aryl-C(O)-, aryl-C,-Cs-
alkylene-C(O)-, C;-Ce-alkyl-8(Q)-, C;-Ce-fluoroalkyl-S(O),-, Cs-Cr-cycioalkyl-S(0),-,
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linked to the nitrogen atomvia positions 1, 2, 3 or

4, 20 A represents a 5- to 7-nenbered heterocycle

conprising fromone to three heteroatons chosen from

WO Bowngrdizst he carbon aton(s) ;pf A being Opt'lﬂ@PﬁFWOOGIOOOOOB
substituted with one or nore groups chosen from

I
OO SRR S A OS2 Lk SO0 or e

WPy andr y| - C1- O6- al kyl ene, oxo or thio group; 25 the

w|,§ b%?ﬂwaﬂtuﬁtﬂ‘ﬁﬁ) of A being optionally substituted
when t'he nitrogen is adjacent to a carbon

%Q%dg'aaélﬂatwﬁ othefithan amunsabirgied fonembersidtetaBeycte. t he

ot her cases; R6 represents a hydrogen atomor a

Cl- C6-al kyl, C3-Cr7-cycl oal kyl, C3-C7-cycl oal kyl - C1- C3-
Hexsanepesindeior @figh noo XekXd, Xeafiy Zz s ZBZaIahyIWraee as defined in the

{/ m or a
BT S RDUASERER A PURBYORUET ol 51 - c1- o
30 al kyl ene, Cl1- C6- fI uor oal kyI aryl - Cl C6- al kyl ene,

aI kr%(s‘tﬁg By S&ms ff % %%T ‘fgr‘l:rlu{?f )’by E?glarec%ubjects of the invention, a

ene- ["'uor oa

QMP@Icomp@md's congistsGgf@e follawiph cGinpGGRds:

I@H&&uﬁﬁﬁ-gg)o@éﬂiorﬁ %@hd@f@é&%&ue’n I mﬂ{%} 1§(tejloie~2 GRppoxamide,
Ntometimb 1268, iitptr[acthpqglogm -PI-0 e8triflucromethyl)phenyl}-1 H-indole-2-

cg,?b-ogggm@écl oal kyl - C, - C3- al kyl ene-S(O) zZ-, aryl-S(O 2- or
al kyl ene-S(O 2- or aryl group; and Wis

%(%@PtWhaﬁ 3 ﬁtﬁillawd reAvioeInti-1 d(B-5-dimethyl)pheoyi&k-indue 2-
Cafboug,ﬁm‘eurat ed 5-nenbered heterocycle. 5 The
ngounds for which n, X1, X2, X3, X4, 71, Z2, Z3, Z4,

Ad-totraive ragyingd T ivhets [3-ir Iﬂtn@m%tb:d)p@eeylb@;h‘fmqm dfcarboxamide,
M@Wﬂ@iﬁ?ﬂ@—o&@-‘?ﬁ-&n‘z@*&zﬁrﬁfﬂul B l({F?I[J?r%P?et%H s, ingoler2-

conpounds of general
cabexamigent i on, a 10 fourteenth subgroup of conpounds

ARyl b A A9 SR A e ey Pl
CaR P)‘@fégﬁyl] 1 Hindol e- 2- car boxani de,
ANZ(@XO@&JEI)Hyleoqam%i R fF)ﬂ_—#SQ(QMﬁBBg*Qt@@PBg ! ‘pf:l-%lﬁ-dL)% é-tcarlbgg(amtde

uor onet hyl
N,\(b(eqzqf@pﬁ -yIM— -gritluaremethiiyrehenyl]-1H- |ndole-2-carboxam|de

N'i(QCIHétﬂ tnera/b%yi)lr - iR R hE RIE T indofe- St BaRk Gida:

car

NMZ(&dlgygoqugxaamﬁfMl)oh[ﬁ ~frdfluoionysthyl JphEByII-1 Miiddole 2-aartioksmide,
MBRABIY- Hz'i‘ain QeT-f3-

(RB L perosa i Y £ R BT Dnep i ingais Prepingrapice,
Nt ﬁg)q;t‘)n)dwéﬁ&n pym a-ﬂuqn@-dﬁé?rmmr@;ﬂrelaw)haeﬂhﬁwH-lndole—z carboxamide,

(iR Y 543 Via-

SEI e thenyl ] e@ét&d@%ﬂ'ﬁ'%y%huorg 1 (ﬂ ﬂuor[)g‘he(ny )me hyﬁ L hdole-2-
carboxamide,
N-(1,2,3,4-tetrahydroquinol-7-yl)-5-fluoro-1-[(3-fluorop henyl)methyl}-1H-indole-2-
carboxamide,
N-(isoquinol-5-yl)-5-fluoro-1-[(3-fluorophenyl)methyl]-1H-indole-2-carboxamide,
N-(1,2,3,4-tetrahydroquinol-8-yl)-1-[3-(trifluoromethy!)phenyl]-1 H-indole-2-carboxamide,
N-(benzoxazol-5-yl)-1-[3-(triflucromethyl)phenyl]-1H-indole-2-carboxamide,
N-(2-methylbenzoxazol-5-yl)-1-[3-(triflucromethyl)phenyl}-1 H-indole-2-carboxamide,
N-(1-methyl-1H-indazol-5-yl)-5-trifluoromethyl-1 -[(3-fluorophenyl)methyl]-1H-indole-2-

carboxamide,
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20 car boxam de,

N- ( 2- oxo- 3, 4-di hydroqui nol -7-yl)-21-[3-(trifluoronethyl

) phenyl ]-1 Hindol e- 2- car boxam de,

W BRG6/GFATBEN- 5-yI ) - 1-[ 3- (tri f haior omet hyl ) pheng&TrR2006/000008
H- i ndol e- 2- car boxam de,

NH{2-bxodt fyihydrdalinl- Byly-6)ftubrd- 84 (Gt fluofd prehpimétiyil-) Rhedbrd-b-

ﬁ\a‘,_J" &} ‘g‘?ol e- 2- car boxam de,
lf 'hydr obenzoxazi n- 6-yl ) - |
N{(Berzbfuirdn-8gt) Ridny 1) B motbphenybivieniql 181 RdeRI DN BH HGde,
R 8- Ayaron e By Doy Rusrorhenyimeigird tHiptole e
caytbdxairitié, ndol e- 2- car boxam de,

i - 5-f 3-fl henyl)
@i‘%W@&’%ﬂ?%ﬂb&zg&ﬁ@%rﬁ?gﬁfo?onme(n(xomemﬁ% Phingoe s "
Grtdextaatidenhydr oqui nol - 7-yl ) -5-fl uoro-1-[ (3-f 1 uor ophenyl

- box
’Mf % Bfl %‘fﬂh&fﬁg?‘ﬂlaw %rﬂhéﬁ%@aormﬁthyl -B(3flueropbany))rmti]idr-indole-2-
crarth:eclyr-hc)enet hyl]-1 Hindol e-2- 30 car boxam de, '

%x?"%P%ﬁﬂbﬁiz‘fllf;”ﬁ%ﬁwmrl-11[(W'Pwe@h@wﬂn@§wﬂo%&mdc@ 2.
cﬂrt(oka&udb,4 tetrahydroqw noI 8- yI) 1-[3-(trifluoronethy

L) phe -1 Hindol e-
%U?B’sﬂ%eazm@%%ﬁvnﬁ T’@U?fpmemyuéﬁ@nwfpephlérmmyﬂ -1H-indole-2-
cekbord®kde; 2- car boxami de,
N 2- b oxa 1-[3-(trifluoronethyl)phen
%[ﬁ-wﬁ-? é@oﬁge%@hgépgwggn?{-a@ 5-t[gguo(romethyl 1 [(3—ﬂuoro>;/)ht)er?yf)methyl] 1H-
indo{el2naitoyxsmibig; i ndazol -5-yl)-5-trifluoromethyl-1-[(3-f

Qro Ben Ibg gh -| H i ndol e-2- car boxam de, WO

B)@g,ﬁ% @%‘é {[E eiher bligdlggrophenylymethyil}- 1H-indole-2-
chkbpRamiie; 3, 4- di hydroqw noI 7 yl)-5- fI uoro [ -[(3-fluoro

enk_& thIL- - carboxa
R BRt b e iy baRics e T-{ S opashemmersyiritfagbie-2-
chrbbxéidadol e- 2- car boxam de,

2, 3-di hydr.obenzoxaz uoro-1-[(3-fl uoroph

N e RSl A i arcstethyioktyeraphanyhmetnyil 1 A ndole-2-
ch(:Bamme 2H benzoxazi n- 6 yl)-5-fl uoro | -[ (3-fl uorophen
% t& l? %ndol e- 2- car boxam

Trpe Y’\é“‘ nyiR ﬂsﬁcbf'bﬁuﬂﬁ'amﬂ?etww L@-ﬂwrpprmamthyuw&mdole-z
crbdxdrhider ophenyl ) net hyI ]-1 Hindol e-2- carboxam de, 10

- (2- 0X0 SHHSM trlfluoromt?{I-l
"):YES%@“P%%V 3 HRINA-§ et fiprqrheny imefbyli1 B-indale-Bormaxamide,
M {retipbBydiRRIBEZIE- f‘?SQI'uoﬁJ yJ[(BT@nFJphE-W Hﬁf ’gM'iﬁdoTeLé 3-

flbuorrwghenyl)rret hy 1 Hindol e-2- car
Bhyl -1, 2, 3, 4- tetrahydrqu|noI 7- yI) 5-trifluoro

Nr(atrhe‘thylberﬁzﬁrardtakémr @pbﬂuﬂbﬁ o)ﬂﬁbhmbﬂopﬁeﬁh)ﬁeﬁhw] 1H-indole-2-
gdol e- 2- carboxam d

carboxamide,

N-(1H-benzotriazol-5-yl)-5-trifluoromethyi-1 -[(3-fluorophenyl)methyi]-1H-indole-2-

carboxamide,

N-(quinol--yl}-5-fluoro-1-[(3-fluorophenyl)methyl}-1H-indole-2-carboxamide,

N-(1-methylindazol-5-yl)-5-fluoro-1 -[(3-fluorophenyl)methyl]-1H-indole-2-carboxamide,

N-(2-methylbenzoxazol-5-yl)-5-fluoro-1 -[(3-flucrophenyl)methyl]-1 H-indole-2-

carboxamide,
N-(benzothiazol-6-yl)-5-fluoro-1-[(3-fluorophenyt)methyl]-1 H-ind ole-2-carboxamide,
N-(2-methy[benzothiazoi-5-yl)-5~ﬂuoro-1-[(3-ﬂuorophenyl)methyi]-1 H-indole-2-
carboxamide,
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N- (benzot hi azol - 6-yl)-5-trifluoronethyl -| _
-[ (3-fluorophenyl)nethyl]-1 Hindol e-2- carboxam de,
5-
1

N- (
W[Q%OQGIQ?&?aphenyl ) et hyl ] -

trifluoronethyl-|

2- met hyl benzoxazol - 5-yl) - _
H ifdol e- 2- car boxPOTAHR2006/000008

Ma(% gxn-étchsﬁhbtnqmncbiﬂasdb&twc)mahyw1 -f(B-floopRémImethyilt +-indole-2-

dar

nyl)methyl]-1 Hindol e-2- carboxan de,
yl sul fonyl i ndol i n-5-yl) - 5 trifluoronethyl-I-]

I‘(I32-pp<@mdlepHizVIyE)thtday-l[(B—f[uoI'cbpthyJ)rﬁetﬁyl] ¢Hfﬂmvkamo§ﬂ)o§amlde
ID"I‘H%QH oI eo&é Qyﬁ%%lg)g 12@.{ Huozg{argeny) %rﬂpp-ﬂn\ﬁ/tljl)e?ct:argoxamlde
MN(1- mermwbmﬂmdomﬁgmuqun)[(ﬁiddamfeaymméthﬁﬂ i Hugdabe

Eﬁﬁ I']-1H 1 ndol e-2- carboxam de,
@t& yl benzi m dazol -4-yl)-5-fluoro-1-[(3-fl uorophe
M ;E-mln'nétmn]:erizimmhmcﬂ -g)-B-fluc- gs&nﬁb@@henys)meth 1] 1H—|ndole-2-

| uor onet hyl -1 [ uor

nzotriazol -5-yl)-5-tri
opéwojxgﬂ:"\ methyl]-1 H-indol e-2- 30 carboxam de,
le{z-qmwbehzc&ayd)I)S-)'B}-ﬁJtmﬂDbﬁarﬂeth{d(ﬁf(:Mu&bQﬁé}%Vr{e}ﬁmt‘m’In]doﬂe-z-
c%l%o%g% - 2- car boxami de,

hyl i ndazol - 5-yl)-5-fl uoro-|

N-[{2-Bhérlylbenppiazolys- wpstthmjdmdaeﬂﬁyn-nﬁalﬂao%pﬁéﬁ;b}wfeimf}dmandole 2-

Ce

%aﬂ%ﬁ hyl benzoxazol -5-yl)-5-fluoro-1
orophenyl ) nethyl]-1 H i ndol e-2- carboxam de,

ntes) uNo@bIen&-qt)-Kﬁ-f&M# QfMIt)ortﬁaffehym'h@m?l] -1H-indole-2-carboxamide,

Mgl A B B er b DA B 2 b o phe

Nafjsoomizohy-y])-Skludro-n (8-Ructephenl rasmpi-d 8r-ind¥k 2006h EATRS
"ﬁ?{ﬁ%ﬁgﬁ‘? %&%ﬁb@v‘ic’fJ|“HB?r1%’wuPr@h?PY'}m%fayfbﬂﬂdﬂmanie-P [

cadokamioepphenyl ) met hyl ] -1 H i ndol e- 2- car boxani de,

%ﬁ%ﬂ@zgfgﬁ Iié-%izfﬁ@gc'}-}){g@;pﬁog@arh%nglfl)rLéthyJ B S T Dot e,

AN2( e iy tiroqainol- 754 -thethok- UIQ(fthﬁdord;ﬂﬁnf(lblH@hﬂPhﬂﬂﬂdlc)lém

ér]wd% | ndol e- 2- car boxam de,
Cﬁb% ' ﬁ sul fonylindolin-5-yl)- 5f|uorol[(3f|uoro
Nﬁﬁe’ngthylhem:myﬂd}azdlm-ymd{ﬂbero?r [(ealubma@mﬁnethyul 1;?.,,1(10;6-2-

op enypgmst hyl]-1 H i ndol e-2- carboxam de,

i met hyl benzi m dazol -5-yl)-5-fluoro (3-fluor

N- ( 2- et hyl benzoxazol - 5 yI) 5-trifl uoroget hyl ;jl -[(3-flu
am de,
inthe %Qr?t th gf the TR hlbésént lnven |on ?he foﬁom%lg rr?eaarn!n%)é apply:

Cr-C; in which t and z may take the values from 1 to 7: a carbon-based chain possibly
containing from t to z carbon atoms, for example C,-C; is a carbon-based chain that
may contain from 1 to 3 carbon atoms;

an alkyl: a saturated, iinear or branched aliphatic group. Exampiles that may be
mentioned include methyl, ethyl, propyl, isopropyl, butyl, isobutyl, tert-butyi, pentyl,
etc. groups;

an alkylene: a saturated, linear or branched divalent alkyl group, for example a C,.a-
alkylene group represents a linear or branched divalent carbon-based chain of 1 to
3 carbon atoms, more particularly a methylene, ethylene, 1-methylethylene or
propylene;

a cycloalkyl: a cyclic carbon-based group. Examples that may be mentioned include
cyclopropyl, cyciobutyl, cyclopenty!, cyclohexyl, etc. groups;

a fluoroalkyl: an alkyl group of which one or more hydrogen atoms have been
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N- (2- phenyl benzoxazol - 5-yl ) -5-trifluoronethyl-1-[(3-fl
uor ophenyl ) et hyl]-1 H i ndol e-2- carboxam de,
N- (qui noxal i n-6-yl)-5-fluoro-1-[(3-fl uorophenyl) net hyl

WO 2046/0vB7136- 2- car boxami de, 16 %T/FFZQOGIOOOOOS
N- (qui nol -7-yl)-5-fluoro-1-[(3-fl uorophenyl) net

i Heafl 16H; 15
H- reyrladegh Atca fiberinang o-1 - ﬁ‘s f1 uor ophenyl ) net hyl ]

gb%ﬂ%é% Pag}agl gﬁ)ﬂi&'ﬁ? a:@lch the alkyl group is as defined above;
N (axmumeasén;d)dyeaﬁlam&?@buz&ov Which- ér{euef Pnche W drobbi UM Bave been
nyl ) net 1_Hjndole-2- carboxamd

%Pé%fp &i"ataz%‘l'or@eﬁtgmB fl uoro-|
- [ esmﬁdamr@rdmwmmpm hich the bswgﬁrsu& RGR &Tﬁ%ﬁ'ﬁe o

hydr oqui nol - 7-
(I;I;) én%}? ';)rfgtqa@?‘]l a%"m@n%@&%& zontatmngabatw@m Bearhd 0 carbon atoms.

N- Eiarﬁplb@)bf Q?ﬂ%?ﬂbﬁﬂé?ha?b)é'r%%rﬁloﬁéd‘ ﬁ\'i:f?:d%: Rh%ﬁrl ahg%{'ﬂé’lﬁﬁﬁ groups;

i ndol e- 2= car boxam de
%rﬂé @it S3tHiAtas iPaRially Hesatyrteg\drragometm$ gy -membered cyclic

Wﬂd tyOmrﬁ‘&i _/g @m(éne' 18 t%b%téroﬁtg%szch%@é'n tfr?l%e ol g n§afﬁ ulﬁ)éamples of

from a car bon-based I N PossSi b

PR ¢ tothﬁtz cAPbhoReatBaRfionedr inckusepl Ied@DyCS lscmtmltnyl benzofuryl,
d&@ﬁ&ﬂb@nﬁtﬁ'ﬁ@ﬂ Chﬂdeﬂz&tﬁ%bheﬁwy COcﬂﬁ;ﬁHr@b r{zﬁfﬁ‘io;ohgﬁ)%,r benzoxazolyl,

: rate
d&w g’ﬁ@%P’@F?'b'ﬁbt i c |§qb@uéofumanp|®@dt¢1mbemagfum benzimidazolyl,
dn‘qﬂﬁdbeﬁﬁﬁhlddiél‘yude netiidzelyet hyI ’ b@fx?cﬂﬁtéf)olglsom oD%'oB%nzothlazolyl

k?_l tert-but yI

d Vﬂ'}ré"séi’PR °3'H@¥ oy, shangetaiagalyl, |qtnmiy! oilhsmrmmmsd tetrahydroguinolyl,
Isdqmab@ntgw?glﬁréhotcgﬁr\g@{pl tﬁgﬁyﬁ?ﬁd@n c)ﬁ’e%']n& | vazlzeiJI 4fifHfobenzoxaziny,
b%%oﬁﬁ 'Bg'se '%EWSP?F@F hiazipyh,  gneelinglon qatl'@mllnyhorchhydroqumazolrnyl
tqﬂahtrdlrﬁqlllnﬁéidl’ ing, m?bt]Mb%ifﬁ |, et IE}H %uurﬂaxgﬁ'ﬁrhyl et&?é/lj\y%lpoqumoxahnyl

35 - a cycl' oal
@b?iﬁg'ﬂy' 9@&"1@?{’8&}5’ lazinyh mipisah mhthﬁqznm nietrehydreltbnz]blazepinyl,
teltrah‘}d:dl@enzw@iébﬁfyp pyl ’tetFéf'Fyl:l %%ﬁ’[tf]az&éf ﬁ)&! ope n{eYrE hﬂ(roﬁnenz[d]azepl nyl,

hex etg. groups - ["uor oa

ﬁ‘(ff& li’)?r}/zﬁi‘ﬂ]{é wIdaersW. nor e hy dr ogen ailetrﬁhydna‘.\mzbbﬁm Axzepinyl,
teﬂ@ﬂﬁr&?&ﬁaﬁﬂﬁﬁ]@@}é;ﬁgﬁQgglt&%gg eﬁfm‘ﬁb}?@f}ﬂ} #eﬁ)n\yﬁgmups

orine ato - koxy _
&G’H@f%mk@/ flugyingud chierings aderpminecoratndodine;- ~ a
-f|'m@még@<*y=o"an al koxy group of which one or nore
rogen atons have been replaced with a fluorine
qgrgeansa“ﬁﬁi oal kyl : a radical -S-alkyl in which the
al kyl group is as defined above; - an aryl: a cyclic

aromati c grou cont ai ni ng between 6 and 10 carbon
T'Et EPppPounds of formula (1) may comprise one or more asymmetric carbon atoms.

They may thus exist in the form of enantiomers or diastereoisomers. These enantiomers
and diastereoisomers, and also mixtures thereof, including racemic mixtures, form part of
the invention.

The compounds of formula (1) may exist in the form of bases or of acid-addition salts.
Such addition salts form part of the invention.

These salts are advantageously prepared with pharmaceutically acceptable acids, but the
salts of other acids that are useful, for example, for purifying or isolating the compounds
of formula (1) alse form part of the invention.

The compounds of general formula (I} may be in the form of hydrates or solvates, i.e. in
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Exanpl es of aryl groups that may be nentioned include

phenyl and napht hyl groups; a heterocycle: a

saturated, partially unsaturated or aromatic 5- to
WorseobereEsgeycl i ¢ group conprilgi ng from one t @OTFRE006/000008
het eroatons chosen fromO, S and N. Exanples of 10

tiger wmowsslmtatiﬁmmbeommbu@@mth mﬁbl&embfedwbteayﬁolecules or with a

i soi ndol i ,. benzof ur dr obenzof ur
DR BHsHGR SR SRy ARSI PO RE A MVaSURB 0 azol y1
dlhydrobenzoxazollnyl |sobenzofuryl

I_hydr oi sobenzof uryl, benzi m dazol yl ,
'fa.t'h‘%/v&%ﬁ@rﬁmﬁ'%zwyﬁerm. REAH6| JIOUPhBIRABE 1A grypythat can be readily

cle‘éO@@ﬂémtd"maié@bwby bré’ék*’hﬁjé ALRANRAINAI R IASE of an electron pair. This
benzotriazol yl, qui nol di hydr oqui nol yI ,

SfQuPy BAY His b6 l‘ﬁaqilm rep!ggeql y&ﬁ @pﬁ@pggroup, for example during a substitution
réldngs rm&qew.ﬁ@bwupsw HANSENRIIS Qb gk W an actlvated hydroxyl group

benzoxazi nyl drobenzoxa2|n I enzoth |a2|n%
Saﬁ:'h?aﬁdﬂgmémw'faaatﬂyﬂvenzen?ﬁwfpnﬂty; p-t@fuemmnaﬁwn ate, acetate, efc.

ESthipRE QA Hd@ﬁé‘ﬁrbtﬁb@ and k@r&ﬁé@é@ﬁpﬁﬂébﬂﬁf@{h'eﬂyére given in “Advances in

qui noxal i nyl ui noxal i n

Qreania yam HoMaquﬁ Edltlsmwzﬂﬁamfyqnence 2001.
dlhydrophthala2|nyl tetrahydrophthala2|nyl
tetrahydrobenz[b]aze nyl , tetrahydrobenz[c]azeplnyI

I @?mﬁdﬂ@ﬁﬁf vggtﬁﬂ ,t,hyq comg@qrgismf @eneral formula (1) may be prepared

a&&&?&uﬂﬁ ﬁ&ir@zﬁ&éﬁ‘éhllus@gted in scheme 1 below.
t et rahydr obenzo% ] di azepi nyl

ACERTADEY 19 3he 1CQ[T@q §qurggneral formula (IV) may be obtained by
réRAihg BYDhHRARE oF Eérﬁé’el“fbﬁﬁ@é?@j iHY\bhléW%, Xz, X3 and X4 are as defined in

tetrah drobenzo t hi azepi nyl rouP hal ogen
the grferdl Tz (h ébwf— Brepresentsigr Gnimalkexy e YGevhe group, with a

comp&Xfll' of BHRFal Tordula (Iil) ﬁrhirvﬁtch"ﬂ%a}ﬂ? Z.7B, Zs ah@ n1a18 as defined in the

ounds of fornula (1) nprise one or nore
0SB RHETT e (4 APBYSHATE BrePreseiey? BrayinerIdodns Stom. @ tedate group or

ahPbiePlea@Rg@tduprer s or di aster eoi sorrers These
enanti gners_ and di ast er eoi soners, m xt ur

Yheareodl; 2 Phéithe Pﬂ@p%@e@ﬁg@nﬁf@mﬁw@ (llf)cmﬁfm tpﬁaart alyl hat% such as

a'b@ﬁ@ﬂbf&ﬁde%@ -ﬁh Rol&8amo lB?&ﬁ'gW!edc Qﬁé‘ﬂa" ol 5 (3‘5@5\07%9 §Bhenethyl
in the formof bases_or of d-addi ti on sal Suc

iogigg; (Di=of ALEPRVItH Rm Ptk Qﬁmfmﬁe 1892 A5 (6h 1), ‘ﬁﬁ‘éé'@e se@ptr@n may be
paf G rRAMR e sk bf Bﬂ)%@é‘%@& éM sdui Lﬂﬂ%‘}/&ﬁ’c@‘eeél'tﬁ s|u¥n carbonate in

acceptabl e acids, but the salts of Other aci hat
agplar geluentisuch g diseiRylioemamisie, gimating suipxiste cprsa@p@oang
the conpounds 35 of fornmula (I) also formpart of the
i nvention. The conmpounds of general formula (1) nmay be
in the formof hydrates or solvates, i.e. in WO

2006/ 072736 17 PCT/ FR2006/ 000008 the form of

associ ations or conbinations with one or nore water

nol ecules or with a solvent. Such hydrates and
solvates also formpart of the invention.



In the text hereinbelow, the term "l eaving group"

nmeans a group that can be readily 5 cleaved froma

nol ecul e by breaking a heterolytic bond, with | oss of

VIO 20086F7PB36 pair. This group isay thus be readigTyFR2006/000008
repl aced with anot her group, for exanple during a
substitution reaction. Such |eaving groups are, for

exanpl e, hal ogens or an actj yated hydroxyl group such

as a net hanesul fonat e, benf%%@@ﬁﬂfonate

p-toluengsul fonate, triflate, acetate, etc. Exanples

of |eaving groups and rﬁferences for preparing them

ar elegiyer ndvarBes (Il B GrfanalbonewiQidry, J.
Mar ch, i dyond Wley Interscience, 2001. In
accor gemg e &\ i nvention, the conmpounds of

ger@ral flormula (1)¥nmay be prepared according to the
process XI‘I ustiHated in schene 1 bel ow. According to
schenme 17" the conmpounds of ggeneral fornmula (1V) may be
obt ai ned by, 15 reacti ng a tonmpound of general fornula
(11) in whijch X1, X2, ABH %4 HHp as defined in the
general forjmula (I%’ a and B represents a
Cl- Cg- al koxly or hytiy group, with a conpound of
general fo la (I II) which Z1, z2, 73, Z4, Z5 and
n are as defined in &he dgeneral fornmula (1) above and
R repregents a brom ne or iodine atom a tosylate

any ot her |eaving group. 20 When n =1, 2 or
1 ofen@ml B er OuCa-dikdxdy) ORY be an
4ol as - a benzyl brom de (n = 1. Kol asa
Med. 1997, 5 (3) 507) or a phenethyl

A Abrm)wtcthB Gfht h. Conmun., 1995,

25 (1), )ﬂ,) (Chide r eactTon may be perforrred in the
presence of pase such as sodi um hy@®@8B or potassi um
car bonat e, a pol ar «elvent—suchlas

di met deZ: di net hyl | f gxi de or acetone. WD

2006/ 072736—38 PCT/ FR2006/ 00000 Schenme 1 *X2\~4 (I1)
ou CH OHR Zs CH)n (II1) Zy Zz

(1V) B = Al koxy, OH X3 O ifB=OH X4 CHz)n SOCI 2
Zi B=2d
W\N P B = C,-Cs-alkoxy : MesAl

H B = halogen atom: EtzN
B = OH: coupling agent EtsN

Zs Z {1)




10

15

20

25

30

35

7~ Z2 w H B = Cl1-C6-al koxy : Me3Al H B = hal ogen

atom Et3N (V) B = OH coupling agent Et3N H Xz N -W

O X4 CHz)n Z, Zz (1) WD 2006/072736 19

WOTZ0eBRIT2886€00008 Wien n = 0,14 he conpound ofp(gﬁpgggdjgmooogg
formula (111) is an aryl iodide or bromde and the

Waae hi=o0, mﬁycdﬂﬁ)dﬂﬁﬁfdf’lgﬁﬁ&aﬁfonﬂufae('m% %hLHrﬂ |9¢§|d@%F WeSthide and the
n the presence g&er- based

r8%§5’|"§§i'y E‘i’ff‘gg‘eéébﬁé?ma‘?fémf% ef '?ﬁtw%lb iC a7d ge0°&nin the presence

ﬂa?@pﬁ%md%gﬁ%st %&%}%Hﬁgﬁﬁ&@igﬂé@p‘éeﬁr %%eéégﬁ’d"}alag @ base such
B oPRIPITUR RIS PMerakamisYy.. CherohRhaa. Bull.J895cHENS), 1281). The

rRter caftfifonslddcridettR B, MBS uchakp JbﬁnP?}?%m Soc. ?002 124, 11684 may
AI ternatively, the conpounds of general fornu (1'V)]

350 G890 =" 0, may be obtained by reacting the
ARARAVEY, b 08%8[1@&5 5@%*{ fdrirula () Eh @hEH W?Unr%agfbe gbtained by

ener al ~ for mul oroni c acid
4= %omtbezyompwndrfé %ﬂé@éf%@uml lbWﬁb@ecomnmné@f general formuia (IIl) of

boFdrfd Bl WBerlﬁ =0, R“—Q @(ECFIJI) ﬁ\ethérﬂﬁes%?wﬁg 8F9 BQ%)SLCIFh as triethylamine or

di acet ate by anal ogy protoco escr ‘
Pyfidip. RN \Biser sqappe"re@ia%me@r oby aogogy 5with 1th5¢colsl'héescnbed in

VO VRGNS P ki IRARNBNoh 01998 85({J757are commerical |y
avai |l abl e or prepared accofding to many processes

Thesompaupds ¢f %@rai iferetua (Ih arg ﬁ@m@fdga’rwlayauablamr prephred according
t@hﬁin? béesd&Besoibed ¥ lilerMur ﬁ;f‘éﬁ:plﬁ I\%ﬁ‘t‘tei @gﬂfﬁgfws 1985, 2,

1291; JP2001151771
BReT Nh%"'é@'sdf MgErcharm T8k O 1381; JPAORIHBART D)

represents a C, - C6- al koxy group, t he conpound of
formula (1) is obtained reacting a conpound

"gg'ee%?glﬁé?f dhe jndelesiof geperal f%.‘@"Ul?o&Iwyﬂrewhwch/ &sprosants arC:-Ce-alkoxy
g\;\ﬂ}nﬂpd Qh@fcohﬁguﬁd)@@éﬂgra@ffom Blis Jb@éuﬁéﬁ % r\&aﬁ r;dqa compound of

Wis as defined he géner al

9%%'€bf°f ey {¥), rasr P@tﬁ'nﬁélﬁ\hovﬁowﬂh an Q@ldﬁeﬂft tf@u@fbmmmd of general
fdrﬁ’iuhhem in WiicteW d&isefihBE irf MERRABAI %rn'?ﬂ%ﬂﬁ)’ MovkOs{MbFeflux point

prepared by the prior action
E Bj %ﬁ!\ﬁﬁ%&% @eniolvenen Tha amide v dhe icogeaendiof genenal formula (V) is

p(e\é)ared ﬂynthé ffbﬂoﬁé’é’u%n of trhﬁhffh)}lélgﬁlirﬁfrg 8h tr@lfé‘.%fn%k of §&MBthGormula (V).
In the case of t\plgllrgdoleBs c;fegegagrsé?lpc}rr?wulaa (l\y) in whlch g represents a hydroxyl group,
the carboxylic acid function may be converted beforehand into an acid halide such as an
acid chloride via the action of thionyi chloride, at the reflux point of a solvent such as
dichloromethane or dichioroethane. The compound of general formula (1) is then obtained
by reacting the compound of general formula (iV), in which B represents a chlorine atom,
with the compound of general formula (V), in the presence of a base such as
triethylamine or sodium carbonate. _

Alternatively, the indole of general formula (IV), in which B represents a hydroxyl group,
may be coupled with the compound of general formula (V) in the presence of a coupling
agent such as a dialkyl carbodiimide, benzotriazol-1-yloxytris(pyrrolidinophosphonium)
hexafluorophosphate, diethyl cyanophosphonate or any other coupling agent known to
those skilled in the art, in the presence of a base such as triethylamine, in a solvent such

as dimethylformamide.

In scheme 1, the compounds of formula (Il), (I} and (V) and the other reagents, when
their preparation method is not described, are commercially available or described in the
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t he carboxylic acid function may be converted

bef orehand into an acid halide such as an acid

chloride via the action of thionyl chloride, at the

W PO06/@rai736 of a sol vent suchz@s 25 dichl ororm@-h@p{goos,oooooa
or dichl oroet hane. The conpound of general formula (I)
literature (fopéxzmhiie VO RU03/BAGIING Wheoos/mesrssl. of gener al

formula (1V), in which B represents a chlorine atom

with the conpound of general fornula (V), in the

THeeSRNsings ofgbais) fﬁﬁﬁtflaé‘ﬁl) (W) ﬁ{dﬁ?r ﬂmvﬁf%h% RO U 2, Z,. 7. Za

c bonat e. Alternatlvel he 1 ndo gener a

JSPISFRNt @ BY&0Q S'H’UB W@@r%’emay la% ﬁk}tam@stwa grooupling reaction,
c%@alyﬁd with £ fiddl edcha Palﬁdﬁiﬁjrﬁ CHEPI%HﬂQd 8h tl‘gae&ﬁfe%boﬁd?ﬁﬂ&rﬂpounds of

agent such

é,ﬁ\'{)&f%ﬁ"'%’?r @Eif\(e).ﬁr&% in which X1 Xz )? 1 Z2, 23, Z4 and/or Zs represents a

mremifetdtbmzol - 1-yl oxytri s(pyrrolidi nophosphonl um
exaf | uor gphosphat e, dlethg cyanophosphonat e or any
RAMRIBOEE Ph@ef@g@rf@mmlﬁmﬂ + @) ansdDeinshich Xa XanXs.0e, Z1, Zz, Zs, Zs

“atidior ZJ réﬂi@s&ft%@ﬁ&ﬁ) | NE ﬁ? frﬁé{FBea(Zp Exl'hgg Tl‘:'drlwatﬁhnueorrespondmg

in a solvent such

PrneHe %Bfrﬂﬁﬂ?ﬁﬁﬁorﬁwlq H'r)nﬁJV)aOF((I)I in wiich K), Xen¥s.(X4) Zadd, Zs, Z4 and/or
2;1epreb&RE al §A8E Bicup, ¥ERIMding t&?fnreﬂ'%ﬁ@ Qﬁaﬁ & 885 EE th’lgﬁ iterature or

ot described, are conmerci al avai l e or escr

at armEnown WE%@Y"WZW%B art PCT/ FR2006/ ooooos

68749 The cQ oun era
Zs rRpresent -yl Oxzs(lesaikmmazbe opzaln@eby @ddatlon of

tmdéﬁspaﬁduhgeéﬁﬁms%fgéﬁé}m BFAUR (9 (I@Pora({lylnwﬁ\@i)/%( &z Xa, X,
aLn Iaacou ing reaction, K%
%(zre%ﬂaﬁs @ﬁd Q8 ZpEaPFrasgntsA Cpbe-thipaliod gemvp: n@cordmg to methods that are

d@@éﬁtﬂamn@|ﬁéfaﬁ9éf@@ﬂﬂaﬁ§reqkﬁmo@ﬁ?@{rfélse§ﬂrléﬂl gé Eé (1V)
X 4 and/ or

qS) in whic
"%8 E{E’PH%%‘P@%‘EF%MW}?@ (Ht dW]) amﬁél).clawﬁmh%ls XofXa, X4, Z4, 22, Z3, Z4

a)@(gm%?lheﬁzr?ééﬁfé'aaﬁoﬁﬂ) NR1R§ | Nﬁ%a@@l‘i ) Nﬁgﬂié?ze%‘gw Bélobtéi%ed from the
ceresAaReiRg, Comppupds ebe%nqq@d‘omdm(ﬂ)hé!vo\,@r K'é.slpoﬂﬂ¢fh§1 Xlzoxa X4, Zs,

Z5 O Ok / 6 degﬁ'é%nté Qf H?tl'bagr(ah%) foigéxg)ng%r b{/ iéduétlgn followed by

m@ﬁﬁ'%@rﬁ“@%@@n@@r@%m methersthay atedeasribediin thi diterature or that

aaé@quj@ﬁ@rth&%cgkm@dqm@]eldr{ erature or that are known to
%hose skilled in the art. The conpounds of general

The CRITPGENTS qf)genenavsorranl@e( W (V) ENGkHD, i WRISh 352 X %, XK, Zo, Zs, Zs
azélaro Z@ﬁpﬁé’)&engé g_@ﬁg {NF%E rr%Q]‘Emé %Egai%bdgéé)%%etg?/d analogous to that
dgsq @3@ b @ﬂma% 46034%%@%@@9 tomethedd $hadfare described in the

in which X1, X2,
h?gﬂ%ﬂir tﬁé?raf@kl%\n(r" tb)thosfejs AIF %)arrtelppeselnfs A

Teg C@B’lpph”%@fk%”egﬁl Mmuladbmwn@ Rraepreséentds: Iummg@raom may be
ogﬁﬁ'léﬂ'f%ﬁj cbr?lﬁ&h}‘f‘dsl Sttt isnita HPRLwRES ﬁ(r}gmsérﬂs &Tc’enylmethy!

Int
group, by hydrogenation, for example catalysed with palladium, or by any method

described in the literature or known to those skilled in the art.

The examples that follow describe the preparation of certain compoundé in accordance
with the invention. These examples are not limiting and serve merely to illustrate the
present invention. The numbers of the compounds given as examples refer to those
given in Table 1. The elemental microanalyses, the LC-MS (liquid chromatography
coupled to mass spectrometry) anafyses and the IR and NMR spectra confim the
structures of the compounds obtained. |
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The conpounds of general formulae (11), (I1V) and (1),
in which X1, X2, X3, X4, ZzZ1, Z2, Z3, Z4 and/or Z5
represent a group NRLR2, NR3COR4 or NR3SO2R5, nmmy be
Ot20066d273%m t he 20 correspandi ng conpounds PET/FR2006/000008
general formula (I1), (1V) or (1), in which X1, X2,
X3, X4, Z1, Z2, Z3, Z4 and/or Z5 represents a nitro
u for _exampl.e, by reduction, followed by
g@&l@%—éﬁ”&f’%ﬁ?#‘glﬁw ati on, according to methods that
namemdmcmkmﬁ)nnﬁ-yljaaﬂhorber mmumpﬁeﬁmgteth@tﬁ-f-h%}éﬁz -E&rboxamide
0S ounds_o genera
11 A Syhpie-A R ecRbepymetn it e casmits.  xa,

Zl Z2, 73, Z4 25 and/or Z5 represent a group

ﬁs??ésg%ﬂ%%efﬁéeg & ol oh st 5-5upr0- U ndaies cgporyiate, 0.173 g (1.2

n&n@[pbm-ﬂ&)rb@erii@t EHsH et diato. 3763? g@tﬁﬁgdsl’gcﬁ;bofal%shh?carbct)rhate in 10 ml of

L it r. that are_known
gyt FeHoEsR S FHETed P 4 RBHER a1 s e (7310n Lk isdhen cooled

'ah@mbewh&) a rAXEF S G bl B} BRY e'&?yl a@@tbﬁa‘ W'Qr fa!lé?Wihg the phases to

ng t? general formula (1)
5?%’15 E\h 'g'gpﬁéwra?@tonwaseg,@ Sgepa[?éed @yt ﬁ?‘éi ﬁ'@%{‘eWéﬁhQﬂw with twice
50 o1l oPaee! datpem With &0 i 6ff§aﬁﬁétba%bumn émorliaé Qﬂ)’noﬁe’fm@@olunon is

cribed in the lLiterature or known t hose skil
T Bher” BRanSSiE il Pt Tiaras, Al FaswTlraten i ben taepcentiated under

rajuepd baissore. 011967 dfadnoiFie REHEES wWhithAis GREM WG Sut Mﬁﬁé} purification
vention. These exanples are not limting and

'"stE v‘@PWﬁ'Ige’T?pt oillustrate the present invention. The

nunbers of the conpounds glven as exanples refer to

os& 35 'v H % The el enent a
R bdeT - oy S Moy G- Gior SR WAypatug1Hindole-2-
c@buxﬁrﬁtdetcbnﬁmﬁwdsm@ctronetry) anal yses and the IR and

t f th t t f the co
O REE 5 3 e oo o BB s o
trimettioydalpinien 1210 Ir‘\udenemtemdde& to |2 Sg)l 0(1; Lorl]l.éer?; Linder argon. 'Iihe mixture

SLERGO) 18722 A0S, ahi S 5°'fné[5éﬁﬁ ' 6.8P Rndh) Yoty )5 fhioro-1- 16
ﬂ@rﬁ;bmmnbwqamw@ém bavré%t Blé{a]rreBH‘nﬁ n&ebeﬂyC@f BA¥ed. The

%I slte 9 A susrpgnm ofn (1 mol)
rebefir BRI, faidied. Qféama%w ad 'efbatlmn‘gtwezatum\refmght It is
péUred-dntdl @e0 RS Z¥thi §h|1erhﬁﬁor§ﬂB}|coa<§5 Gs %dﬁé’d R }esgﬁtlng mixture is
’Eﬁc SSi H_fm %ar bonate in 10 of di et hyl f or mam

aetith ginybacsizig aeddpe @EF@”'CFH@Sﬁééé‘f'P‘é Withi meganesiums sulfate and

cdrﬁeﬁtrél@@ aﬂderaﬂﬂdtﬁlfé‘dr afleddld ahHE F¥b4EGe Of 'dijﬁfté‘@t & preparative
acetate,  After allow ng the phases to 1o

C'E%'Bapﬁf%’hﬁyo QQQQIOFﬁ@'d it RRtak¥egani ¢ phase i s separat ed
M@Iﬂhg@ﬁﬂt tﬂqgn. msdjed wth twice 50 mM of water and
then wt sat urat ed sodi um chl ori de sol ution.

HTHM%@M@@JM.BS ppmh 265 6y SH)n@8h és RUin Bl altlk 5a8%i(s, 2H); 6.45 (d,
h I ta@yd oncent rated under
1’?’3%@5@3??23&%% 7§@?3ﬁ3 785Sﬁllﬂ’m i s obtained, which
is used without further purification
Example 2 (compound 13)
N-(1-methyl-1,2,3,4-tetrahydroquinol-7-yl)-5-flucro-1-[{ 3-fluorophenyl)methyl]-1H-indole-2-

carboxamide

The process is performed according to the method described in step 1.2 of Example 1,
starting with 0.185 g of 7-amino-1-methyl-1,2,3,4-tetrahydroquinol (WO 2003/049702),
0.95ml of trimethylaluminium (2M in toluene) and 0.3 g of ethyl S5-fluoro-1-[(3-
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inthe followng step. 15 1.2 N (1-nethyl-

H i ndolin-5-yl)-5-fluoro-1-[(3-fluorophenyl)nethyl]-1

H i ndol e- 2- carboxam de (conmpound 12) 0.089 g (0.6
WoRgoe72836m no- 1- met hyl - 1H-i 22dol i ne (WO 200 FORBRRA)6/000008
and 0.5 m of trinmethylalumnium (2Min toluene) are

flasddihpdeh)@ éﬁ’etnjrf] ~Of- r|]r’6daileblBJra‘,erI:idJIStsille'fe.- gbmd iﬁh&a(ﬁﬂ.xtotﬂ E&lar)nB@:fL 0122 g
I.S heat.e ours at 50C and 0.157 g (0.5 mmo o]
%PFRH“CE‘SPP{PH}%‘Zl [(3

Mie e @@hlemsg)nr@m"kwl ]-1 Hindol e- 2-car boxyl ate, obtai ned
Jin ste added. The reaction nediumis

H&MB%@M%%PS&% (ARRkit1eRS GHRHIeR P54t 2HEohd (BB 3 Bfte2H); 5.85 (s

ef 713 (nd, 2H)PRERd219 4.1 @eignd 1 m of 1IN
zlzvdrgtﬁm);l o (aC| d)l S frgldded)1 The@reﬁl ting mxture is
extracted with ethyl acetate and the organic phase is

E;{a'@e\gi(wm%gngqml}_m sulfate and 25 concentrated under
uce

?ressure he residue is purified X
Nk eparateirabydregingtdrdbe-Agerp:-1- ﬂ3@eer°@h@myl)§nﬂt ¥j-1f&indole-2-

GlALRRE Mlting point: 145 -147C 'H NMR (DMSO Ds), 5
(ppm: 2.65 (s, 3H); 2.85 (t, 2H); 3.2 (t, 2H); 5.85
(s, 2H; 6.45 (d, 1H; 6.9 (m 2H; 7.1 (m 2H; 7.3

'I(h@ pr%@ss id - p'érf&ﬁ%edgjé&oorﬁﬁg %ﬂf&’n‘n@ﬂ%d@é&ﬁ%&”ﬁ skéh) 1.2 of Example 1,
4-tetrahy dro%&lnol 5-FTT'uor o- 1-

S[tqrsng MUB r%‘;ﬁﬂe@]w yreseingi1)2,3,4¢teir @qugl.lmol pogmacpgogg 0.95 ml of
tﬂ?h@th@fa%ﬁﬁlﬁn'l @I\P o lfoﬁfeﬁsgaﬁ& @%rg? bf‘gthtylos hGrolRfi AL ?Mﬁiorophenyl)methyl]-

descrii b ep 1 1, starting
W—mggieg? quxm n@bingsh ﬁylsiep 4,1308- Em%yhr@)ém gopf product is
dbWihe0031049702), 0.95 nml of trimethylal um nium (2M
in toluene) and 0.3 g of ethyl 5-fluoro-1-[(3 WO
et eainty 369 2251B€T/ FR2006/ 000008

1FI'N#9RQBWU'ID%)?%EEM&%'11% ¢t 2%%9(?,321#30@1' t) @96?4 f; 6.95 (m,

In step 1.1 roduc

75ht aB@d2HNVELG (Mm@l s, 1159 -160C ' H NWVR (DI\/SO De): S

(ppm: 1.85 (m 2H); 2.65 (t, 2H); 2.8 (s, 3H); 3.15

(t, 2H); 5.85 (s, 5 2H): 7(m TH: 7.3 (m 21-1):
(cenpownd 18 s, 1H) mpl e 3 (conpound 14)

%%énﬁiﬂ/’lyf Preer%zggﬁ%cﬂ %yﬂi £ ﬂ#gﬂﬂjo&(;m %E k_r gféfgll%cﬂé ngaf'ﬂdiglr‘nide

0.091 ml (0.6 mmol) of diethylcyanophosphonate, 0.168 mi (0.6 mmol) of triethylamine
and 0.111 g (0.6 mmol) of 5-amino-2-methylbenzoxazole hydrochloride are added fo a
solution of 0.152 g (0.5 mmol) of 1-[3-(triflucromethyl)phenyl]-1H-indole-2-carboxylic acid
(JP2001151771A2) in 3 ml of dimethylformamide. The mixture is stirred overnight at room
temperature and concentrated under reduced pressure, and the residue is taken up in
water and dichloromethane. After separation of the phases by settling, the organic phase
is dried and evaporated under reduced pressure. The residue is purified by preparative
chromatography. 0.102 g of solid is obtained.

Melting point; 223 - 225°C

'H NMR (DMSO Dg): & (ppm): 2.55 (s, 3H); 7.2 (m, 3H); 7.6 (m, 3H); 7.75 (m, 5H); 7.95
(s, 1H); 10.5 (s, 1H)

Example 5 (compound 19)
N-(1-methyl-1H-indazol-5-yh)-5-trifluoromethyl-1-[( 3-flucrophenyl)methyl]-1H-indole-2-

carboxamide
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The process is perforned according to the nethod

described in step 1.2 of Exanple 1, starting with

0.169 g of 7-amino-1,2,3,4-tetrahydroquinol (WO
WO0e49202§, 0.95 nml of trinmthylalum ni um (B/FR2006/000008
tol uene) and 0.3 g of ethyl

5-fluoro-1-[(3-fl uorophenyl)nethyl] -

Eh i BBV oT LB oRTERePaImatby b2 2eronyiaty
Ap Gotition 140 2.86151(16.2 rrhlthi% 6@'&5@1 E@)nf|ue°ro€rm§)|—1 Hlmc?éelzf&arboxylate

(?@!neé,q)v lgtﬁhqg :)(_rgﬂle gnntﬁés:s 17'0131 1—,(,tf|ﬂlﬂor1|}a yﬁ@'le_py@ﬂydra;mpg in 50 mi of
cﬁ}ﬁetﬁgﬂﬂimﬂami&b isCRIIBE ld?dbmﬁé@ to a suspenswn c%f IO .58 g (14. ShSyﬂmpOl) of sodium

Ig benzoxazol - trifluor orret
By o Cfe P iﬁf 96 Gireet byma@wwq)mm i) batiy. Bhenfrdityreds stirred for 2
hdut kamnemb@@nh@wfa §bl|§hﬁ§| Bi 2(59,96 (;%TEA )@bl) of 3-fluorobenzyl

trieth am ne and

DEOTRIRE b 2 "Hé?tfﬁywaﬂ%%a%?eeﬁﬁw @@dﬂ Sitieringaie soalinved fon24 hours.

2214 mod ef Bifiuerdbehzy broradd afd aédéﬁ@ﬁa tHa mixture i stirred for a further 4
trifl uororrethyl)phenyl] 1H 1 ndol e- 2- car boxy

hHH'ISdTé% pokyB1S eYaRoRRted off LBidRT resiuced n@sawefamrfawwue is taken up
inlWatef Nl BIHg| Adbtse )] Aﬁe@@eﬁéﬁ%h&ﬁ B8 the has8) s&lﬁﬁ?%é‘&&aﬁlc phase is

and concentrated under reduced pressure,

S?%%’PE?GeOWsaF%HE?P gfpshed with dwican?p e | wateimentathen with 50 mi of
sélutated %@@lﬁﬁﬁbhi@l"ﬂé’%ﬂhﬁﬁn PHRS 8Slutdh &eaﬁéd B%r ﬁ‘lggndesmm sulfate and

f@?gé\n c,phase is dried and evaporated under r

e thefh éhey Bikpteyls pancenirated aindsy r@fﬂtéparmew@e Bae residue is

| [ting
pg#gfdr?{w,ﬁcgg%rﬂ ra gy blg—l%;{llgl\/??ggl SG4l %%ﬂ p‘}o&h:? 153@5 (s

31-1): 7.2 (m 3H) 76(m 3H) ; 775(m 5. 7,95
55, M- (H)metﬂ:@ fH-dazd-5)1)-8riffesPaFRe8yi=1 -( S-BOBBHRhyh e thy -1 H-

"H fen%fa%%P%%WP) 5-trifluoromethyl-1-[(3-fluorophenyl)m
Aeddwloh- &f disi d(Q'@rrEno;):af 9%@% A ME2QRNG87AL 36T 2Porbes, J. Med.

Cgcfﬂ ] Eggcﬁbjo ; ﬁ&%%) ol 1? el {waﬁéﬁyﬂymrh% jeetbath, to a solution of
1)d2imIqe |831ﬂm§969ﬂ?ﬁétlﬂ}lé?urﬁmﬁ% Wit fHtoRiend) RS @ &fkdiuéne. The reaction

%Fg 8 'U%'Ptﬂ‘f%drﬂﬂwmfﬁ”n%m@ea: drFosynch ok ethylobtrifuprenethyl-1-[(3-
fl&&oﬁhéx?ﬁmetr&qﬂ|!-ﬁin§c¥i€12h&?b<§<yfdt@ertalyed in st8p 51, c%ussoged in 10 ml of

| 'uor orret hyl ) phenyl hydr azi ne
tolyiehg 15,themaRErE- deve Rixiia deirefkspdhiars heura andafiewed ¢mcosl to room

teﬂwp@Satgre( 24 n%r Mr)anef30§'ﬁlddf rf?égéeth%earlﬁ%dﬁﬁ&n T aquegus phase is

met hy| formam de cooled in a

e’F‘?Cﬁdl W}tfégtffybﬁc?tateh(tjm gragnicr RiAsEs @ epabined anddwashed with water
ar&PtHéhlvﬂm ﬁtu%te%“'scﬁlu(rﬂ%hﬁ)ﬁd@@?‘u}ror?f"r% §3!M%rnqp%ﬁééf Quer magnesium

or mam then ad
SLylaFer Pf‘%é"t?@dcéﬂ‘@ ithg, fdrateis nmmpgntratad Amdevmmlducﬁd pressure. The

redmub @ﬁ@ﬂ@ﬂﬁ'chﬁnﬁé‘bﬁ%pﬁi &n @%ﬁﬁnrﬁgﬁllkgeelmlﬁg Bifa nfixture of ethyl

ac:settallt(ra ra%d dlc?lrlorgmethane The residue is taken up in petroleum ether, filtered, rinsed
and dried under reduced pressure. 0.71 g of solid is obtained.

Melting point: 198 — 189°C

"H NMR (CDCl): 8 (ppm): 4 (s, 3H), 5.9 (s, 2H); 6.9 (m, 2H); 7 (m, 1H); 7.3 (m, 1H); 7.6
(m, 4H); 7.8 (d, 1H); 8 (s, 1H); 8.2 (d, 2H); 10.6 (s, 1H).

Example 6 (compound 20)




10

15

20

25

30

35

10 hours. The solvent is evaporated off under reduced
pressure and the residue is taken up in water and
ethyl acetate. After separation of the phases by
Wet 2006ry2786e organi ¢ phase is24 separated out F&L‘miFRbedsrooooos
washed with twice 50 M of water and then with 50
1041 H-9aixer5d-athy8RALING- 29 BLiubro3 qtmu&&bheﬁbmnémwti mndoie 2-
is dried over magnesium sul fate and | tered,
filtrate is concentrated under reduced

pressure. The residue IS 15 purified by
chrorrat o% aphy on sili ca4g g2 roduct are
B 79 Haf mneolpof 7-amino-1H-3 dihydroqumol -ohe {\)NO 2003/049702) and 0.5 mi

dﬁthiﬁeﬂ‘ﬁlahh‘ﬂnmﬂihi‘ LM%%IUEMEM' am%ddedftb@ﬁ@'@tt&ﬁenel uhded &rgon. The

| uor ophenyl ) net -1H indol e-2-carboxa md
raigluiR iohedipd don4 i‘gw(@ ab 5Qrfp|ando®. 157 anfdrfo rrrm?ﬁepﬁythyn 5-fluoro-1-{(3-
ﬂdofdﬁ:@léﬁﬁjn@etﬁ\}l}birH-ier&iéJQa%arbbxyIBﬁd obtggig@hﬁi“ st&r?%fi %§ Example 1,
(8) 04) toluene is a , onanic

i¥ed iy 1an's<diteiue@¢i I@iaddqd gthenteactinremetiint I refluxed for 2 hours and
I&ft bﬂi%tht'eﬁip‘éFﬂtWe%( tl R id GOHED Bhto! |Be§ Eéb Ao ft18~i Meft&chloric acid

The reaction nediumTs malntal ne

¢ Adeeds The rosulineomidyire ds pxtracted with et amé@ta;and 1h¢ pmanic phase is
Jrrbd@ﬁiﬁﬂﬂ&@"}@s}dﬁ%ﬂi?’ét& ‘ai'ih“doﬂgéijiti%‘tgd ?i?de?‘?%di.icﬁﬁepre&m’%'ﬂ%dresrdue is

in_step 5. di ssol ved uene

PREDRLY nfﬁ@alﬁm drrema@gr@rhyu Q@&7i9cﬂf sglichispbtainasd al | owed

mé}t,ﬁ‘go@,nttgy—,r_@qm@S temperature. 20 ml of water and 30
th acetate are added. The aqueous phase is

BMMB&D Q\iDtsh Selppy): 26 dt 2085 2.8Hk 200 gR AP ds.RHs89 @r.eH) ; 7.1 (m,
ad2 d th
R SRR A 250 Y05 AR 0 B BE" ol Lt on 1 s

dried over rragnesr um sulfate and filtered, and the

xlaﬁﬂ@ ?cérﬁp&@ﬁd‘z ncentrated under reduced pressure.

due Is |f|ed by chromat ography on a col um
i\bi2 %riihi/@rabeeaouaan@ YAl-§-flueron -i(8fineropherstImeithyliol Hrinelptet 2
cadxSheR! oromet hane. The residue is taken up in
petroleumether, filtered, rinsed and dried under
reduced pressure. 0.71 g of solid is obtained. Melting

me g?c%cesgg{{)) ri’cgr%gd %@%(t% ﬁe?eti-ﬁ?i) ée%gﬂ?}.ed( ) é)%{ﬂp:?e_% starting with

Q90 ;H)of 76@@150-213 thydrgbgnzoxazing ;. @VQ ( @OOZBYS70R),. 6 0.5 ml  of

tr{r@ThﬁRy)nbrgl/%g ogg%igp ﬁ 1&88{890“9;% 208, 1%, 2006/ Lh& (365 fidoro-1-1(3-

flpprgpbeml)memidﬁrfrgrudolqta carbosylate) otBaihed or step -1[ 1 6F E)I:amm@p 0.061 g

g 1 Hindol e-2- carboxam de 0.097 g (0.6
0nJ mg’émf%}gg’i’hdno | H 3, 4- di hydr oqui nol - 2-one (WO

Medg/ rirg 71 - 2078C0. 5 i 5 of trimethylal uni ni um (2M

AR UERR) ol £ Agied 20 2 31 BB LA UAIBRE . 1 e
(rO313); Fricl), 36k); %8 () 215); 719ues, @HY; 10 B{s, 1H) _
fl uor ophenyl ) met hyl ] - 1Hi ndol e- 2- car boxyl at e, obt ai ned

in step 1.1 of Exanple 1,
Example 8 (compound 23)

N-(3-oxo-2H-benzoxazin-8-yl)-5-fluoro-1-[(3-fluorophenyl)methyl]- 1 H-indole-2-

carboxamide

The process is performed according to the method described in Example 6, starting with
0.107g of 6-amino-3-oxo-2H-benzoxazine (WO  2003/049702), 0.5ml of
trimethylaluminium (2M in  toluene} and 0.157 g of ethyl 5-fluoro-1-{(3-
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dissolved in 1 mM of toluene, is added. The reaction
mediumis refluxed for 2 hours and left at room

. tenperature overnight. It is poured onto ice and 2 m
wio 2ddeyrdrgghl oric acid 10 arexadded. The resubgtRe&2006/000008

m xture is extracted with ethyl acetate and the
o L R o TR vle 1. 0.053 9
FArequckis dNaingdkpar at i ve chr omat ogr aphy. 0. 047 g of
SO M Qb,t3al ned. Melting p0| nt: 277- 279C 'H NWR
{DVBO D6) ppn): 2.4 (t, 2H); 2.8 (t, 2H); 5.85 (s,
M%(W%@]Dak@ (PPIY: 4.5((8 2HIL5.85Hs, 2M);46.9 itm, 3H);:7.7 (1B, 4H); 7.4 (s,

f@ﬁ%‘»@%gﬁ%@%&?mi 107 (19 (s, 1 H) Exanple 7

N- (2, 3-di hydr obenzoxazi n-6-yl)-5-fl uoro-|
N I thyl]-1 Hindol e-2- carboxam de 20
ib 9%8[3@1%'3@% fg

rmed according to the nethod

M—é‘saxsmbuahyarmmw?eylw ~triftuardrhetbyivi-I( B-lufropRénytimethyl]-1H-indole-2-

'?JEP”&{ , 3-di hydr obenzoxazi ne (WD 2003/ 049702), 0.5
o rlrrethylalumnlum(ZMlntoluene) and 0.157 g

of ethyl 5-fluoro-1-[(3-
A SOOI el R 2 SRR i L Bbosoron
i Btrali of deluendeis taiddgd, pat i€ :on2drbice bath7 @ & }slole{Eh eDVBOMIG2.74 mmol) of
t@né@x@@&m;iﬁp&s(zé} |5 tgli]%%’]e)é}_l% n(1I7df ic%’g%q Itlf re.%cﬁlgn (nfnﬁdl %s maintained .
S0 f2H) ;2 160drs( s 0.3lg H)(130 Ema*rqb)l eoB éﬂwhpﬁuntﬂ;&&hethyl 1-[(3-
f%@emﬁﬁﬁﬁ W25, g8 i el 82" 82"t 5,
pl'vetl rited Ocrolcefr Wiueget & thee a@ehoﬂhdmmré)wreﬂnxﬂ&mﬂ éours and
Housh 8L Woblepinlar, Sk & se iy A ppesstp and 20 m
0bflN hydraeblorip kaidané atded. A2kt filtering theembdurarzohd Geparatign of the phases
bgégglﬂéaﬁs#géﬁﬁéggéeglsms%gg %tﬂ7a%7§ll§al%g solution and then with saturated
splivoy aiiriseysojution i ergakic rpdad;eeusﬁnedrnbev(mbgmauum stigteadd filtered,
a'ng ttﬁé ﬁlﬂgt]e % (tﬂ%ysgﬁfﬁgﬁllrgteiyggeoss %ﬁr%g;ll ﬁé éés?%]lf taken up in
patreleqm, etied) colec® Hysfitr@tidn; arl &le(dmlncﬁH}eduEe& ptegsud)The product is
p%rlrf_%o( @(chr@rﬁgtt@?ph& nggnoé R%Iugi% of s?il?cad' eﬁ.r%hg %vit’ﬁl)é m%xqurc?a o(fsh’eptane and
dichloromethane. The residue is recrystallized from ethanol. 0.29 g of solid is obtained.
Melting point: 203 — 204°C
'H NMR (DMSOY: & (ppm): 1.7 {m, 2H); 2.6 (m, 2H); 3.1 (m, 2H); 5.7 (t, 1TH); 5.9 (s, 2H) ;
6.7 (m, 2H); 6.95 (m, 4H); 7.3 (m, 1H); 7.45 (s, 1H); 7.5 (d, 1H); 7.75 (d, 1H); 8.1 (s, 1H) ;
10.2 (s, 1H).

Example 10 {compound 26)
N-(1-methyl-benzimidazol-5-yl)-5-trifluoromethyl-1 -[(3-fluorophenyl)methyl}-1 H-indole-2-
carboxamide

10.1  S-trifluoromethyl-1-{(3-flucrophenyl)methyl]-1H-indole-2-carboxylic acid

A solution of 0.7 g (1.92 mol) of ethyl S-trifluoromethyl-1-[(3-fluorophenyl)methyl]-1H-
indole-2-carboxylate, obtained in step 5.1 of Example 5, and 0.21g (3.83 mmol) of
potassium hydroxide in 10 m} of methanol is heated to reflux. The mixture is concentrated
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N-(1, 2,3, 4-tetrahydroquinol -7-yl)-5-trifluoromethyl-I

-[ (3-fluorophenyl)nethyl]-1 Hindol e-2- carboxam de 10

A solution of 0.24 g (1.64 muol) of _
WORG06(072726 3, 4-t et r ahydr oqui nsl (WO 2003/ 049 F2)/FRROOE/000008
5 mM of toluene is added, at OC on an ice bath, to a

umdeutreducedf pres8irermhnd 2hd dresik ) isOfakeh! iprah hyhtel WHdNbeRlfied with

The reaction
B ehIRrt 2ol e ReRtala,  sobeasT b5 Htlos, noses g waser and cried
ummad )reab.fcedt bidssiret rO 69 yosfoeBiichys -cbtdifed, 18nd is used without further
oro p I% t.h 1H-| ndol e- 2- car boxyl ate, obtained
pUH HUIRH | %%f '!‘T)e“@é Pe di ssolved in 10 nml of
toluene, is then added. The m xture is refluxed for 3
to roomtenperatu

I d t I
O BB et o g 5o g O PRty e BesTRpheraDrmetiyll-1 -
hydrmhlg;z.lcgrb@gardm@re added. After fil Lerl ng Ithe ]

t ration of the phases settling, the
At o g 8 T8 Rl Lo oA 5 B opary et 1 Hindole-
m&aembxwld Beigabblamied dn 2t 90lh UBhE bl 6 . @@Hﬂﬁéipef thTJP‘@I chloride in

hase i s dried over siumsul fate a
28 @aﬁ'or omeinangeiss fefluxed for %%\Oﬁeﬁw Td‘@nﬁ@ﬁwrﬁalﬁe@nm@@ted under
récﬂﬂ:e@@eﬁiﬁéstblé&esﬁﬁ@ i @skef U ir152© Al e diahy;nether and 0.17 g (1.14
collected by filtration and dri ed

il B S T e R RIS AN pIvHan oh 02 g {60 oD of sodium
caibbaaet mgz ﬁﬂh)f Wﬁteﬁ #814408d OfThé | thixfife |§|s‘tiFré89‘oW2hhhcﬂ1rs at room
m xture and dichl oronet hane. The residu
f%P%f%*HFeyifeeaPrqp iscPhase s evanaieied updenreguegd prgspere;and “the resulting
pbdixteaisneﬁraoi’&i Wthtétﬁ @éététb al%oa!chlo?&ﬁéihaﬁé NN% 6%@ phases are
weetgeoc%g&h wateg a%u@ with tur@teql seﬁlpmzt;q)lond@ %Jtlpf-’h drzgq) avey sgdium sulfate
afdncodcerliratet. driet $edu1:ebi)presguﬁa (The rbsidue i te?fén(db |n1pelf|)oieum ether,
% g, H? ?1 5 % 30 Exanple 10 (conpound
c@@fte By filtratiod, washed and’ dned under reduced pressure. It is then purified by
ciMofbtomeaghyl orbg &éhﬁ‘lrﬂﬁzéﬂlca ey lelutigivit & H%Q@éf@éhﬁroh@%ane and
- fl uorq th Hi ndol e-2- car boxam de
ethyl 3Ge{q Ehﬁﬁ#@p { % 4R ifchedigleAy pihee aejieqted by flltratlon washed
ardt drge:zinu&ile?réi?kbgﬁbés'sﬁreag B B0l BVpisihed of 0.7 g
. of e
M%*WPPF%#@M%P 1-[ (3-f1uor ophenyl ) met hyl ] - 1H-
1H RS ﬁapaso?r )H)aé 9:(s Oﬁm)a'?f{f%d 3HR B8 %m*’?m/l Joafjsxﬁ?éaz{ml 28 (d, 1H):

and pot'assi‘u

895(%”'31‘8%@ ol'oﬁés Hé‘ﬁt ed to reflux. The nixture is
concentrated WO 2006/ 072736 26 PCT/ FR2006/ 000008
under reduced pressure and the residue is taken up in

Examale Wr{gompoyindi48d wi t h hydrochl oric acid. The

ij@ﬁmm—yl%ﬁiubﬁ; £ Rh'f@ﬁ%ﬂe% rkds 1[ f‘gg%rlfjb'r&iGe 5 agg;g%emdgh

water and dri ed
solid is obtained, and is used V\/lthout further

1P4ri ff-'ﬂ&ﬁrbi10['('3-hﬁbrbBﬁerfyﬂHeﬂn‘M]ﬂ%-ﬁhSl&z-carboxylic acid

A solution of 8.3 g (26.3 mmol) of ethyl S-fluoro-1-[(3-flucrophenyl)methyl]-1H-indole-2-
carboxylate, obtained in step 1.1 of Example 1, and 5.2g (79 mmol) of potassium
hydroxide in a solution of 140 ml of ethano! and 14 mi of water is refluxed for 2 hours.
The mixture is concentrated under reduced pressure and the residue is taken up in water
and acidified with hydrochloric acid. The precipitate is collected by filtration, rinsed with
water and dried under reduced pressure. 7.4 g of solid are obtained, and are used
without further purification in the following step.

Melting point: 205 —- 206°C
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N- (1- met hyl - benzi m dazol -5-yl)-5-trifluoronethyl-1-](3
-fluorophenyl)nethyl]-1 H indol e-2-carboxamide A

WOl 2006072286 0. 32 g (0. 95 mmol )270f PCT/FR2006/000008
5-trifluoromethyl-I-[(3-fluorophenyl)nmethyl]-1Hindole

- 2- carboxyllc acid, obtained in step 10.1, and 0. 69

th hl ori [ .25 .
131 %m m@ﬁ#ﬁ%‘@f?éﬁ’%hﬂé&?%ﬁf PRl Hindglord- ﬁaorfa?@mide
¢ ('Cgﬁﬁmﬁl) roﬁitb%ﬁzdtﬂ@bﬁ“)l 1 y&?ﬁﬁ%{bﬁbﬁ&ﬁé‘fpﬁosﬁﬂbﬂlLﬁ'r?ﬁb%ﬂ%okﬁahosphate
i'e

et her

n. u of
ﬁ‘rﬁés d? trBStHFW%@”idL Ur?@?hx?l“i?@ﬁ%l {3 asHspensiangof0 g(ﬂ ({4 mmol) of 5-
fl@Br&-ﬁS@ubkpﬂeWéth;ﬂﬁ HiotEIR-ca AoRPRABEd] Bb%lr{éd pf step 114, in

wat er. are_ad he m xture is stirred for 24 hour

18mi-ftty direstpudfosmapide. Piter srngiaHice. Bk E %mc&bafr%{a@moqumolme

hyBRRAloF@s S aVRROUOSE) aHah.b BE7reRY) bf Soprd Eﬂaﬁ%m.ﬁe are added.
extracted with ethyl acetate and dich oroma ane

Alieg SHTRIpRAFBOWP &t fRABhIIRArAtHrarapd foraddhaiire 1t 60°C, the reaction

raeivth & BeLrs@Htd DG Hi F eRr 2Rk %ol ANy éﬁwl gEetacC M8 C&tdaRtion of the
sul fate and concentrated under reduced pressure. The

Phasssy by paltipgrand gtractiopept dhe ARUEsYR Phaseofhes Sfaagicophases are

chinbirea! WaShed @ At hdddricR0ove? AkIURPE BLfRE] THeCRSI1LE is purified by
It is then purified aﬁ/ chr omat ography on a col um of

cBfamategrgeny o PROIURR @f $Hicaa0eh QUEWER 2dTikiFe PO IRERethane and
288080 TRS Rilid dBRIMICIs rEBSstafivbd YRnh SsdpPiSM alBhbIN 0.26 g of solid is
etrol eumether, collectéd by filtration,” washed and
*under reduced pressure. 0.3 g of SO|Id IS

Mmr%mq el bpgg: poi nt: 223 - 224C 1H NI\/R (DI\/ISO) S

l%fn? (ORI, Biplyr;g ErOY @y)%ﬁ)t 2351?@5 (ml—’qﬁ) 100 1H); 7.35 (a.

1 u .
H zé? b 18 TR P ares O B PR AR e v B m
1H-):| 61 @T‘D car boxam de 11. 1
5-fluoro-I-[(3-fluorophenyl)nethyl]-1Hindol e- 2- car box
Tyllc acid 30 A solution of 8.3 g (26.3 mol) of ethyl
gblej hBﬁﬂ@wﬂh{Streteﬁ|ﬂaﬁ)¢!aﬁm@aiﬁtr}lﬁww@ar}d ther fhysisaleproperties of a number
oﬁﬁéﬁﬁéﬂﬂﬁt%&mﬂ?‘m!d é&%?dl %e SBERING Intt @%Ie the “m.p.”
ot assi um iﬁﬁ: roxide in a so
celwnmgwﬁff tg mitmw@pmmf i\he prodyttswint degrees Msnw&ﬁ) When the
ucts \HQH lated nﬁhg‘f&'ﬁﬁﬁf@ar\' &n&ﬁﬂﬁ@g‘gélﬂtcﬁ%n%d%y are characterized
uced pressure and e residue 1s taken up'in
ffhfrmls @@liumnf Py dhe ﬂ'ﬁsmﬂiMhﬂc)hIl\dﬂrB@V%clrdthe'l‘heltpG@uﬁan t-atrepresents a
f r n
cbﬁqPS@% ﬁﬁfergérbkeé e gdéﬂgﬁ p@iég@% eﬁbf’;qﬁgre%étg agfréoPHBBuﬁ{d ANRydrochioride
famy and e ratigth parentbesas is Wet(HGldtbaBﬁ)rl‘lah@r purification
in the followng step. Melting point: 205 - 206C WO
2006/ 072736 27 PCT/ FR2006/ 000008
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N- (qui nol

-indol e-2-carboxamide 1 g (1.9 nmol) of

Werzonsrd72zes - 1- yl oxytri s(pyrrotg di ne) phosphonlp@q-,FR 006/000008

hexaf | uor ophosphate is added, with stirring and un

ni trogen,
fluoro-1-[(3- quorophenyI)neth
ic acid, obtained in step 1ifable

di nmet hyI f or mam de.
of 7-am noqui nol i ne

-7-yl)-5-fluoro-1-[(3-fluorophenyl)nethyl]-1H

to a suspension of O. 5 g (1.74 mmol) of 5- 5
]‘ 1H i ndol e- 2- car boxyl

After

5 m nutes,
hydr ochl ori de (WD 2003/ 049702)

n 10 mM of dry
0.4 ¢

(1.83 mol )

and 0.9 g (7 mmol ) of di 1sopropylﬁt hyl am ne are added.

After stirring forxg houts at
2 hours at 60C,
100 M of water
separation of the
of the aqueous phaSeé
conbi ned, washed with wafe
The residue is pur

sul fate.

a colum of silica gel
di chl or onet hane and

the“res
and 50

2 or ganj

| cohol .

e erature and

acet ate. After

B

Fi'ed over

sodi um

wigh a m xture of

for

poured into

chr omat ogr aphy on

olid obtained is
0.26 g of solid

is obtained. 15 Meltingzyoint:z 222 - 223C 'H NWR
(DMSO, S (ppm: 5.95 (s, 2H); 8. 95 (t, 2H); 7.05 (m
5 1H); 7.2(t 1H) 7.35 (q, 1 H; 7.45 (m 1 H); 7.55
st H7F65m—2H+8—{(s—2H+—8-3{d—1 H): 8.55
No. x‘h XZ:SXS,kAH 0y szgrns Z"Hﬁ 11 (S 1H) W Tabl e 1 bel ow, m.p. (oc)
il lustriates the ch en1ca structures and the physical Salt
onet-tes of pnnhrnlnrlc of general
R Tl ) a&’f&rr‘ﬁi*ﬁé“t b the i nvSRBHBRSVh this tabl 208 -209 -
2 | H he, Amjp | HeOFymA rglweS1Hahymlz 3 ﬂ&eﬂ%ﬂyﬂ?&wﬁ{ol YHF| 92-95 -
3 m o ""'"CtS n dearopc Ci s he pr oduct §
Nt siof aheg:avﬂq't(ﬁ'@%rwh%ﬂ ?a%rtﬁtﬁi'ﬂygf%'moquf ah/6 - 178 -
4 H, I9jH, Ht Ney | aHeCEDN M, #£ 1T Zedy 2@4&&1 a%y&%hdfﬁet-fwl TIeIT140- 143 -
z . rass(HMHE ). Moreover [in t —_colum, ""-"
LS AL B S5 dbhbbling 4-WetyEe. oe;as?éf-bmmxamréfséas 188 — 200 -
6 | H,HHLTH T|8P[ eREBF3 H I HTPOUR Lo a1 o ey e e -
N L A s N
7| H Wldbog/ by 2Ha6Fasl, Pt FR2008/0803066Nydrablieck7-H  X2| IMHT =450 | -
8 H, BWMAP 0 UHIEE, K 7~ ““banzofuran-5-yi 141 — 143 -
9 HHHH |0 HCFsH, HH 1-methylindolin-5-yl [MH]" = 436 -
10 H,H HH 0] H CF3,H H,H 2,3-dihydrobenzoxazin-6-yi 90 -92 -
11 H, HHH 0] H CF3 H H H 3-o0x0-2H-benzoxazin-7-yl 214 - 216 -
12 H, F,HH 1 H,F,H,HH 1-methylindolin-5-yl 145 — 147 -
13 H,F,H H 1 M, F,H HH 1-methyl-1,2,3,4-tetrahydroquinoi-7-yl | 159 — 160 -
14 H,F,H H | 1 H F,H HH 1,2,3,4-tetrahydroguinol-7-yt 149 -151 -
15 H, F,H, H 1 H F,HHH isoquinol-5-yl 206 — 207 -
16 H,H HH 0f H,CFs H H H 1,2,3,4-tefrahydroquinol-8-yl 93-95 -
17 M,H,H,H |0| HCF3;H HH benzoxazol-5-yt 222 - 224 -
18 H,HHH [0| HCFs;H H,H 2-methylbenzoxazol-5-yl 223 - 225 -
19 | H,CF3, H,H |1 H F,HHH 1-methylindazol-5-yl 198 — 199 -
20 H, F,H, H 1 H F,HHH 2-0x0-3,4-dihydroquinol-7-yl 277 - 279 -
21 HF.HH 1 H,F,H,HH benzofuran-5-yl [MH]" = 403 -




No. X1, X2, X3, X4 n Z1, Zz,
1H F H H21H CF3, H H Hisoquinol
2H H H HOH CF3, H H H

Woreigeyi72138, 3, 4- t et r ahydr oqui gol - 7-yI

Sal t
208 -

209 -

(O
-5-yl

Z3, 71, Z5 WM P.

92 - 9%cT/PRbbO6/00000S

H H HOH CH3, H CH3, H
T-met hyl= 1, 2, 3, 4-Tetranydroquinot=7-yt 176 = - =T H
No. | Xq, X, XBH X4 Hn [CE3,Z,1HZ;, &, 2 1, 2, 3, 4-t et ralwdroqui nol - 7- )yl m.p. (°C)
140 -148 -1 5 H H H H{0 H CF3, HH,H Salt
22 | H, ‘F* PiEH”V B T 0§PF4H’ EHLU’ Az B Fhydthenzotasth-6 \}l ' 216- 217 -
231 H, E! Heth 13- oxbF2H; HeHz ojazi nSGGm-EHBanoxaﬂﬁ 6—yl7 H, [HMH]" =434 -
J 1 r\ s Ll Ll 11 1 Z
A\ i y L= UI\ ul | r T yi — -
24 s 150 BEHHH Y “‘1 'zj‘s“ad&g I’f;ﬁr q‘y e 203 - 204
25 | H, Qfenlzlpfﬂu an- 5HyF, H4H, H14’; - 9 H Foxdmdotih-8-yH, CF3, Hi, 244 246 -
H—H-1 T“t..,.'.Fdf‘".. vHE—-436—~——10—F—H-H
26 | H, G bt Bep T HaF B B H il hyar 866%9299%%'%“629).*5—50 J5225-22% -
27 | H, cﬂ ML HH 1H, H, 6 H, HQFtB H,mé&thyiH 2 3,4- tetrahydro?:umoi -7- yI 146—— 147 -
CVO 2—!_I:on7nva7| n-7Z-vll 214 --’)1R =
28 | H, CFﬁs:ﬁ'L T H- € Herbi | hdol i n- 5benzothiszal-61d7 _ 13 H 191182 -
28 | H, OF,, Hl, HH 3 H HEF, AL HAH H 2- methylbenzoxazol 5¥I 182 — 183 -
1- et Ayl - 3 4. tptrah droqui nol - 4
30 | H, Gha bt HH 14 1HH, BHH H B2 methylbenzothlazol -5-yl 191 - 192 -
31 | H, CRo 271 130 T AECHOATHOY 7= Y1 - mbiisi oy ddlﬁuS" =215 -
1BH, lel(: H, | soqui ngl - 5-y| ﬁglés I?“? ylH H I2—|
32| HRUYH cr3 H FHL W H, 2]3, 4- tetrasgwrr@qawhol 8-yl 93138 - 141 .
5 T7TH; H; CFS, =5=y1 - .
33 | W EDHT AT R B TR S T hettipd A 248 — 251
34 | H,B. Helrihy benzblxﬁzldl Hs-fyl 223 4-r@e:tsylberﬂzﬁmaazma;t H 195 — 197 -
! y '_, } 4l I I IL]aLUI LU UL . _
3 H,TE?, H_H.HH 1 H, I:l‘FF |I-_|":H1$1 H| 2- oxo- §H?98Fﬁ\7%%°é§ﬂno| I 167 -174
36 H, B/, H- 2[79 |- I:LFJ-H fFf- HH H1H F, gdinos-yH 208 — 210 -
Penzgt e U TR I, o v e 510 =211
I S S AL 0 xe MRS 55 73] 210- -
38 H, E4H, He WM PH, EGH, l$,aHt 22 H2 methyibehzdxalbl- S:yl H H 188 - 189 -
’), 2 Ai !ny:nlr obenzoxazi-n vl 216 217 22 H H, H-1
39| H EI H'F'T H ’l‘} NG féH— JenzoxazPW@tW?qu = 434|-167-168 -
40 | H,BAHHH OFB) HH A A wIHF | H Ho. rJTéthbeenzothlazol Syl 201 - 202 -
1.2 3 Aktetrahydroguinol-7-yl 203 -
41 | H CFL R A 1 H, F, H HH 2-0x0-3,4- dlhydroqumo! 7=yl 298 - 299 -
42 M,F,H H 1 H,F,H,H H 2-oxoindolin-5-yl 249 — 250 -
43 H,F,H H 1 H,F,H H H 1H-benzotriazol-5-yl 220 - 221 -
44 H F,HH 1 H,F,H, H H 1-methylsulfonylindolin-5-yl 192 - 193 -
45 H F,H,H 1 H,F,H,HH 1,2-dimethylbenzimidazol-5-yl 281 -282 -
46 | H,CF3, H, H |1 H F,H HH 2-ethythenzoxazol-5-yl 187 - 189 -
47 | H,CF3, H, H 1 H F,H HH 2-phenylbenzoxazol-5-yl 194 - 195 -
48 H,F,H H 1 H, F,H H,H quinoxalin-6-yl 188 - 189 -
4% H,F,H H 1 H, F,H HH quinol-7-yi 222 - 223 -
50 H,F,H, H 1 H, F,H,HH isoquinol-7-yt 270 =272 | HCI(1:1)
51 H,F,H H 1 H F,H HH 2-methylbenzimidazol-5-yl 195 —200 | HCI(1:1)
52 H,F,H H 1 H,F,H,HH benzimidazol-5-yl 275 —-280 §{ HCI(1:1)
53 |H,H,CH;O,H | 1 H,HF,HH 2-oxo0-3,4-dihydroquinol-7-yl 255 - 256 -
54 H F,H H 1 HF,HHH 1-methylbenzimidazol-6-yl 215-216 -
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25 H CR3, HH H1 H F, H H H 2-oxoindolin-5-yl 244
- 246 - 26 HL CF3, HHL H1 H F, H H H
1- net hyl benzi m dazol -5-yl 223 - 224 - 27 H, CF3, H, H

WO"i!OOEIO?U?Sé" H 1- et hyl - 1, 2, 3304- t et r ahydr oquigt®t/FR2806/000008
S 147 - 28 H CF3, H H1H F, H H H

'i%néd?ﬁzﬁﬂnugagbf frey invé-rﬁibh]t@@re su%%ckéd Q: :3 tha aJ'TH In Hvo phah‘nacologfcai

| benzoxazol - 5-
teptg that dﬁmomstraiﬁd their Vﬁbltergﬂ %@ﬁt,?ﬁt:ﬂ?ﬁ \alilbthe@gﬂuth gqtmt@gz -
31 H CF3, H H1H F, H H H
1- et hyl sul f onyl i ndol i n-5-y| 214 - 215 - 32 H, F, H H
Tl HfF,bH chHisouinoI _I 139 141-83H F, H H

%L}Wg’%ﬂ“ﬁ‘é%?Fﬁ*ﬂ%"?ﬂﬁ’"ﬂﬁ%"gk%(D'?t%)zce“ss5 H CF3, H H1

Tie réurdis dfithe-DRE rzturait exprasy thd TRPVIGéceptdd - 36 H, F,

T irgenky cufrety of pewiodh vl WG pre Fpeasefsingo Ty ol e, Briefy,

dfler Hissettioh, thethariglioht akd trivbsiniped Byd bwz:eueaaiﬁfsocﬁatw b¥88echanical
ot hi azo

tr'itén%%péﬁ‘gr?q lc_%!_l@':qrp ﬁ'@u’é‘g&n{é@ﬁgn@&'ﬁb@@ eqrg ure meéiulm_ gc;rXelaining 10%
f&ta‘reialf)dehﬁn,zm hiMKﬂl S-nyIUI Ataminel OR0-ughihl bentemiin Bnd 180 ng/ml of
NGty 2 tngh dpposied of ast sfaés S4gled Wb dominhy {2820 o per sice),
whi@b8re- thé le\ceE ln Fﬂ;orhing 1> wé[l dlbhe§'| THd cells are incubated at 37°C in a
S oAb oA G £ sk Db 1 1
ig—addéd 48 Aourds affer d:d;ituhhg,Hohré\fedIt thet drpWliediznon-szonal e)d. The slides
<5 benfe hehintiatsrein Shambers frghe palsartp siudigs affen7-10 days o
chiturfng. H, H H 2- phenyl benzoxazol -5-yl 194 - 195 - 48

Eée't:fo@ H F, H H Hquinoxalin-6-yl 188 - 189 -
“FF P S"H’nglH F, H H Hquinol-7-yl 222 - 223

The rhéaslﬁrm@-lchdnhﬁeu’sl (vdilumH 804, yiHcosaipngnhk cél YreparitionZate placed on
1:1 51 H H H1 F, H, H | . .

5 BT 5L 43 RiSHiEPoicospPe daviag EP) Euipped i Hoffman optis

(ModidationHColriradd, Néw FYdeenandi dezehved- wt a2 Atagnifik8brHoF 400X, The

H CH3G

S5 P TN hero s el g s, s

abcdpting, 8} itlets], agH \ghdsw beRz h:gjglé"; Bﬂg@hggtghg _?_\;1 wl pcﬁﬂéthyler?el@l}e (aperture

06/ 07 e, co un 0 .

PRt R 30e P e oRo e ol WEte STt 3 o whole el

cphfigunationl efgineapatch-clamp technique was used. The borosilicate-glass pipettes

(resistance 5-10 MOhms) are brought to the cell by means of a 3D piezoelectric
micromanipulator (Burleigh, PC1000). The overall currents (membrane potential set at
-60 mV) are recorded with an Axopatch 1D amplifier {(Axon Instruments, Foster city,
California), connected to a PC running the Pclamp8 software {Axon Instrument). The
current plots are recorded on paper and simultaneously digitized {sampling frequency 15
to 25 Hz) and acquired on the hard drive of the PC. |
The application of a 300 nM capsaicin solution induces on the DRG cells (voitage set at
-70 mV) an entering cationic current. In order to minimize the desensitization of the
receptors, a minimum interval of 1 minute between two applications of capsaicin is
observed. After a control period (stabilization of the capsaicin response alone), the test
compounds are applied alone at a given concentration (concentration of 10 nM or 1 nM)
for a time of 4 to 5 minutes, during which several capsaicin + compound tests are
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tests that denonstrated their value as substances wth
therapeutic activities. Test of inhibition of the
current induced with capsaicin on rat DRGs 5 -

Wni2oee/o7grdg ure of rat dorsal oot ganglion (PRFFR2006/000008
cells: The neurons of the DRG naturally express the

p@ﬁa’vﬁed &S BBLRY the TRl TRHidtSH THE Rsuks aféeé’%?)%d%ea &k a percentage

are prepared using 1-day-old rats. Brief
Oémh@'tloa@y@c@qr@ﬁl %ﬁé'%ﬁ@??@ﬁs are trypsini zed and

T’hB %eﬁ%nta’ge@ Iof FHMYiIRInEST tRY cARGRAN I‘ea%ﬁbnsc—:I {3‘0b WivALdre 'Betvﬂé‘?\ 20% and

are resuspended in an Eag basal cul ture nedi um
18% é@fmﬂafg oSk fetl\fecanéagoaﬁrfcmﬁﬂs 20f i@ Koyentignpigsted at a
cHn@at 13010y of NGF,
Cgllr‘ld the(?]}?ﬁdfepom Pg/dm%&ggtggsmcwdrbd%g%e%g? Zgﬁl\%zth | ami ni n
(0.25 x 106 cells per slide), which are then placed
in Comng 12-well dishes. Thg,gel s are incubated at
37Cin a humdified atnosphere containing 5% CO32 and
95% ai r. Cytosine R D arabinoside (1 pM is added 48

frours dTw [HdPNENY; —to prevent tig g f .
non- neuronal cert The slided 15 arye'trr"awr%h@r%%elpr?tt%h

experi nment al ﬂ:41anbers for the patch cl anpS&%lﬁtDré@)

£ . [ H el riri——T
= Ul LUl Ut Ut Ilg. = EI CL,L 1 UIJ I I y TI'TTC
neasuri ng cha?%ers (vol une 80Q pl) contai ﬁ?oﬁg( thQ cel |

preparation aZCe placed on the pl atfor m o#5%n(1inM)er t ed

- obgervalieBapeqd the animshdlegn, easumas titsr nmebAetiviy.

III L«I UDbUpC \\.JI _yllpuo I l\vﬂ-L/ C\.Iul ppcu Y
20 (Modul ation Contrast, New York) and observed at a
Thagnﬂrm‘slcaagamst dﬁeéDBKtheThembaﬁdsemyatbe evalnbieduby sheasuring the

|nf uxed (2.5 m /mn S ol ut .
i idiced et VB ot Phierttats B8 URE. iipp gresence or
abmesm‘catgsazéplaepol yet hyl ene tube (aperture 500 pm,
IS pI aced less than 3 mmfromthe cell under study.
The "whol e cell" configuration of the patch-clanp
techni que was used. The borosilicate-glass pipettes 25

Testef mpiuga cernBallifritafidons) are brought to the Cell by

peans of a 3D piezoelectric mcromani pul ato
REENE aﬁwﬁv@fﬁﬂb’e?'cmvﬁ easlitg Pgpessed Pﬁéh% §omga rFmO&dB'S organ is one

oPHeeBigaAs st d@hsel¥ BheRated Mith” € IR dn Whik NeoRfext, from preliminary
Axopatch 1 D a ier (Axon Instruments, Foster city,

ewfweé\t%a ithd ap%ﬁm%@j V%; sfa@mennt oh §RSASIPE MA@ concentration

of 966 ANeto( theosurtdest 6fufﬁ8nédrneér e anCaHimaNlealb %Sa @ERain number of
recorded on_paper .and sinultaneously digitized

sleseabic Renavistieldrits apsocialgd tvdhzsltairpp Whighate greetp estect. Among
tHeBE, ihérfglld?“;h?’ aré®hofelle biPr%ngTBfGthEWe' ﬁﬁdw@”o%e%%ﬁ’l@d %% with the

capsai cin solution induces on PRG ¢ (volta

'P§Uﬁtef@! frontzgvmiybting ehihe ﬁa%W@aP@tBﬁWO@t e@w éﬁfatchlfﬁg @? Berpsilateral
fdc® WIhhBIWR dde BRSQNSE SahisHahaliobMfoes il 8RESYSthe @ minutes of

mnimuminterval of 1 mnute between two applications
Elals.@gect is moreover

als8 trifinbf. Zkl PBLEY ist R&t Fe@l%@' ﬁ'a”c&ﬁé«p%ﬁ%aéle&’rf%}:kleg hd does not

test 35 conpounds are appli al one at a given
devairreany ehsesmbleceiar ohsy Iingnlt g1y eauckded thaypthe duration of action

of capsaicin at these doses is less than 2 minutes.

Summary of the methodology:

The principle of the series of experiments is to determine whether the compounds of the
invention can influence the behavioural response induced with a given amount of
capsaicin. The capsaicin is initially diluted to 25 mM in DMSO and diluted, for its final
use, in Tween 80 to 10% in physiological saline. It appears, from coniroi studies, that,
under these conditions, the solvent has no effect.
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for atinme of 4 to 5 mnutes, during which several
capsaicin + conpound tests are WO 2006/ 072736 31
PCT/ FR2006/ 000008 performed (to obtain the maxi num

Wwoedoeio7em3s The results are expressed as a pepCHPRR066/000008
of inhibition of the control capsaicin response. The

5] é‘&lﬂé &ﬁ@ﬁes@ rddb |B|aHh~ﬁ7rﬂst§Fedtd?8I ﬁ@ﬂltﬁ'&\%dé&ﬁ(}ﬂ%&%tment time: t)
are between 20% and % for the active

téﬂtt %@&Hﬂ%P"éBﬂﬁBEWF‘eﬁ'% éatan#mmsﬁl feegives aptocyllardnstillation of
mn@reémeat g:!?lncé?ﬁsaﬂeﬂm %Cﬂéﬁtfn ére%MNJIgSSé;‘—/ |n?ﬁ&rﬁi tSE’o@X@'ﬂPih S 2-minute
@g@@ﬁtioqmllg\gmg (thgﬂgpllapgn.af@%wt}q/ﬁ %nlztgs !ﬂ'g;!w%tilleﬁ Imye jgrubbed with

tﬂ@ﬁ:sil&bfél frohtpaaditRb&drd&d.f ect of the conpounds may be
eva uated by neasuring the current induced at various

ko ﬁpﬂi‘(ﬁﬁ‘cﬁ%ﬁ'@ thetnaseeniage efprofgetionds calulatadps faltows:

Y §56 ﬂ%lﬁﬁber%ﬁ%%Fﬁ&lﬁéram%gf@@lmgﬁﬁﬁurﬁl?err@%%tchlng actions
corneal irritation 15 irritant nature of capsalcln

fprsthe &R Yeaded with the siverh t¥ nea since this organ is
'ﬂf%epel‘&fenttaag cﬁr;ﬂétﬁétid'fp%t \%‘{”&Eﬂ ﬂbr'é&@ﬁ@f@ﬁpﬁ@f WhirtaiCin = number of

br es. t hi's context, rom re I mhnar

@(ﬂ@'ﬁ ffffﬁé#ﬁ with theecosmaung of tf‘Gﬁn‘tﬁnt@n)ver y s mal | anmount of
THRASR L eQ;?of 'H'roté&ttd'i‘a SRR ihabis ‘?ﬁbde‘?for Jﬂ@@rn@@@ acfta@e EBfRpounds of

surface o cornea of an aninal |eads a certaln

the iryentions US@c @r%@@%&ﬂfd mefavpluprg batween %0%§@5 JPAYelgee selected
éya;nlmésr,,q thelkiapn, which are easy to detect. Anpng 20

these, the follow ng are noted: blinking of the eye,

rubbing of the instilled eye with the ipsilateral

front paw, rubbing of the fggglew th both front paws,
scratching of the ipsilateral face with the hind paw

The duration of this behaviour does not exceed the 2

m nut s omgwﬁa%tlon ang-te aﬂi 't éthpﬁ‘y S (n=8
its normal actiwvity This aspeict iS mpwwr—q%u—

normal . The ndfise is not recluse in a corn‘lﬁ%MJIﬁ

THI b(:‘(.l lldLKT (:‘E dllu UUl:‘b IIUl LD Ul:‘\fl:‘l U[J dlf}rsd > a' [
sign_of sufferl ng. It nmay be cloncl uded tha }fghgi'\i

duration of action of capsaicin at these doses is

S f odol o h .
BRI it ME SpoR WP BB SIAR i, prasoms
effleets g the IR RMGInrecapiis 'Eh‘e mbe active entagomistceompauhtisienthe invention

b:l)#z:ﬁ t@%gﬁe\@t@ ME@JF%C{ ﬁﬁ;ﬂ%ﬁ&. S TR E c{%pgir%/ en amount

capsal capsalcin is’i y diluted
Tihe @B\pthm otxbscmmm:ommau thds bearsedtfer thenmkeparation dofnmedicaments,

e;&iﬂ%cﬁnﬁl {Et‘% &%ﬁ%@%%\f%‘ r%%& gél%glllt f%?lp"&%htll{gt o R’Qgt%g pathologies in

which the TRPV1 receptors are involved.

Thus, according to another of its aspects, a subject of the invention is medicaments that
comprise a compound of formula (I), or a pharmaceutically acceptable salt, or
alternatively a hydrate or a solvate of the said compound.

These medicaments find therapeutic use especially in the prevention and/or treatment of
pain and inflammation, chronic pain, neuropathic pain (trauma-related, diabetic,
metabolic, infection-related or toxic pain, or pain induced by an anticancer or iatrogenic
treatment), (osteo)arthritic pain, rheumatic pain, fibromyalgia, back pain, cancer-related
pain, facial neuralgia, headaches, migraine, dental pain, burns, sunburn, animal bites or
insect bites, post-herpetic neuralgia, muscular pain, trapped nerves (central and/or
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under these conditions, the solvent has no effect. WO

2006/ 072736 32 PCT/ FR2006/ 000008 In practice, the

test product is administered orally and, with a del ay
woremoseabrsgt tine: t) that depends on the PCT/FR2006/000008
phar macoki netic data, the aninmal receives an ocul ar

pefphdrhi) aé[inﬁlﬂ cBlumn#&da/ef brﬁlnlﬁ%rﬁé/' |§§%l§ '(6T tﬁ@'sbtn'aPBolumn and/or
“%bg ared as i ndicated above.

IR ahe BRIFaSTE BRI AhaemOTREHS 31oKBF (! the RENB pAEPN apdlor of the

braifEsnd frat-sihskd pdigd eye is rubbed with 5 the
i psilateral front pawis recorded. For a given ani nmal

ThREOmAoLBHS Qbﬁ‘edf“’%}"eﬂ &0y bR used dof tha pseraiation 9fA megisament for

pPeveﬁ@ﬁb -antifop LtFﬂ#?lhg Qrole§icat G@bmr@%ér%% RpRRAciee/ B?% bladder,
unmber” of scratching actions for the group treated

Vﬁﬁ't:éH tweerseflexiant Yesical optabiis  picpatinansge WoeHr shiglgtiliss urinary
nﬁo‘énﬁNeﬁ{c@PS t.{@rnesﬁ% daahetﬂémé r@@r@sﬁ.ﬁwﬁm PR BAInOT

ani ma tested wt he conpound e 1 nventl on)

ThRecopwiosads ahthe laveqyp@mw bexsed i Digpate a maditamans i preventing
aﬁefor ttl'é%t!l’i@%?né”éaolopﬁ:ap egemépéﬂ%]ofnsténﬁs dqu@/Vr’g% O gﬁ%ﬁ%ssoc.ated

dose 0 are between 209 100%
V\('tééélpértglt@&réﬂth @%6\%9@%03&1 Table 3): 15 Table 3 :

Thes® 0aR be( h% B ¥ 49) of a Irfbaieailent i
46% %O\I 20 ( so “rhe rggt&t%g of these tests sh oprevent:ng

apeigr tﬁ@éﬂ@:@@ﬁtﬁ@ﬁ%mﬁ;ﬂw@@smu ag ggsirepasapfagest reflux disorder,
sRIhRAt S1coQ, HDSdéFEPchFse%H&f%a[ IpepBal caftfs Y8S, Crohn's disease,

ant agoni st conpounds I nvention ' 20 bl ock the
papgreaiits, P‘Pﬁﬂ?@éﬁl‘“%?n‘éﬁ"ﬁﬁyl@l@ on of the TRPV1 receptors.

Shfifark 0 BROMESCE fof tHE pleB¥ANhi oA BYay BalSisBEI Hﬁﬁg Jré\Fentlon and/or
the preparation of nedicaments, especially f

et at Plon resriratanedi ds%mﬁens f §HClpr eAfentashyiar tchug@mgng COPD,
bﬂﬂkh@é&ﬁtr%ﬁoh land Wla%étﬁ@l difbrdrs’ GREs chﬁiuetrsemay also be used for

i nvol ved. 25 accor to anot her of
péﬁyﬁetm;amk{orswt@etpsgn*a%@rw Y rfiermoal. peulaker rea%ﬁttgltahon herpes
ahBabna.conpri se a conmpound of fornmula (1), or a

phar maceutically acceptable salt, or alternatively a
hydrate or a solvate of the said conpound. These

AeBSHHMMRN bRcthbngr ithedspREN! ke P?&eﬁﬁ RRehfdd Ye[ét@sttBepharmaoeutlcal

prevention and/or treatnent o ain and
CPOMPPSEPRS FORPIISIMG @nF@“B%H"ﬁ' am@t}@d@hﬁ@ Ipa@rﬁlon as active principle.

Tﬁéé@Hlﬁ@n{a‘éE@ﬁcﬁfjcorﬁbé’ﬁ%n“s%onté’\‘?éﬁ@%btﬁre dose of at le gs%one compound

infection-related or toxic paln or palnln uce
agearfipgrie de Brentionr oige ﬁh@rmaqeéma% ﬁpsvept@tdgtse&b)@h!dfaﬁqrcsolvate of

tRAd 4 cérﬁﬁmt gﬁd BRb Bt Ie |rr%1%utlle§| or&@btgble excipient.

cancer-rel ate pal n, aCI al’ neur eadach es, ]
The geld pxcipierinaae Cb@ﬁeﬁﬂ agcarding tethe wharmageutiedl foim ead dhe desired

mode of administration, from the usual excipients known to those skilled in the art.

In the pharmaceutical compositions of the present invention for oral, sublingual,
subcutaneous, intramusculfar, intravenous, topical, local, intratracheal, intranasal,
transdermal or rectal administration, the active principle of formula (I} above, or the
possible salt, solvate or hydrate thereof, may be administered in a unit administration
form, as a mixture with standard pharmaceutical excipients, to man and animals for the

prophylaxis or treatment of the disorders or diseases mentioned above.

The appropriate unit forms of administration include oral forms such as tablets, soft or

hard gel capsules, powders, granules and oral solutions or suspensions, sublinguai,
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i nsect bites, post-herpetic neural gia, nuscul ar pain,

trapped nerves (central and/or WO 2006/ 072736 33

PCT/ FR2006/ 000008 peri pheral ), spinal colum and/or
WCapooe/0E 8, | schaem a (of thesgspinal colum P@WF‘P'&OOGIOOOOOS
t he brain), neurodegeneration, haenorrhagic strokes

tcal, hentaRbaRal, C GhireBtuRRdARE gfstragggatih%mirﬁgtreﬁiﬁﬁ forms, forms for

st-stroke pain. The conpoun e i nvention may
niskatian by Hehakatiopar igpical Bensdermall csuhsutantous, Btramuscular or

R @YeRRLS ARSI Rlont foRAS | r‘é&ta‘l‘?ﬂhﬁ’ﬂétﬁn‘on%ﬁﬂé 486 SmBHAE. For topical
as hyperactivity of the bladder, vesica
IRRjettonr ths: campouiscagcording 4nithe tventior orayi benseqd in creams, gels,
pOrERIEs dFlidkioHEl tion, urinary incontinence, cystitis,
nephritic colic, pelvic hypersensitivity and pelvic
pai n. The conpounds of the invention may be used to
" 6 BxarRelkCaNBA MRk / tL0g
ﬂ/ﬁ%gcgl oxﬁg}e %i soréé@g,d?f or Fir%ﬂsr g)rchp\q?u%%%é/uﬁlgaég%&dmg o the
IBvan§on §sigbled fosm maycamprisedhé folloying componantsh
@&ﬁﬁ@%"afc'&&%@}gt ucts may al so be for the
preparation o yﬁ%ﬁ‘i"%@%@nt for preventi ngSUﬁ)grﬂgl or
Margol ng gastroi ntestinal di sorders such 283.75mg
SHRAIA CRE reflux disorder, stonm | cers,
duodena é%?ﬁ%?é%functi onal dyspepsi a, col%l‘ rilrl'g, | BS,
@BEHre di sease, pancreatitis, oesophagi 159 ragd
Hydvd@pdopyPhdthylcehiosk M | arly, the products ,0f; rwe
presént invention may be useful in the préventYon
um stearaterent of respiratory di sorder8.0smgh as
ast hma, coughi ng, COPD, bronchoconstriction and
I nfl ammat ory di sorders. These products may al so be
Thees@id pit fosing vex tipseyl tenallowr a dadaadmigistration efirem 0.001 to 30 mg of
R prrndble S& 1R b |d EALALL her pes
and ll%odrt:'ﬁ).e go %%opgfwgﬁhé%ﬁ%&%&séﬁéé%lérﬂéésigec ‘s, the
present invention relates to pharmaceuti cal
TR REY IeOPRiG MAPEdss! idhO ing.to t -
P o oD S8 B9 i MIDRLA 1BEEE RO o mpfjopriate such
degagrsda nefrdepad fram theascapefafdhé wyedtione Acbordingl teabe usual practice,

PSSR ool b AP Aoy e sy gorin

armaceutical Iy accepta
ther mode; of armisistratiors theoweight anddhearespoase biths saidrpatient.
pharmaceutically acceptabl e excipient. The said
exci pients are chosen, according to the pharnaceuti cal
Acepriingrig anedhed & iits easpents dtheopreaenti investioatalsanreldtes to &hraethod for
; L] ' he art. |n .
R NS e RIGIN SR chbye (MG SPNDIER b bt ation 1 patien
of Ay etfeciive dege of alcompobhd regoaiding BOtheubearttianeous , pharmaceutically
abdiptdiidiss) ,|o?ruydrhfétcfr%}5ﬁlgﬁ-ﬁﬁeretoﬂp' cal, |ocal,
Intratracheal’ rntranasal, ~ Transdermal or rectal
adm nistration, the active principle of formula (I)
above, or the possible salt, solvate or hydrate
thereof, may be administered in a unit adm nistration



L

form as a mxture with standard pharnaceutica
excipients, to man and animals for the prophylaxis or
treatment of the disorders oggdi seases nentioned
above. 35 The appropriate unit forns of adm nistration
include oral forns such as tablets, soft or hard ge
capsul es, powders, granules and oral solutions or
Ctaigiensi ons, sublingual, WO 2006/ 072736 34
PCT/ FR2006/ 000008 buccal, intratracheal, intraocul ar

1and h@&rﬁﬁ?@rﬁioﬁﬂ# | jon forns, forns for

adm ni stration y@ifﬁhgpc[iata@jon, topi cal, transdernal,
subcut aneous, intramuscul ar or intravenous
adm ni strat '5(on forns, rectal administrati®n forns and

i npl ants. Fgt topical H application, the conpounds
accor g, t gt he invenf‘&_o.nyrmy be used in creans,

gels, b5 o | ofions. By way of exanple, a unit
form of ad PTomMy of a conmpound according to the
i nventy RY et forgn may conprise the foll ow ng

& Conpouoynd according to the invention 50.0
ng 10 Mannig ol 22 Cﬁ%"rrg Sodi um croscaranel | ose 6.0
mg Corn starch) 15.9 ng Hydroxypropyl met hyl cel | ul ose

2.25 ng Magneshuma
forns are dosed

ow!'a daily adm nistration of
fromO.001 t )f active principle per kg of
body wei ght, g to the galenical form There
may be particul arf casedz i n which higher or |ower
dosages are apprépriate: such 20 dosages do not
depart fromthe scope of the invention. According to

nggﬂ sual practice, the dosage that is appropriate

ach patient is determ ned by the doctor according

to t e_of adm nistration, the weight and the
nf%@%@i@r@ﬁ’?% Hai d patient. According to another of
its aspects, _the present invention also relates to a

Xnethdd. XorZi, Z5 £ Latandg/ ¢ neprepanondgpendently efaanh other, a
[ 0 ' | H Skrat 1,00t atj ent

nBEn oA GEIEE 5P C LB T L LULBAING CeErRhSBbi
Ci-O¢aikylone, ©Of-C3-fluiordaiRgle Gl iIC2alkixy, aTLEpifiRblsalkakyt, cyaho,

&grﬁlﬁte or saolvate thereof. 35 aimg 1. A cogaound
Cip) ‘éq.?f, Gftfﬁjﬂ\gq‘(ﬁg, C1-Ce-thioalkyl, -S(0)-C4-Cs-alkyl, -S(Q) »-C1-Ce-
alkyl, SO2NR4Rz, NR3COR4, NR3SO;R;5 or aryl group, the aryl being optionally
substituted with one or more substituents chosen from a halogen and a C4-Cg-
alkyl, C3-Cr-cycloalkyl, Cs-C7-cycloalkyl-C4-Cs-alkylene, C4-Cg-fluoroalkyl, C:-
Ce-alkoxy, C+-Ce-fluoroalkoxy, nitro or cyano group:

Rs and R; represent, independently of each other, a hydrogen atom or a C-Cg-
alkyl, C3-C7-cycloalkyl, C3-C7-cycloalkyl-C,-Cs-alkylene or aryl group: or Ry and
Rz form, together with the nitrogen atom that bears them, an azetidine,
pyrrolidine, piperidine, azepine, morpholine, thiomorpholine, piperazine or
homopiperazine group, said group being optionally substituted with a C4-Cs-
alkyl, C3-Cy-cycloalkyl, C3-Cs-cycloalkyl-C4-Cs-alkylene or aryl group;

Rs and R4 represent, independently of each other, a hydrogen atom or a C4-Cg-
alkyl or aryl group;



(1) XTLHX2 N W XS X4 \(CH2)n 25 Z Za 72 Z3
wherein n is equal to 0, 1,3 or 3; X1, X2, X3, X4,
Z1, Z2, Z3, Z4 and Z5 represent, independently of each
ot her, a hydrogen or hal ogen atomor a Cl-C6-al kyl,

RECResPésentel el 104 alk@orGryryreupal kyl - Cl- C3-al kyl ene,
Cl- C6- f | uor oal kyl ﬂ% - Cs’-:%l kgxy, Cl- C6- f | uor oal koxy,

i 1- C6-t hi oal kyl
W -egf%pg%%ycﬁg%’%@? ffoghuid: kyl , SC2NRI R2.
NR3COR4, NR3SO2R5 or aryl group, the aryl being
optional ly substituted with one or nore substituents
chosen Er a | ogen and a Cl-C6- al kyl,
C3- C7- cyfel oalkkyl ,\ C3- C7-cycl oal kyl - C1- C3- al kyl ene,
C1- C6- Tfor ogl Kyl), Cl- C6-al koxy, Cl-C6-fl uoroal koxy,
nitro or no—group; Rl and :R2 represent,
independenfly of each other, a hydrogen atomor a
Cl1- C6- al kyl, C3-Cr7-cycl oal kyl,
C3- C7-cycl oal kyl - C1- C3- al kyl ene or aryl group; or Rl
lirked tofbe hitrogent alget iarpogitidng he2 18 br 4gen at om t hat
bears them an azetidine, pyrrolidine, piperidine,
A sempisents a6 fhPinmembetdd RERIEERIé BEMpRE PR fAdMNshelo three

SRS i i i 850 bt oo rpusir anor
e B A Bloset R Y eBP el bt i e

tn8 A afufts) BT Ay epfoysyrbiEiByith ppe sr uermaroups
cHoseadrdm eyteydregen awsmaeind # 0Lt aalkyR C£8-&ydloalkyl, Ca-Co-
cycloalkyl-C+-Cs-alkylene, C4-Ce-fluoroalkyl, aryl, aryl-C;-Ce-alkylene, oxo or

thio group;

the nitrogen atom(s) of A being optionally substituted with Rg when the nitrogen
is adjacent to a carbon atom substituted with an oxo group, or with Ry in the
other cases;

Re represents a hydrogen atom or a C4-Cg-alkyl, C3-Cs-cycloalkyl, C3-C-
cycloalkyl-C1-Cs-alkylene, C4-Cg-fluoroatkyl, aryi-C4-Cg-alkylene or aryl group;

Ry represents a hydrogen atom or a C4-Cs-alkyl, C3-C7-cycloalkyl, C3-Co-
cycioalkyl-C1-Cs-alkylene, C4-Ce-fluoroalkyl, aryl-C-Cs-alkylene, C1-Ce-alkyl-
C(0)-, C3-Cr-cycloalkyl-C,-Cs-alkylene-(CO)-, C4-Cs-fluoroalkyl-C(O), C3-C+-
cycloalkyi-C(O)-, aryl-C{O)-, aryI-C1-Cs-a|kylené-C(O)-, C1-Cg-alkyl-S(O) -, Cs-
Ce-fluoroalkyl-S(O) -, C3-C7-cycloalkyl-S(O) -, C3-C7-cycloalkyl-C4-Cs-alkylene-
S(0} 2-, aryl-5(0)2- or aryl-C4-Ce-alkylene-S(0),- or aryl group: and

W is other than indolyl;
or an addition salt thereof; and

with the proviso that when W represents a quinolyl, X, and Xz cannot be
halogen; and

T



| s 101 1 4 linked to the nitrogen atomvia positions
1, 2, 3 or 4; Arepresents a 2 to 7-nmenbered

het er ocycl e conpri si ng from'o3 e to three heteroatons
chosen from0O, S and N, wherein if one or nore sulfur

V@E?""%%P”’S"?ﬁgﬁﬁ"ﬁ‘“?% o P Te el B, .

e 0X rm carbon aton(s) of

SNBSS B b b
il mlf@hﬁﬁw Fish ettty G,

r\LhIQ grou thentrlwgen ato of A being optionally
Lﬂﬁ@@'rw F-Riamois(4ntiatiugram hY')QﬁjE’H') TH-indgleesarboya-
na garbon atom substituted with an oxo group, or wth

9 in the other cases; R6 represents a hydrogen atom

or a Cl-C6-al kyl, C3-C7-cycl oal kyl, C3-Cr7-
cycl oal kyl - C1- C3- al kyl ene, C1- C6- quoroaIkyI

ryl C6-al k ene or a U R7. r sents
2y i JGE e Shioetissl L prdraieitoiaisy P WER N 1S equal t
0(@,}{3701- HVEd RO ¥hr C1- CS al kyl ene, Cl1- fI uor oal kyl ,

aryl - C1- C6- al kyl ene, C1-C6-al kyl - C(O)-,

C3- C7-cycl oal kyl - C1- C3- al kyl ene-(CO) -,
Cl- C6-fl uoroal kyl -C(O), C3-C7- cycloal kyl -C(O) -

30 o ertgmeding obtbmul e nayRlagm & wersin Xi, Xe, Xo, Xs,
Z¢322C'Z-3PZQ hAaIZs\epflseht, 3ndependently of each other, a hydro en or
- C7-cycl oal kyl - C1- C3- al kyl ene- 2-, aryl - S)l

halog@nyatomom eyl O3(Q)- ﬁuomallfa(s or Cngm@Jkoumrmm or an

E%ﬂan indolyl; or an addition salt thereof; and
aﬂﬁtﬁﬁht provi so that when Wrepresents a qui nol yl, X2

and X3 cannot be halogen; and 37 wth the proviso
the follow ng corrpounds are excl uded:

N- | - 7- I -6-bro
44 ,( ﬂg’bg?@m@%quﬁmg a (1) accrordlng to claim 1, wherein W is chosen

frgh{ ﬁhﬁbgﬁyl i§oidbTinyI°B8AY R PhiRYEobEnL SR 1CBén ShRBREAY,
dikydopbenziotiephenyd.- iermoxakeliyl -ditydrébenzoxazoliny!) isebeniofuryl,
d%mydrmsgbenzo%ury?rbe%)élm|dazgiyl dihydrobenzimidazolyl, indazolyl,
benzothiazolyl, isobenzothiazolyl, dihydroisobenzothiazolyl, benzotriazolyl,
quinolyl, dihydroguinolyl, tetrahydroquinolyl, isoguinolyl, dihydroisoguinolyl,
tetrahydroisoquinolyl, benzoxazinyl, dihydrobenzoxazinyl, benzothiazinyl,
dihydrobenzothiazinyl, cinnolinyl, quinazolinyl, dihydroquinazolinyl,
tetrahydroquinazolinyl, quinoxalinyl, dihydroquinoxalinyl, tetrahydroquinoxalinyl,
phthalazinyl, dihydrophthalazinyi, tetrahydrophthalazinyl,
tetrahydrobenz[blazepinyl, tetrahydrobenz[clazepinyl,
tetrahydrobenz[d]azepinyl, tetrahydrobenzo[b)[1,4]diazepinyl,
tetrahydrobenzole][1,4]diazepinyl, tetrahydrobenzo[b][1,4]oxazepinyl and
tetrahydrobenzo[b]{1,4}thiazepinylgroups; and

the carbon and/or nitrogen atom(s) of the said group W optionally being

substituted as defined in the general formula {l) according to claim 1;




2. The conmpound of formula (1) according to claim1,
wherein n is equal to 0 or )J; or an addition salt. 3.
The conpound of fornula (1) cording to claim1,
wherein X1, X2, X3, X4, Z1, Z2, Z3, Z4 and Z5
ndependently of each ot her, a hydrogen or
oﬂﬁpsggﬁegts% or a Cl-C6-al kyl, Cl1-C6- fI uor oal kyl or
Cl- C6- al koxy group; or an addition salt. 4. The
compound of formula (1) according to claim1, wherein
Wis_chosen from. indoli I soi ndol i nyl, benzofuryl,

Sdi hy B SERROUIFAT foﬁawadi)rﬁqpﬁlﬁ@ﬁgﬁo claimyd.avtsrein W is chosen

G RORT iy iEREPLAE ek By BIANBERAAERIY .|
ditiydipibenbexaziny|dbenzgfuryl, mdaanlylbenzdmzalyl hndaxdlyll

isobe zot hi azo ol s be ot hi azo
l}g,olp?wzo){hlaap&[?&ﬂnzot{%@ oqj.ﬂpﬂl& )gumoxalmyl groups;
tetrahydrqu|nonI i soqui nol yl , di hydroi soqui nol yl, '
thfaé{a,rgwg, gtqmgs@qui%;s?qd grepMYheing pptionally substituted with one or

e Y RSTERYE il an BESICLEL P s grog, g fened i o

gehdratfioomuiandy vl iemstion witlke i, aimgdsroqui nazol i nyl ,

qui noxal i nyl , dlhydrqu|noxaI|nyI
theetitr aftisP ox ald 8t .grol Was Biflionally subst

di h¥%$%rdht haq 212| nyl, e%m er‘w?g{ hg '%nzal‘ r)}(su stituted with Re
when faﬁ]p@m&ena Pﬁ]@g@ptmwcarbm am@ubamnte{cbqva{a @i o%a group,

o B B ERES it Rehoigg o dsfingd inthe general formula

(Dreyotoodiag 2o [ctdiinl 1 # cBlatierpwitilA, tetra hydrobe
nzo[ b] [ 1, 4] oxazepinyl and tetra

witly B 08greaehiihg b Hidrb éﬁﬁf&rﬁ)ﬂrw& @)gsalk@[?%we car bon

and/or nitrogen aton(s) of the said gro ‘optionally

SRR S eI o LB oL 3 0

group; conpound of forrmula (1) according to claim4,
wherein Wis chosen fromisoquinolyl,
ordrhydditionisarl yl, tetrahydroqui nolyl, benzoxazinyl,
di hydr obenzoxazi nyl, benzofuryl, indolinyl,
benzoxazol yl , indazolyl, benzim dazolyl,
benzothlazolyl benzotriazol yl, quinolyl, quinoxalinyl

6.97 Oup
0 U BcaNTof BTG oy ol (BB R By 1,
cdmpnamgtoxo Cl C6- al kyl or aryl group, as deflned in
the general formula (1) in relation with A, and/or
readtingna icorunat shgeheralifokglas@/yl group W bei ng
optionally sub;?F%uted with R6 PIvvhen the nitrogen is
adj acent to a carbon atom substituted with an oxo

gr oup, X, (IV)
Xz \ B
X; N\ o
X, Zs  (CHm
Zy Z;



or with R7 in the other cases, R6 and R7 being as
defined in the general for (I') according to claim
linrelation with A with representing a hydrogen
atomor a G -C6-alkyl group, with R7 representing a
inWRIERSGXBIRIMO! 28, #, 2007 8170YAndh 20d aRitinEllin 1 Arfnula (1)
group; or an addition salt. 6. A process for preparing
acgotdingdarothiof 1 bodrBireprébentac 64 palkory gtaipywith an amide of
conpri sing: . reacti a conmpound of general fornmula
the B{?“rtqg%'rmwi%{{% X3 O (C2)n zt 737239 in
whi ch X1, X2, X3, X4, Z1, 72, Z3, Z4, Z5 and n are as
defined in the fornmula (1) according to claiml and B
represgnts g C - C4-al koxy group, with an am de of the
conpounthyef formula (V) WANNH wherein Wis as defined
inthe fdknula (1) according to claim1, at the reflux
poi nt of asolvent, the am de of the conpound of
fornmula (V) being prepared via the prior action of

whereiretihid ad uefimunrptmnetfbﬁnemwpa%r@hfgfterdmhm (Hthe Fefldx
process for {Jreparl ng a conpound of Tormula (1)

Paigtranaiventothel amidelof the seprpaunggef foanuler (M)aging prepared via
th%g@?’i‘éﬁgﬁﬁféﬁ {rﬂ'égﬁlnly%l&llrﬁﬁurﬁ(’on(thg)conzﬁjzol,{naB of formuia &B

7. A process for preparing a compound of formula (l) according to claim 1,
comprising:

converting a compound of formula (IV)

X B
X; N\ 0
X, Zs  (CHyn
Z Z,
Z; Z,

wherein Xq, Xa, X3, X4, Z1, Z3, Z3, Z4, Z5s and n are as defined in the formula (n

according to claim 1 and B represents a hydroxyl group,

into the acid chloride via the action of thiony! chloride at the reflux point of a
solvent; and

reacting the compound of formula (IV) obtained above, wherein X, Xz, X3, X4

21, Z3, Z3, Z4, Zs and n are as defined in the formula (1) according to claim 1,

1

and B represents a chlorine atom,



wherein X1, X2, X3, X4, 71, 7ZZ, Z3, Z4, Z5 and n are
as defined in the fornula (l)y5 according to claim1
and B represents a hydroxyl group, into the acid
chloride via the action of thionyl chloride at the

in &fd preseatetof af base, WathvBBLGonsL i conpound
of formula (1V) obtained above,'&ﬁgfg¥ﬂﬁ§£aﬂxz, X3,

X4, Z1, 72, Z3, Z4, Z5 and n are as defined in the
formula (1) according to claim1l1, and B represents a
chiwgineHatom 40 in the presence of a base, with the
wmm%@offmmﬂa(w W-N,HH wherein Wis as
defined in the fornmula (1) according to claim1; or
alternatively subjecting to a coupling reaction a
compound of formula (IV) wherein X1, X2, X3, X4, Z1,
Z2, Z3, Z4, Z5 and n are as defined in the formula (1)
according to claim1 and B represents a hydroxyl
WoeHRIp WVdhas defiveddu e fimiua (i)laacéiding thelairh11: b bte Amtively

' ' . La (I accor.di tog ¢claiml, .in
SPRECRRLIL A EOBIAG R 4 omGRbh i dadb wherain X, .
Xs.0Ky et Z,, %3, &4 PRAENE PEMEI LU e MRIATHE OGS T'dctorfing to

compound _of formula (I according to claim'L, or a
clgi, 1 @t@@éﬂ’ﬁ%ﬂtﬁé‘d’é’&@mlgfﬁw.t , in conmbination with
at | east one pharmaceutically acceptabl e excipient. 9.
and ammml ; d o ’@rmdlmﬁb)s_ Mﬁeo?inwﬁglaisaieﬁ@ed i eep rAtlia{n)
. @ACC ing to claim2, or a )
a%‘?é%&?gu‘{'%'%m &'/‘C{[?x@é’é %%{Eﬁeeofg%r:?tip'mg Bgemiand 2 basei inra
salvemteast one pharnmaceutically acceptabl e exci pient.
10. A pharmaceutical conposition conprising a conmpound

of formula (1) according to claim3, or a
pharmaceutically acceptable salt, in conmbination with

at | - ti.cal |l y acceptabl e exciplLent.
8L A e B B R L odmBSE8 o rerEp Aty a Ot B
acgordiogrtalckaifi ), orax phﬂﬂlﬁé‘@sdtﬁaﬁ* acBeptab® sdlt, in combination with
at hgrtmaceutl cal |y acceptable salt, i'n combination wt

eagtang pRare irabeacsenipble exsipipntabl e exci pient. 41

12. A pharmaceutical conposition conprising a conmpound

of formula (1) according to claimb5, or a

pharmaceutically acceptable salt, in conmbination with

A pharmaceutical composition comprising a compound of formula (1)

according to claim 2, or a pharmaceutically acceptable sait, in combination with
at least one pharmaceutically acceptable excipient.

10. A pharmaceutical composition comprising a compound of formula (1)
according to claim 3, or a pharmaceutically acceptable salt, in combination with
at least one pharmaceutically acceptable excipient.

11. A pharmaceutical composition comprising a compound of formula (l)
according to claim 4, or a pharmaceutically acceptable salt, in combination with
at least one pharmaceutically acceptable excipient.



at | east one pharmaceutically acceptabl e excipient.
41

12. A pharmaceutical composition comprising a compound of formula (1)
according to claim 5, or a pharmaceutically acceptable salt, in combination with

at least one pharmaceutically acceptable excipient.




