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WD 2006/ 072736 1 PCT/ FR2006/ 000008
N- ( HETEROARYL) - 1H- | NDOLE- 2- CARBOXAM DE DERI VATI VES AND
THEIR USE AS VAN LLO D TRPV1 RECEPTO? LI GANDS The

wovkio7a7iel ates to PCT/FR2006/000008
N- (heteroaryl)-1Hi ndol e- 2-car boxam de- based

m@@mﬁﬁﬁRYL§1MINBEDLE@WAHBOKAMI@EQISQRNANVEQ AND THEIR USE AS
on| st E%E ist activity for receptors of TRPV1

('AEN'L Q/IQJRF\/I)B RTQOBLIGANP8ct of the invention
rel ates to conmpounds corresponding to the general
formula (1) bel ow. 10 Anot her sum%)ect of the invention

The| iivestigny rplatase 4a eN-(heferogndn Hirindgle-Freabexppidadiased compounds,
vﬂ'ﬁ‘dﬁeérﬁzlw fnotﬁl%‘ bhad (A )/rvo%ﬂﬁé;%ﬁfst St a‘&flwféylﬂfSr rR4BIR BNTRPVA (or
relates to the use of conpou ner al
MR dRea (I) especi al Iy in nedi caments or in
pharmaceuti cal conpositions. 15 The conpounds of the
i nvention correspond to the ({:Ieneral formula (1): H
Axdirsty suipjegt (of \the Xaventipnvrelates: iy compoundsyepespenginggigathe general
férﬁ-'u% (befow@r 3; 20 X1, X2, X3, X4, 71, 72, 73, 74 and
represent i ndependent|y of each other, a hydrogen
P@ptheh@ub!géhofaﬂemnmnt@n@ﬁaw t0l Rpeesses-for praperiagte compounds of
g@ﬁer@l&oﬁﬁﬁlﬂﬁ' kyl - C1- C3-al kyl ene, Cl1-C6-fluoroal kyl,
- C6- al Cl- C6- f | uor oal koxy, cyano, C(O NRLR2,
Anpthes, suhpep_r@f theringgntion tdatesy|to thg( age (91 the - gqrquunds of general

b At b S e b

one or nore substituents chosen 25 from a hal ogen and
I

s ERPRoRlsA e edon RS SR e ceporl e B4 w1

Cl1- C6- al koxy, Ci1-C6-fl uoroal koxy, nitro or cyano
group; Rl and R2 represent, lglependent Iy of each

ot her, a hydrogen ato a Cl C6- al kyl ,

C3- C, - cycl oal kyXz~C3 I oal IM,/I—Wll C3- al kyl ene or
aryl group; or Rl a together wth the

ni trogen atom that an azeti di ngy
pyrrolidine, pi i di {3 200@ 072736 2

PCT/ FR2006/ 000008 gpisne, (GHHYphol i ne,

t hi onor phol i ne,  pi perazi honopi perazi ne group,
this group being optio substituted with a

Cl- C6-al kyl, C3-Cr-Zyc Z.3- C7-cycl oal kyl - C, - C3-

in which

nisequalto 0, 1, 2 or 3;

Xa, Xo, Xs, Xs4, 24, 23, Za, Z, and Z5 represent, independently of each other, a hydrogen or
halogen atom or a C;-Cg-alkyl, Cj;-Cr-cycloalkyl, Cs-C;-cycloalkyl-C4-Cs-alkylene,
C4-Ce-fluoroalkyl, C;-Cs-alkoxy, Ci-Cs-fluoroalkoxy, cyano, C(OINR;R; nitro, NR4R;,
C1-Ce-thioalkyl, -S(0)-C,-Ce-alkyl, -S(0),-C,-Ce-alkyl, SO:NR4R2, NR3COR,, NR3SO,R;5
or aryl group, the aryl being optionally substituted with one or more substituents chosen
from a halogen and a C;-Cg-alkyl, Cs-C;-cycloalkyl, Cs-Cr-cycloalkyl-C;-Cs-alkylene,
C1-Ce-fluoroalkyl, C4+-Cs-alkoxy, C1-Ce-fluoroalkoxy, nitro or cyano group;

R and R, represent, independently of each other, a hydrogen atom or a C;-Cg-alkyl,
Cs-Cr-cycloalkyl, Cs-Cr-cycloalkyl-C,-Cs-alkylene or aryl group; or Ry and R, form,
together with the nitrogen atom that bears them, an azetidine, pyrrolidine, piperidine,
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al kyl ene or aryl group; R3 and R4 represent,

i ndependently of each other, a hydrogen atomor a

Cl-CB-al kyl or 5 aryl group; Rs represents a

W-dBsRiTkyde Or aryl group; Wrepresents a fus T/FR2006/000008
bicyclic group of formula: 2 ~")3 3 4 |linke t he

d2bbih@IRTdrEHONMR thﬂmﬁ’cﬂ?‘ﬁﬁélﬁﬁg ?é%r z%e 3r ﬂBn}%glpé&nzﬁel group, this group

repr esents a b5- eterocyc

beingneRieaaliyo suhsitibiéech with rao &1 -Selkyt Hasencycloaliyd rEpa§7am oRikyl-C1-Cs-

a"ll@y?en%%r*éﬂﬂ‘ n(s) of A being optionally substituted
one o re groups chosen from a hydrogen atom

Parﬁﬂdach@p(Mt Kpdepeadentiy-af yagich #ithey| a hydrogen atom or a C-Cg-alkyl or
ycI oal kyl - C1- C3- al kyl ene, Cl CB- f | uor oal kyl ,
)9 yl - C1- CB- al kyl ene, oxo or thio group; 15 t he
Rsurepr@g@ﬁs atCarifesalkyd or Mb@mhg, optional |y substituted

Wddhe G0 R1Rol ey Did 4,895 B fofiny@c acent o a car bon

stitut n-oxo group, or with R7 in the
ot her cases; R6 represents al hydrogen atomor a
Cl- C6-al kyl, C3-C7-cycl oad 7-cycl oal kyl - C1- C3-
al kyl ene, C1-CB-fl uoroal
aryl group; R7 represents
C1-CB-al kyl, C3-C7-cycl od kyT, 7- cycl oal kyl - C1- C3-
20 al kyl ene, Ci1-C6-fl uoroal k%/l aryI Cl- C6- al kyl ene,

(- | k Cl- C3-
I@fe@ééﬁ m{re%%ac%&v%go?l tﬂ'gy@ 3 XC(O)
P(ll‘ésﬁé‘éemﬁcd Baﬂokiy-h'!g?(bg)éed T?é?bé%ogmp”a“gﬁeﬁbr@&ﬂ three heteroatoms
ene - C6- al kyl - -,
°%i§ 6’%0%1% -S(0)Z-, C3-C7-cycl oal kyl - S(O) 2-,
tl@eaﬁﬂercatthQ)I d{)AI belig %mbl@yém&tuﬁl(d@iﬁr oneamryherg(gﬁt)@s ahosen from
a ene- - or, ar r ;an S
oo ST 2o ) § 1 Gk o dlpatlle CelinsS el c 2aytene,
(ﬁ@ge‘luaroailﬁyr R, cargh Q- Cyalkﬁen%wkbgr;m omus) of the
et erocycle | di,ze
e pffeBR (28 A reld sl s T Reny S 40 itrogen is
ad}anehtZ@d chrom atdin @Nbﬂﬁdted 20th Arirg grdug, Gﬂmﬂﬁ) R sthebther cases;
ener a t hat
R TR e, S PBed plont 6 Coe-a CorsonaRe b feiCraylgpkyh-Cr-Cor
005, 0ra7ab. 3 BCT) ERD00e 000000, mng e amound
RefeRyerates YIPBER 2o o1 8 Rartsat. Crvedieloalyl, LRty cicalkyl-C:-Cs-
alkpreast € o0,-igorSalkyg) rﬁi‘yl—C1-Cs-alkylene, C1-Ce-alkyl-C(O)-, Cs-Cr-cycloalkyl-Cs-Cs-
alkytene-(CO)-, C;-Ce-fluoroalkyl-C(0O)-, C3-Cs-cycloalkyl-C(O)-, aryl-C(O)-, aryl-C;-Cg-
alkylene-C(O)-, C;-Cs-alkyl-8(0)z~, C,-Cg-fluoroalkyl-S(0O),-, Ci-Cs-cycloalkyl-S(O);-,
Cs-Cr-cycloalkyl-Cy-Cs-alkylene-S(O),-, aryl-S(0),- or aryl-C;-Cs-alkylene-S(0),- or aryl

group; and

W is other than indolyl.

In the case of the compounds of general formula (1):
- 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 X1, X2, X3, X4, Z1, z2, Z3, Z4 and Z5
represent, i ndependently of each other, a hydrogen or

Vg?lzggg more particularly a fluorine, ﬁbT?FRZOQSIOOOOOB
aI

group, nore parti cuI arly a nethyl
A@io %ﬁg lcE&iﬁ@M‘syéf pq%'i'lgl%) forﬁl?lar({)ﬁﬁétltérg lé'ué]%i\é c\?ﬁhge)'fﬁverﬁiﬁn, a second
spbaayp pﬁeorumqma odBsists ogmeectcmﬂIpduodsrtdrawmah) Xt MatXaXe Z1, Za, Zs, Zs
aﬁHbZeFé et tfﬂﬁeééﬁ‘&%ﬁﬁ){ QP eatn Lithéd 4 ﬁg@%@ﬁ%eggn atom, more

ds cdns I'S he Conpounds
peﬁusbﬁyfaoﬂmortmeolornyl Ci- Gk@lkyi;ogmdml immoye , paréodadyuray Imethyl, or a

AU, rdf AT, o + Crowahon aran, mor

pditieyiarip bematboogzol | nyl , i sobenzof uryl,

di hydr oi sobenzofuryl, benzi m dazol yI ,

di hydr obenzi m dazol yl , indazolyl, benzothiazolyl,

Amsmigethe aohipapndisy bf geniralyformoila @B ehatadrbi sabjglctsl of the invention, a third

s P S o1 R hne St 6 st e AR By i chossffom indoliny,

ispértdobmy,d benzdayl, ndihydrobérevhoylazbemgbthiophenyl, dihydrobenzothlophenyi.

DA IR BNty rcrooounot,

behnzhrymﬂaequi ndmlﬂrabyhzlmldaeblyahywaaqui naeodtimigalyl, isobenzothiazolyl,

hy I al |
dfﬁg{j %‘b%%}ld?%&alb?eng ogﬂt hoé‘l"ioﬂl yqlhydroqumolyl tetrahydroquinolyl,
IS@qhdebWEdlmumlyj tetsahwiwsbqnmuyﬁaﬂlemznxgdmyl dihydrobenzoxazinyl,

b%@%oﬁtlﬁ%ﬂ&l gﬂg%%})%izg@'} %ﬁl |]1y| Elﬁﬁél"ﬁplyd %Pﬁ%%l[nk}i aZu?rR)dpélduinazolmyl

terﬂzahvdrbyuimahﬁny:lo[ bhpmpﬁe}lmwlazepilhyjzll'qunoxallny!, tetrahydroquinoxalinyl,

fa@ dr%?&?og{hgﬁa}ij} %ﬁg@i{cﬂ%mﬁ%ﬂny}o tetrahydrobenz[blazepinyl,

tettrahyd!bbehzbrtjezmﬂyh] fetraliydroberzfgiarepinygr Mrabydrbﬂimzoﬁiﬂ[bmmazepmyi

AR o (R RE Py anc

ta‘trahydrbher(:do]b][wt}thra;eplhpl gmmsounds of the th| rd

u u urth_subgro of .conpo S .consi St 5 .
43R Bt DRSS ST Bh v BB Foibh patcnaly sibstuted as
defsedun thel gdneral fdmyrditzodjui nol yl,  tetrahydroqui nol yl,

benzoxazi nyl, di hydrobenzoxazi nyl, benzofuryl,
i ndolinyl, benzoxazolyl, indazolyl, benzim dazolyl,

Atnang dhdrcanpbyrids dfehe tHird subghoup, adfoirtrobybgreupdof compounds consists

B8 BrsBings” Bt T Bhih! Yo dbe Ehestodi « RopHEs HBydroauinaly,
teaahgdrowmsolwhoseenimnmm Om)@l‘mﬂzc))@im% aldepkofuriir e indolinyl,

B okl BNl rhezpfaEhl. oz tezel) iz anc

:ﬁlhc)xallnylrgedu_mst on with A; and/or the nitrogen aton(s)

of t [ r W, i .onal ubsti t ut W th
toBecie, SRras PR TR o ST b B heiBh Botidnall abbibiiog el o or more
grs;tubebhcbwqeftbmﬁahrbxa rwpn (gt@guélkyl Orod ;sém&?adyrmbth@l or ethyl, or aryl,
(0] er

mMPE mﬂ.g‘?‘%ﬁfmqﬁﬂ as dp rwtﬁqgegerggr aﬂ(l)::kg rélgt?ongw r]1 /& and/or

thé&ﬂfr@eﬁﬂétbﬁﬂs)&)fftuﬁ Fs@leg"roa;s wnberngaop%nm @Jbgmhtear\mume when the
R7. representing

icularly a
mﬁo ﬂéqueﬂtnt%@ %{arl@ﬁn @%FR@H’““@?Q}M‘&“ FpPXe group, or W|th Ry in the
oth&r éds@b" Ry a3 R, BRAENS defirl u@tl‘@]geﬁ@ra’#'fdfﬂutas(()@)u felatiomOdith A,
w I?E{ts It'ecplf'lclasaernlt1>{g a hydrogelllfl Z%nﬁ or a C;-Ce-alkyl group, more particularly a methyt,
with R; representing a hydrogen atom or a C;-Cg-alkyl group, more particularly a methyl,

or a Cy-Cg-alkyl-5(0),-, more particularly a methylsulfonyl.



WD 2006/ 072736 4 PCT/ FR2006/ 000008 A fifth subgroup
of conpounds consists of the conpounds of general
formula (1): HX2 N-W~1 (1) X3 ~X4Gn Z1 4in

j s equal to O, 1, 2 pr 3; X1, X2, X
\)%Néd%gﬁw%&ém and Z5 represen‘?, independentl%cm%% 6/000008
ot her, a hydrogen or hal ogen atomor a Cil-C5-al kyl,
C3- C7-cycl oal kyl, C3-C7-cycl oal kyl - C1- C3-al kyl ene,
Adfifthceubiarersr & ghrpbyndsicapsistd ¢fdive corGioud@sof gemaral famsuia (I):
cyano, C(O NRLR2, nitrp, NRLR2, Cl1-C6-thioal kyl,
-S(0 - Cl- C6-al kyl, -S(|h)2-Cl-cHal kyl, SENRIR2,
NR3COR4, NR3SO2R%:~10 ar gr oNp-Wt he aryl being
optionally substitut t h\Qne /or nore substituents
chosen from a hal oge

C3- C7-cycl oal kyl %C3-
Cl- C6-fluoroal kyl, C1 )
nitro or cyano group; and/ R2 represent,
I ndependent|y of each ot} a hydrogen atomor a
Cl- C6-al kyl, C3-CrZ&ye @ ~Z4 '
C3- C7-cycl oal kyl - C1- C3- aNkyl#ene or aryl group; or Rl
and R2 form 15 togethef with the nitrogen atomt hat
bears them an azetidi&e, py#eolidine, piperidine,
.aZﬁ%'ne, nmor phol i ne, thionorpholine, piperazine or
ThYy ‘Bi perazine group, this group being optionally
5 ndsibgtialtaidet 2drtdh a Cl- C6-al kyl, C3-C7-cycl oal kyl _
- C({-cycLoal kyl -C1- C3- al kyl ene or ary|l qgroup; R3 and
Xats Sor s it FinBe SRR da RS S5Y, |GURRETGEMY O €30 oD qavdrogen or
halogen Oogtcim'l\ Cor C8- ﬁLlQé:-ale, @%ﬁwoeﬂ]{yﬁumia-@%f RRIkPSCAESalkylene,
- C6- y r ar rQup; epresents e )
iR B e B 2 oq S, 5583 IR v, MR,
G1m-tnibﬁlk¥1g %(thmfmsva;l RylP @(U)i-gpsa-t@lkyg 'S@|W1 R#: NRCOR,, NR;SO:R;
10 OIF' S%L.S{Sgﬁlg. aqrhl;l%eér?gjgét@[n@nﬁfgﬁgstimef \rivﬁﬁ%%e%r%)or rslugétirt]ﬁ}ents chosen
from a halogen and a C;-Ce-alkyl, Cs-C;-cycloalkyl, Cs-Ci-cycloalkyl-C;-Cs-alkylene,

C1-Ce-fluoroalkyl, C,-Ce-alkoxy, C,-Ce-fluoroalkoxy, nitro or cyano group;

R: and R; represent, independently of each other, a hydrogen atom or a C;-Cs-alkyl,

Cs-Cr-cycloalkyl, Cs-Ci-cycloalkyl-C4-Cs-alkylene or aryl group; or Ry and R, form,
15 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,-Cs-alkyl, Cs-Cr-cycloalkyl, C3-Cy-cyclbalkyl-C1-C3-

alkylene or aryl group;

Rs and R, represent, independently of each other, a hydrogen atom or a C,-Cg-alkyl or
20 aryl group; '

Rs represents a C,-Cs-alkyl or aryl group;

W represents a fused bicyclic group of formula:

1
190
3 =

4

linked to the nitrogen atom via positions 1, 2, 3 or 4;
25 Arepresents a 5- to 7-membered heterocycle comprising from one to three hetercatoms
chosen from O, S and N;




chosen fromO, S and N, WD 2006/ 072736 5
PCT/ FR2006/ 000008 the carbon aton(s) of A being
optionally substituted with one or nore groups chosen

W oeR79Y4H ogen atom and a C,s C6-al kyl , PCT FR2006/ 0
Cgozg cycroal kyl, C3-C7-cycl oaI kyl -C, - C3- al kyl en / 000008

tﬁ%lc:%@aé ghb‘g’i 9{3% Belngbéféonnagf ¥tilr(s‘t?su1&wﬂji Eﬁ‘% ﬁgﬁglroe? ?hosen from

- & hydepenaéem vancha Fe:-Gelylt [fe-Griaycloghil, |Céa-075cmqaﬁ«yé6t Cs-alkylene
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Gk P U YR Cr gl YR ol s gRAB: 9. O oger

tlag (mrqgenaat@n({)ﬁgfap.kming cptigralyysubstiluled with Rs when the nitrogen is

@yﬁg&}é%@i%@%bogﬁ oF ﬁﬁ‘ll é%}oogewrltgg I'Jéyclther cases;

Rayepregents athydragen ata@n-oC8 (hl-(]kayali;(ylcﬁe—c}cmlqallqdal%ﬂr cycloalkyl -C4-Ca-

?@rel% é}’&ﬂ&%@é[{kg WF%-Q%%I&X# EQ a?b? G | uor oal kyl

REIBépIES@'}ts Iadnrtirqglen @tornTdr aXh- @A-MW!,e@@C{-@@oalkyI Cs-Cy~cycloalkyl-C,-Cs-

of B Sl nBs oaKy S R-Cottko e UEERAIKE (Y, Bcroydloalkyi-c.-Cr

alBylegs-(E0%y | cs@glaerpalmﬂ QI&)# | GeCoaydtgd kyGOUPE; ,ary-C(O)-, aryl-Cq-Ce-
- | | - . L~ N . ) )
afiyiepb ¥V, O% I | G- Crlluatppog- SO, | Caslycloniv-SO)

GarGrtoyCioaliyl-Gi- Gy blksylensSS(PR- aryl-HO)- organyliP;-CaatkyleheS(O).- or aryl
9%&-’5 é dghan indolyl; 15 on condition that when Z1, Z2,

and Z5 si rrul taneously represent hydrogen atorrs
W fseatherthamindalyl; Anong the corrpounds of general fornula

oﬁ'%n&ﬂ@ﬁt t%vi%‘r’lbi St 323 7, G Zgrk\ﬁ?ﬂﬁén%%uslg éﬁrégéhtvl\}){dr%en atoms,

roup o npounds-¢tohs| st
thlm atanekx than qU|nonI 20 dlhydrqu|non
tetrahydroquinolyl,_isoquinolyl, dihydroisoquinolyl or

t et rahydr oi soqui nolyl groups. Anong the conpounds of
Agemngrthe coompounds ¢fl Jertenzltfomnda iy bijlaicare sobjetiseof the invention, a sixth

S BIB9SO 5P an curon

diydriolguirglyD tegttahyd MULBIOMQ)qumoKII dilp@raisbquinelyhbr mltrahydrelsoqumolyt
g | to 0, 1, 2 or 3; X1, X3, X4, Z1, Z3, Z4 and Z5
represent hydrogen atons, X2 represents a hydrogen

atom a fluorine atomor a CF3 group and Z2

Ahn%%qﬁee%rﬁp&m%%rfSgﬁé}a%%lgrﬂ)ﬂw a}‘éogd ectsa&otm-: invention, a seventh

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

0

in which

nisequalto 0,1, 2 or 3;

X1, X3, Xa, Z1, Z3, Z4 and Zs represent hydrogen atoms, X, 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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WD 2006/ 072736 6 PCT/ FR2006/ 000008 R, and R2
represent, independently of each other, a hydrogen
atomor a C, -C6-al kyl, C3-C7-cycloal kyl,

W3- G6emyerssl kyl - C, - C3-al kyl ene or aryl grouppcqur&oosfooooos
and R2 form together with the nitrogen atom that

RS R) W%sé]ﬂ Fﬂ@bérﬁieﬂﬁy oPBé%Emo'tr%lrnS hyBrdYeh! &bMCor a Cy-Cq-alkyl,

I onor ol i ne prperazi ne or

azepl B}?j’élkalzugecgpmﬂﬁ“kw ﬁa1§agf'ﬁlwiq@e50bearwggmsmn cs:maRi yand R, form,
el it ﬁfé Wltr*opeﬁ a@bm%@i&% thém; Qﬁ LfiiRa! cﬂgme glpendlne

- C7-cycl oal ky ne of ary grou
amplﬁ%pvr@étmme i hinsnsphrdine) 9lp@fazmcnr bpﬁ@plpe@zmpdgr@gen this group

b@l‘n@ Cgbnaly%ubgﬁf@cf%h%f c@%ﬁ kyD QB¢ ﬁﬁafk?lorcg,ﬁ%é%r%lo‘élkyl -C4-Cs-

or ar group, re re ts
amy@y@mreryégwp of formula: 2 ~ 33 A 4 linked to the
[ e rese
SRR RS W S chor s el SGRLESEELE ey o
afyh geXPhet er oat ons chosen fromO, S and N 15 the

Re Réaserid 9 0,-tfyt br l?ptl onally substituted with

one or nore groups c rom a hydrogen atom and a
Vtrepwe@t&qfused:@mwcgjgmmﬂ fragmula

C3- C7-cycl oal kyl - C, - C3- al kyl gne C, - CB-fl uoroal kyl,
aryl, aryl-C, -C6-al kyl ene, 0 thio group; the
nitrogen atom(s) of A bei OpY! ona\ |y substituted
with R6 when the nitrogen]rs djfacgnt to a carbon
atom substituted with an3o Zii or wwth R7 in the
ot her cases; 20 R6 representf a hydrogen atomor a

C, -C6-al kyl, C3-Cr7-cycloal k C3- C7-cycl oal kyl - C, - C3-
Iimdddybﬁmnltroyemeﬁiwmp@ﬂmdmlt, 2an4C CB- al kyl ene or

A%EE! &ggﬁt? %&? tgésﬁ\%%rbgf‘;?%eg?rgwd %st?gi/ fOUY éﬂgﬁp_ﬂaﬁeg Bsteroatoms

chadenlfomeD, &an@®;f | uor oal kyl , aryI C5- al kyl ene,

th%I q?ﬁ?B on ngetlc(:%&sdq 9 b@ingcc%u%ﬁ gllgg {%&l%ongsor more groups chosen from

acmfdfb'geuyaﬂocraolahdla C Qe-alkyyr ?zg g@ggb}ztealk;ar Ch-Orcy E1BalR- -C,-Cs-alkylene,

CECe XSRS, S e Gy 3 one, Bk b erary 1 - (o) 2-

th@Smlf.EESgeiry%cﬂnqlsE)df-ﬂCbeﬁ@- abﬁqﬂawl%uﬁftﬁ)téd , Wit Y- @6@*) Zhe @ltrogen is

ryl - a ene r_ar rou

s 13 SoBR Gy PSS Mo a0 Rl s Botaitn B g cases

R§ mpmdh eats(a hydrbgén airoen SUDCo-C2lkgf, Ctslf[lB,Ectyﬁlﬂvii?IREIII1 QE-C,a%cloalkyl-C,-Cs-
ro 0 S consists o e

a'Eﬂﬁ% &mc:autfug’f %ﬁ" n@ égﬂ%@f A IR he si xt h

Rs epossents &lbsiﬂteganalto:"h or axé, C%QlkyP<433-CZrcycIZQIkyIZGB-CZéyéIGﬂkyl Ci-Cs-

al%qer?e % aés- oroa y argr{] CE -g'lﬁylene rb -Cg-alkyl-C(O)-, Cs-Cs-cycloalkyl-Cy-Cs-

alkylene-(CO)-, C4-Ce-fluoroalkyl-C(O)-, Cs-C;y-cycloalkyl-C(O)-, aryl-C(O)-, aryl-C,-Cs-

alkylene-C(O}-, C1-C5-alkyl_-S(O)2~, C1-Ce-fluoroalkyl-S{0).-, Cs-Cr-cycloalkyl-S(0),-,

Cs-Cs-cycloalkyl-Cy-Cs-alkylene-S(0O).-, aryl-S(O),- or aryl-C,-Cg-alkylene-S(O),- 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 abave and X;, Xz, Xs, X4, Z1, 22, Zs, Z4 and Zs are as defined in the seventh

subgroup above.
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Anmong the conpounds of general fornula (1) that are

subj ects of the invention, a ninth subgroup of
veoepsngds7spnsi sts of all of tshe conpounds of pgegngsalos/000008
formula (1): HN-WX, \' I 0 (lI) X4 CH" Zz, 747 Z3

Z2 5 in which nis equal to 0, 1,2 or 3; X1, X2, X3,

X4, 71, 72, Z3, Z4 and Z5 represent, independently of

Amg @pw@mpogn:ﬂg,gfr gepaialdermial(b deat ate Ghbisetszof the invention, a ninth

S 8 S m rch SRS D0 e comeupds o ppneral forule O
Cl1- C6- al koxy, Cl C6- f Auor oal koyy, cyano, C(O NRLR2,
nitro, NR R2, 1Q Cl-Cq thloalky% (O - Cl1- C6- al kyl,
-S( O 2- C1- C6- al Kyl RIR 4, NR3SO2R5 or
aryl group, the ary i
one or nore sub .'osenc)fron1a halagen and a
Cl- C6- al kyl , 7 - cycloalkylé:hl
C3- C7- cycl oal kyI C1- & o3 )N 1. C6-f1 uor oal kyl |
Cl- C6- al koxy, C1-C6-fl uopeak koxy, nitro or cyano
group; Rl and R2 repress ' pendently of each
ot her, a hydrogen a -al kyl, 15
C3-C7-cycl oal kyl , C3- C7-L£y oal kyl - C1- C3- al kyl ene or
aryl group; or Rl and R j together with the
nitrogen atomthat bears them an azetidine,

5 irpyhiclewl i di ne, piperidine, azepine, norpholine,
t.hio |ne, pi per azi ne or honopi perazi ne group,
”'%F@ﬂg‘yg Zﬁgﬁng optionally substituted with a
xq:lxzo&?.,%kzl,,zz, @;, 7 any 2L représdnt, u%pﬁﬁdm@'lcﬁabklybm@ﬂ, -a33ydrogen or

| eng or 2 4t sent
nBRGEReRREN: PY Bt CHREIE: ndie AR pARSh e oSN BpIy-CrCralkylere.
CeLToordakkyl, 0{-Ce-alk¢ky ngGpﬂuﬁﬁamew,esmmbs G(O)NRyRz, nitro, NR4R,,
yl ry 0 e

to CregRplony 1ol Gice i o SPARTE S TRy WG NRsSORs
onatyl g@ep, W‘emwl\bmg)midniamnsuﬁbhtu?ed witloond jor more substituents chosen
from a halogen and a C4-Cs-alkyl, Cs;-C;-cycloalkyl, C;-C;-cycloalkyl-C,-Cs-alkylene,
C,-Ce-fluoroalkyl, C4-Ce-alkoxy, C4-Cs-fluoroalkoxy, nitro or cyano group;
R, and R; represent, independently of each other, a hydrogen atom or a C;-Cs-alkyl,

15 Cs-Cs-cycloalkyl, Cs-Cq-cycloalkyl-C1-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-Cs-cycloalkyl, Cs-C;-cycloalkyl-C,-Ca-
alkylene or aryl group;

20 Rz and R, represent, independently of each other, a hydrogen atom or a C;-Ce-alkyl or
aryl group;

Rs represents a Cy-Cg-alkyl or aryl group;
W represents a fused bicyclic group of formula:

1
90
A
3 =
4

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




10

15

20

25

WD 2006/ 072736 8 PCT/ FR2006/ 000008 A represents a 5-
to 7-nmenbered heterocycle conprising fromone to three
het eroatons chosen fromO, S and N, the carbon

VibUBoBl7o73gh bei ng optionally substituted w t bcaferRI06/000008

nore groups chosen from a hydrogen atom and a

PESPERE Sarl TR ERefer onie g pipiatysferosoms

Cb@@ﬂfo@mQ S@Endds- al kyl ene, oxo or thio group; the

-t &i}rﬁ%g Qtwm ?1% béni:ﬂg[; 3%@3"?39&5%@%@0?%9@52 :‘%rsgps chosen from

aah!ﬂfowbgtdm uatn@lda vﬁit-ﬁs-dhyloﬁ‘a C@rmi@aikwl: (-G -hcyRIvalkyl-ER€a-alkylene,

O G ana EELCR AR B MEEMEDIR T . 1. .

the kittogae, at@n{yRoff Aubsmgaldpybnallargubsﬂma%wah@d whendthe nitrogen is

Hpteqf 3oy ASERGRINN  SLSSE FUAR, O o coos

Ralr&grbeem aQydiogen latmm @ala@I-Cs-dkxl,l Gﬂr@ltmlkwl@@r—cycloalkyl -Ci-Cs

e Y okt rggo IEfE of ) pube™

memsems RdwHtogen Gtap) of aa:mcue-anm)) Cy-Cacydoalkil, G-Cr-cycloalkyl-C4-Cs-

aRy AR oER ca,cﬁﬁ?)rr:ﬂlkﬁlg%% CE6)ishE) G S 2y GO) G Groveloalkyl-Cr-Cs-

alkgleqz~(CH, o@J-nyIuQBQaI@B-@O&yI EnGr-Sfalatky|- Cé@)fl -pyla( (©)-, oaryl-C,-Ce-

I 0 0 . i
B o T ISR T P Gaoat @ Phetidrdbhitvs o
Cextavdiedkyl- C1-C3-alkylene-S(O)2 aryl-S(O)- or aryl-Cy-Cg-alkylene-S(O)- or aryl

Q%UFJQQ,I,QOI 7-yl) - 1- benzyl - 6- br ono- 1H i ndol e- 2-

boxani de,
Wis(ajoerriban Tr\dyllvb - 1- benzyl - 5- br ono- 1H i ndol e- 2- car boxam

: GQO?W'BE%’{PmOHﬁB? 2?‘(‘9r‘?’}clugg(rj30%9ll,l]i)r}?lj'fk%l?]-;S/qe?gyll-S-bromo-1 H-indole-2-

ca#bpxatoide. Bl-(@ambb%ahﬂdlmnzyﬂﬁabmmdaﬂIéfmdomﬂ@arhmamdie amct N-(quinol-

d he
bl PRy R SR 2 kRS O, Tngge e
cormpoundseme desgribad iretdedumenti DGraOH/0d65@4hpounds consi st's
of all of the conpounds of general forrmula (1): 1 H
X2/ \ NHV X3 0 (1) X4 CH)n Z z1 4 Z2 25 in which

Among thejgaipoonds, of]ger@rairfon‘mu!a(n]) thé2 arex8ubjeets of the if%ention, a tenth

s%t?q;o f%fgg)gnpg)?m& ngsgsg%&' th%) gcgg;%{pn&% oﬁ{; ﬁ?gll?or%m z::e b):

C3- C7 cycl oal kyl , C3-Xi7- cycl oaykyl - C1- C3- al kyl ene,
Cl- CB-f | uor oal k Cl4 C6- al koxyy CL- C5-fl uoroal koxy,
cyano, C(O NR1 R2, N-—W

S U

in which

nisequalto0, 1, 20r3;

X1, Xoy Xa, Xa, 21, 25, Z5, Z4 and Zs represent, independently of each other, a hydrogen or
halogen atom or a C;-Cgalkyl, Cz-Cs-cycloalkyl, C;-Cs-cycloalkyl-C4-Cs-alkylene,
Cq-Ce-fluoroalkyl, C,-Ce-alkoxy, C,;-Cs-flucroalkoxy, cyano, C{O)NR4R;, nitro, NR4R;,
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WD 2006/ 072736 9 PCT/ FR2006/ 000008 C1- C6-t hi oal kyl
-S(O -Cl-C6-al kyl, -S(0O 2-C, -Ce-al kyl, SO2NRLR2,
NR3COR4, NR3SO2R5 or aryl group, the aryl being

@tg@g%?m@ubstitut ed with ong or nore substigc4eEkS006/000008
chosen rom a hal ogen and a Cl-C6-al kyl,

&%Qﬂnoﬂkgi °§§F)Yd: cgféufW §§ﬁ%g§'dﬂ§&f3ééﬁ@%yh SOR4 NRsSO:R;

oro uoroa
o iaryl @rep, theanyl beioa gptienaty Sgbﬁjltlﬂgd Mt raneeqrtmore substltuents chosen

fﬁoﬂﬁeaO%Bf&%Bf" é(nogsg ?Q‘ﬂ;—é?ﬁwebﬁ cﬁ-cwgémﬂerbsaé 0B)cfYall@-Cy-C-alkylene,

Qﬁmﬁw‘)ﬂ)&‘tk@d ai@xyc;@vﬁ)ﬁiflypr@nﬂgow nﬁmr qQyane prour  R1
Frh R, 185! ABEBIRIcrt LF cLBP k" QURAREABAAY: o G-k

hem an aze I'ne rroI
C‘az%myn@alkubr%@ir-cmalkm%ﬁmqumenec goylpgrosipi ¢ By and R form,

R A1 8 Hfﬁ'toﬁérg%rpté@i_lti?%}'glm%%?%bf%ﬁﬁ@h% l"%}dli&ine, piperidine,
ag3PiITT.- Wtﬂl'@hmecyﬂhmprmmlmgﬂp@leréﬁmner bompperagmu@"ouﬁethis group
b%l?lg cgb‘hoﬁ&lgf Siifhluted @ﬁﬁ%%a @:Eta’kX/ 3-(97r Ic3 I%Prcs-%scycloalkyl C1-Cs-

geén dtom or a
aﬂ@bﬂ@@éﬁtyég@up:l C6- al kyl or aryl group; Wrepresents a

Rt %ﬁ%bll {&eh? lme%léﬂdéﬁtlgf&régéh Bther: i"hyﬂ%géﬁ af‘orzldr%ké -Ce-alkyl or

£o the rogen atomvi a positions’
anégrcwems a 5- to 7-nmenbered heterocycle conprising

ﬁsré’&b td;er@%l g,e @r&@el e Ochosen fromO, S and N;

the car ptionally substituted
eretnﬁeamts @fusnd)bé:ygtcchplsp offogewiaf rom 20 a hydrogen
atom and a Cl-C6-al kyl, C3-C/-cycl oal kyl,

C3- C7-cycl oal kyl - C1- C3- alkyl Cl- C6-fl uoroal kyl

ne,
aryl, aryl-Cl-C6-al kyl en€,7oX8Yor thi o group; the
nitrogen aton(s) of A be |@Pnaly substi tuted
W th R6 when the nitrogen = ent to a carbon
atom substituted with an oxgy or with R7 in the other
cases; R6 represents a hydrogen atomor a Cl-C6-al kyl,
Iin%d%{rm/mtrt)@ér‘rmbm ViB pésitiansct, @aB :@Khl Cl- C3- 25 ial kyl ene,
Cl- C6-f a 1 C6-a ene oup;
AF@pn;eéBlptg %otg %%ﬁ@&p%lel}p %rpami%porép@n org| Hg%ree%eteroatoms
chébey frony O BdnH)M,, C3- C7- cycl oal kyl - C1- C3- al kyl ene,
tr%é é%tﬁ&ksg gytleﬁng%tw 9§é¢y§(t’:4gatzt:|.1t%1:vﬁ%ior@§r more groups chosen from
aahyoyd;?g@meatbﬁol)and | £L,G- élkwocgd#cyéloém@) Cg-Cy-cycloaIkyI -C;-Cz-alkylene,
C oal ky

CSeTaGhlbe i i s, sSh o Gl

tl*@lniﬁﬁgéﬂl latﬁrﬁ@b |’d!|A ﬂeﬂgZo tldﬁiﬂsﬁsuﬁéﬂﬁh@m \KM{ FR(When ,the?%trogen is
zcl aIkI-Cl wyeneS(?) ¥I-$”)-or

&3 %nt& g subsd Q N QXG4 O with’ R; in he other cases;

Re represents a hydrogen atom or a C4-Ce-alkyl, C5-Cs-cycloalkyl, Cs-Cr-cycloalkyl-C4-Cs-

alkylene, C4-Ce-fluoroalkyl, aryl-C,-Ce-alkylene or aryl group;

Ry represents a hydrogen atom or a C-Cs-alkyl, C;-C;-cycloalkyl, Cs-Cy-cycloalkyl-C4-Cs-
alkylene, C,-Cg-fluorcalkyl, aryl-C,-Ce-alkylene, C;-Cg-alkyl-C(O)-, Cs-Crcycloalkyl-C-Ca-
alkylene-(CQ)-, C;-Ce-fluoroalkyl-C(O)-, Cs-C;-cycloalkyl-C(O)-, aryl-C(O)-, aryl-C;-Ce-
alkylene-C(O)-, C;-Ce-alkyl-S(0O),-, C4-Ce-fluoroalkyl-S(O),-, Cs-Cr-cycloalkyl-S(O),-,
Cs-Cr-cycloalkyl-C-Cs-alkylene-S(0),-, aryl-S(O),- or aryl-C;-Cg-alkylene-S(O)~ or aryl
group; and

W is other than indolyl;
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25

group; and Wis other than indolyl; WO 2006/ 072736 10
PCT/ FR2006/ 000008 on condi tion that when Wis a
benzi m dazol yl , benzothi azolyl or benzoxazolyl group,

Whemoesbyerd@, 23, Z4 and Z5 represent a Cl- C6pithyk2006/000008
C3-C7-cycl oal kyl , C3-C7-cycl oal kyl - C1- C3- al kyl ene,

09300)@:@ itibh WAt WHeKXN |s Q%E%fcla%@lﬁrp Bbﬁﬂlyazdh)f %F Senzoxazolyl group, then

MS@R@@“%&;/ Ifng?QﬁJﬂfb a 9-%!*@' t@aeCz:@fﬁs@ihyusCao%-cycloaikyi -C4-Cs-
Al c Lol maraalﬁw) th%tflu%F@all&H?J (;%géﬁo O (BINR/R:, -S(0)-Cy-Ce-alkyl,

I nventli on, |'event h sub group corrpounds consi

59:NA11R2. Y aﬂ% Rp%@mrmlgm al formula (1): 1 H

X2 N-W X3 X4Ca HQ n z1 23 Z2 in which 10 nis

equal to 0, 1, 2 or 3; X1, X2, X3, X4, 71, Z2, 73, Z4

AsrRnaz ther spmpeunss, ofi aenaselnteemulay (hthasare ssblests, ohthe invention, an

Rt AR AR 2oy BB it s gmor et

C1- C6-f | uor oal kyI - C1ALH- aI koxy C1-C6-fl uoroal koxy,
cyano, C(O NRL ni tro, NRLR2;-} Cl.C6-t hioal kyl,
~5(0) - Cl- C5- al kyP?, , NI, seNrRLR2,
NR3COR4, NR3SC2R5 15 graup, t he aryl being
optionally subsh'g atey ®r nore sulfBtituents
chosen froma | oge - C6- al kyl

C3- C7-cycl oal kyl , C3-¥v-& plRy| - C1- C3- al kyl ene,
C1- C6-fl uor oal kyI Cl- Co42 C1- C6-fl uor oal koxy,
nitro or cyano grough represent,

i ndependently of ea of\R drogen atomor a
Cl- C6-al kyl, C3-Cr7-cyclpoa -
C3- C7-cycl oal kyl - C1- al kyl gpe or aryl group; or Rl
and R2 form 20 together with the nitrogen atomt hat
imebics t hem an azetidine, pyrrolidine, piperidine,

a [ 7 i ne, thionorpholine, piperazine or

nﬁéﬁglﬂ)gffg%ggﬁizgoé%]group, this group being optionally

Xg,Ukos X, 1G4 lEd Zlme;h Zaaﬁﬁzg?ﬁemééeﬁlt,,mdﬁbeﬁ‘ﬂemydf eatikyplher, a h)gjrogen or
Cr- c oa ylene, o r roup; .a .

RO e § nbeveriieh I oroReavh: e e Rp etk

Ca{Oa#ﬂuoroaa(yf;lGGGa-alkbw C\' Ca-aﬁomau(bxggrqtmo RYO)HRIRS anitrs, NR:R;,

cg-j@ﬁgﬂgf%@%f o TR SRV XTNR A, 'NREOR,, NR,SOR;

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

from a halogen and a C;-Ce-alkyl, C;-Cs-cycloalkyl, Cs;-Cr-cycloalkyl-C~Cs-alkylene,
C1-Ce-fluoroalkyl, C;-Cg-alkoxy, Cy-Cs-fluoroalkoxy, nitro or cyano group;
R: and R, represent, independently of each other, a hydrogen atom or a C,-Cs-alkyl,

- C3-Cr-cycloalkyl, C;-C;-cycloalkyl-C;-Cs-alkylene or aryl group; or R; and R, form,

together with the nitrogen atom that bears them, an azefidine, pyrrolidine, piperidine,
azepine, morpholine, thiomorpholine, piperazine or homopiperazine group, this group
being optionally substituted with a C4-Cs-alkyl, C5-C;-cycloalkyl, Cs-Cr-cycloalkyl-C4-Cs-
alkylene or aryl group;

Rz and R, represent, independently of each other, a hydrogen atom or a C;-Cs-alkyl or
aryl group; |

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

W represents a fused bicyclic group of formula:




WD 2006/ 072736 11 PCT/ FR2006/ 000008 2 A 3 4 |linked
to the nitrogen atomvia the positions 1, 2, 3 or 4; A
represents a 5- to 7-menbered heterocycle conprising

WoooBRE 2t g6 t hr ee heteroat ons yjichosen from O, pp b
5 the carbon aton(s) of A being optionally substT?ﬁt eéﬁ/OODOOS

with one or nore groups chosqn from a hydrogen atom
and a Cl-C6-al kyl, C3- C7-€ oal k
i o group; the

y
C3- C7- cycl oal kyl - C1- C3- al @
aryl, aryl -Cl-C5-al kyl eng;
nitrogen aton(s) of A beimp 2 |y substituted
with R6 when the nitrogen isq adjacent to a carbon
atom substituted with an oxo group, or with R7 in the
liokdteto thasitreger] BtoRbvia ¢ie pasitiing 122y drf4gen atom or a
Cl- C6-al kyL, - C7-cyc [ kyl ., C3-Ci-cyel oal ky] - C1- C3-
AopiteRls B oS SRR To0eHle GPrBreitg et pdfitge Reteroatoms
chosdn fgsrdp ;S 40 Wepresents a hydrogen atomor a
o uCl- CB-al kyl -Cr7-cycl oal kyl,, .C3-C7-cycl oal kyl - C1- C3-
5 15 R Panalons) o5k g betanaly st RedHitTe, Srippie asups Shosen from
aC:iydEBgeri leydm GnA) af&&“fmymﬂél@adyl » walkgl@rcycloalkyl-a-Cs-alkylene,
vl ene- - = Ch- or oal kyl - .
(%éﬁ © %@ﬁ%ﬂﬁrﬁ&&-?@ﬁwuw@; -th,% EE%VPL Cl- C6 15
tled lnjttcgfala-ﬁéﬂsi),oflCJA-Slﬂ?;n%ldpﬂbnaﬁ%?tﬁstitlutedl \{(vitila Ra( \6vhen the nitrogen is
- C6-f | ugr.oa - - - C7-cycl oa - -,
AR 1R 9&%%"@5%‘01@,”5%%9@# mcﬁaaeqxg@@w of it ﬁzﬁéﬁfﬁh%ﬁase&
10 Rargpre€EntOa-hytiogen aeonSoh y-GFaliy YC:-CoeyitikyR IT-Odygloalkyl-Cy-Cs-
%t{%gr éhgnﬂl ndoIMI OF C-en-d%tll on that when Ais a
YR ot e PRI Gr-CoplkHene of @[ greUPiur at ed. 20
RAmeprgsdritea mdng;gen deonobr g @q&tﬁédlkyﬁ,C(?JIﬁJ-@c[da)kyt, h}aICy]ftfyeloalkyl-CrCs-
u cts.of t i nveptiaqn, a twe IO
R e eV G P ale et c bl iaD o Lo gerRePigpIkykC- Co
afkgiere(@Of- ) C1-E4-flfodlicll-BNO)- ELC,-YycldalifREOS, afAL(O)-, aryl-C:-Ce-
15 afyieh8-OtB)-CN LGRS (5, SV, hSordanyl: 08y, 365-Crcycioalkyl-S(O),
Cs-Cr-cycloalkyl-C-Cs-alkylene-S(0),-, aryl-S(0).- or aryi-C4-Cg-alkylene-S(0O)- or aryl
group; and

3- CB-f | uor oal kyl

W is other than indolyl
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 (1):

(m

in which
25 nisequalto 0,1, 20r3;
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WD 2006/ 072736 12 PCT/ FR2006/ 000008 X1, X2, X3, X4,
Z1, Z2, Z3, Z4 and Z5 represent, independently of each
ot her, a hydrogen or hal ogen atomor a C, -C6-al kyl,

W@)%BM*TQ@' kyl, C3-Crcycloal gyl - C, - C3- al ky!| giter/FR2006/000008
C, - CB-fl uoroal kyI C, - CB- al koxy, C, -CB-fluoroal koxy,

ﬁ,}éﬁ%‘)(g,, Q) '\E%lﬁ?; L%rﬁd{%reb\ﬁs&?t md?gﬁ rfa@nfs\hbp@dch%ther a hydrogen or
leR@BO@RdfeCoalkﬂr st-gr@vsﬁoalgﬂe Ge-G-cysigatigy-C-Cy-alkylene,

@1%A—Wbélb(y13‘d?-ﬁsLélk8x§d oM hﬂ&?@atﬁxymeé\/sné UBESINRIRDT Ritro, NRiR,,

chosen from a hal ogen and a

cihiagiyb aSK9)- C1'@3'3t571- C§@)@'Qd@sfa"@|r- éeuﬁ{i&l BlfaCOR4, NR3SOzRs
dr.arfiQrbilp) O BhK Bbing %pﬂ&@allglshﬁé't}futeg: wiifiBsrle S1HNBR! diB¥dtuents chosen

nitro or cyano grol represent,

fram e dYiRgen| gndbfa &a&s Qikﬂelcr%-m@ﬂﬂsglerﬁsa@nmc&a“‘dl C1-Cs-alkylene,
c‘éscmo?&éw i-fﬁ%ﬂ&@é@ Ralds¥loalkoxy, n:t; or eyano group:

cycl oal aIk | ene or
Pan@nd?ﬁ frenar#ﬁentwdeggaqm&y qﬁnetanh totfern iatlwgmenaatgm @lhatC1 -Ce-alkyl,

OB S iRk, @{%C?-Egélbé:ihp% -Vl ded'opearylpg%l CBrnﬂ and R, form,

aze |ne nor pno |onDrp I ne I ne 0

t i Widh dhe nérogﬁ@lﬁéomtthatsb@aredbemb@nr@eb@neomrqhyme piperidine,
a%HE’iﬁE' M&%Ilﬁ\itfﬁtcﬁ‘n&&&ﬁ E%Fa2|n%30p%o QFHZMé' group. O|'||s group

Cr- cycl oal I 'ene or ary rou

tﬁmgr %?iloé‘glérhﬁllbﬁt'hﬂ%ﬁbe’ﬂh eﬁhﬁh s@ikyb e Cotipinalky| @@@alkyi -C1-Cs-

aﬂygﬁbqra@|§r Ugo- al kyI or 15 aryl group; R5 represents
C | or aryl group; Wrepresents a fused

Ryi anficRy tepg?mb lmemﬂm}waof each ophefy 8 Tydepgen iatre @ 2oC-Ce-alkyl or
%(mtrogen atomvia positions 1, 2, 3 or 4; 20 A

represents a 5- to 7-nmenbered heterocycle conprising

Rerepresends 8 &itGraley! pedet @tBns  chosen from 0, S and N;

W'?@pré?ér@@é‘f@berﬁc?&l@%m&) Bﬁﬁoﬂgulgpt i onal |y substituted

one or nore groups chosen from a hydrogen atom
and a C,-C6-al kyl, C3-C7-cycloal kyl,
C3- C7-cycl oal kyl - C, - C3- al - CB-f | uor oal kyl ,
aryl, aryl-C, -C6-al kyl en i 0 group; 25 the
nitrogen atom(s) of A bei longJ/ly substituted
with RB when the nitrogerY is™ a Cent to a carbon
atom substituted with an oxo49roup, or With R7 in the
ases; RS represent hydrogen atom or a
I'%s Q@g ?Q@Pge'@ma“ﬁ?@?ﬂﬂ ’,2' é@ cycl oal kyl - C, - C3-
Aaﬂeb;dsenb ay, to%mbhmremathéwﬂoc%c&% gbmprisifi frainkgreatb@hree heteroatoms
R7 represents a hydrogen atomor a
c%’%&f% bDF C7 cycl oal kyl, C3-C7-cycl oal kyl -C, - C3-
tlﬁ)cagt:lééﬁyilatgniﬁs) ofA-tgind dptiohaliy é(;bbl titlumdel ithConeCr-mdrs Yreupe . chosen from
- CB- a - -, - C7-cycl oa - C, - C3:
G%W?Qﬁqe a%’gb)%{'lg) %’Q%:Ef(;\%,o&é-&wlﬁg@bg Ca r-cycloalkyl-C4-Cs-alkylene,
CeZsEtompikyh ahyk ydry| & B s-alkenyd, 06 O thio gioypr C, - C5-

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 R; in the other cases;

Re represents a hydrogen atom or a C4-Cg-alkyl, C,-Cr-cycloalkyl, Cs-Cr-cycloalkyl-C4-Cs-
alkylene, C,-Cg-fluoroalkyl, aryl-C,-Cg-alkytene or aryl group;

Ry represents a hydrogen atom or a Cy-Ce-alkyl, Cs-Cr-cycloalkyl, Cs-C;-cycloalkyl-C4-Cs-
alkylene, C,-Ce-fluoroalkyl, aryl-C;-Ce-alkylene, C1-Cg-alkyl-C(O)-, C3-C;-cycloalkyl-C4-Cs-
alkylene-(CO)-, C;-Ce-fluoroalkyl-C{Q)-, Cs-C;-cycloalkyl-C(O)-, aryl-C(O)-, aryl-C;-Ce-
alkylene-C(0O)-, C,-Cs-alkyl-S(O),-, C;-Cs-fluoroalkyl-S(0)z-, Ci-Cr-cycloalkyl-S(0),-,
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al kylene-C(O -, C,-0C6-al kyl-S(O.2-,

C, - C6-fl uoroal kyl - S(0) 2-, C3-C7-cycl oal kyl -S(0)2-, WO

2006/ 072736 13 PCT/ FR2006/ 000008

Wor Sebefyelregl kyl - C, - C3- al kyl eng-S(O) 2-, aryl - %C&af

aryl - Cl1- C5- aI kyl ene- S(O)2 ~or aryl group; and ER2(6/000008
OLELEy A Enegl MR8 dhabr Anhe, 2Lt 28 0),-

an 7ﬁﬁysatu at egggwr\r(eeg ere '{’@rggc?;)hcf’%é“"?*%?g%'%ag‘oz or aryl

oW @Ads for which n, Xi, x2, X3, X,, Z1, Z2, Z3, ZA4,

\ﬁ@s@i‘ﬂ@ defined in the above subgroups of
rrpou‘ﬁ%?é f a thirteenth subgroup. Anong the

m@tyﬁaﬁﬂaﬁ\ ig other Hanfasyynsaturgtey Strhembened hstﬂo@tarcles of.

the invention, a 10 fourteenth subgroup of conpounds

consi sts of the fol |l owm ng conpounds:
Tme(QOSTmuhﬁsgforEwI'y&th) A,5%f KeiofspXad, Zi, 2, Za, Zs, Zs and W are as def:ned in the

aﬁ_[)(ré g tfd rblﬁd %BUHAGQ Rhe %}ﬂz )fggﬁth%u)g dup.

car oxam
-nmethyl -1, 2, 3, 4- tetrahydrqu|noI 7- yI) 1 [3-(trifluoro

AR 8 R, GABEE 1070 8215 A Yo ot jpprtion.

fettrkepn)rm@g;mpoi compndndsecopsistsHof dher foﬂmang dempounds:

I‘P‘S%c#gﬁv?ff@tﬁﬁﬁ ﬁg@gﬁﬂd&?%mgthﬁahe?ﬁyi rf?ietg HI—I1|H§OI gecar oxamide,

N ety hi21 3, B tadsabydrog inolZoyia 2 i Br{tTifydrpmthly Bateny (A Hiodolei2-
Lhpaenyl]-1 Hindol e-2- carboxani de,

-net hyl - 3- oxo- 2H benzoxazi n-6-yl )-1-[3-(trifl uorom
’\éﬁhmBWhhﬁﬁ 4-tetrahydradaing-72y1)-2-4(e@diomstbyijptenyl)- 1 H-indole-2-
:i;fbggé,g - 3, 4-di hydroqui nol - 7-yl )-1-[3-(trifl uoronethyl

henyl T-1 Hi ndol e- 2- car boxam de,

1(23 Aetrahyarodsingl-y-yi)- 1-[8-(rifluofdrathy)pbe tyl} ) Hrelold-2-carboxamide,

N4 £ Br AR IR 7-v)- 13- FRTBAPORRE Y RS

carpoxamndem e-2-car boxam de, N-(2,3-

Nﬂrﬂé@?@:ﬂé%@ﬁ Hengoﬁgé é%@% [ét({rfﬂL&rﬂﬂ{eﬂ%wgf{y}]ﬂuﬁﬂ%% 2

car bo
capbpgamide, 2H benzoxazi n-7-yl)-1-[3-(trifl uoronet hyl) phe

N o BB SRS HBrometnyerony I tiopgis by amice.

l\b(bhy:tqfumn&ylhﬂj{bts-(;nm;omanbthxlawhmwll 11;4-|(1dole -2- carboxamldle
uor Q

N b R SRR MRl 1 ioBiese B8 B
NMQ(&dlﬁyﬁcuemxaMﬁM)e‘qLﬁ Hitrifluomonydthyl fphehylpt id-indole-2-carboxamide,
N;: (géq%g%{-rhgggz%@ﬂx-lﬁﬁ)‘?{ -W&tr]iﬁuloro%etnﬂ ?plh%hgl}'-1 139 ndole-2-carboxamide,
NN frnatbfindoiin-5 18- fudbe-1H(Bflur dpHen@rhibthgl-0 padue-Proattydinide,
gt z"‘i’?tﬁ{"%'?%.§£4§\é§§$%¢f@“&”1ﬂqﬁa1'>:%f'Wy-ﬂ1'1!%@9?@9'?%0@?%11 fjndole-2-
carppxeanigie,] - 1 H-i ndol e- 2- car boxami de,

Nm Ghen: £G4 gﬁygél‘-hé—é’n[fﬁjo i O R N R T i dote-2-

f"hdol e-
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-(triflucromethyl)phenyl}-1H-indole-2-carboxamide,
N-(benzoxazol-5-yl)-1-[3-(trifluoromethyl)phenyl]-1H-indole-2-carboxamide,
N—(Z-methylbenzoxazol-S-yI)-1_-{3-(triﬂuoromethyl)phenyl]-1 H-indole-2-carboxamide,
N-(1-methyl-1H-indazol-5-yl}-5-triflucromethyl-1-[(3-fluorophenyl)methyl]-1H-indole-2-
carboxamide,
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N- ( 2- net hyl benzoxazol -5-yl)-1-[3-(trifl uoronethyl)phen
yl]1-1 Hindol e-2-carboxam de, 35
N-(1-nmet hyl - 1Hi ndazol -5-yl)-5-trifluoronmethyl-I-[(3-f
Wacioepfrgpysg met hyl - 1Hi ndol e-i3- car boxani de, pA;FR2006/000008
2006/ 072736 14 PCT/ FR2006/ 000008
- - A (43
%ﬁ@@?&ﬁh@?&%‘?%ﬁ L%ro T- [X &o'géﬂgné@gﬂe%y[] 1H-hbserR
bhopamigss ur an- 5- yl ) - 5- quoro 1- [(3 f1 uor ophenyl ) net hyl
N(b’entbﬂjga@loé ) -fEBF&’?l(?'ﬂu@?opheS\ylgn?tM](ﬂH—uldoﬂ g oppgxamide,

dr obenzox in-6 %/
f*ém FW@MammaHnﬁwbﬁélugros Haﬁibgmhﬁmé)methyﬂ 1H-ando!e-2-

c%'f E@ZH—benzoxazm6yl) 5-fluoro-I-[(3-fluorophen
nethy!]-1 H-indol e-2- car boxani de,

N o bhmzcoeriatytl-5ureot-(3TiopBopylndtiydy thkitcle 2-1.
Lhigr ophenyl ) met hyl -1 Hindol e-2- carboxam de, 10
5 ox0|ndoI|n 5-yl)-5-trifluoronmethyl-1-[(3-fluoroph
I\éﬁyz P etetngitfisoauingl-igei etrBuotomesuyk At jorophenyhmethy]-1H-indole-2-
5? mREhY! benzi m dazol - 5-yl)-5-trifluoromethyl-1-[(3-
orophenyl)nEth 1-1 Hindol e-2- carboxam de,
NN2eaxairsioligH=yl): @trtﬁuqronatm&ﬂ;{e& thanopftﬂnymngﬂhyll-sl-ft-lnddle-aor 0
¢ EQ%%M% [ (3-fluorophenyl)methyl]-1 H 15
I ndol e-2- car boxam de,
l\m(meﬁmzbenzimmzol&i-yll) B-tgfuaromethyk bi@fhgtophefylBrethyijotrjrdole-2-
53&% Lhyl ] -1 Hindol e-2- carboxanmi de,
met hyl benzoxazol -5-yi)-5-trifluoromethyl-1-[(3-fl
Nu(d rropmlnye Prietetrahydroquinglridd)-8-trifluotnetby dri{ 3teyorgphenyl)methyl]-14-

'\,-I:E%Z ,tbgyérpﬁgzot hi azol -5-yl)-5-trifluoromethyl -|

uor ophenyl )nmet hyl ] -1 H-i ndol e-2- car boxam de,
enzq’r@aquﬁsm wrfyaprcrm&jhylfi [@#UQrom:ewl)mﬂwt]d#rémdgle-zr [
c%@ {(érHﬁEophenyl )nethyl]-1 Hindol e-2- carboxam de,

|soq ui nol -6-yl)-5-fl uoro-|I
!\L(?(memvlb@m@g;a@hsl-))ih'éﬁrIfUmIMethyl11ﬁ[ﬁis}fleorgphmnybmﬁrylldéf-mdole -2-
?)ianpr'gt hyl benzi m dazol - 5-yl) - 5-f 1 uoro- 1- [ (3-fl uorophe
Nrigtrhetbylbgiothiazel-Sndiel-triflaoropwatind A €(a-terophenyl)methyl]-1H-indole-2-
%élﬂ'ﬁéhyl benzi m dazol - 4-yl )-5-fl uoro-|
- -t uor ophenyl ) met hyl ] -1 Hi ndol e-2- carboxam de,
NN tmgdhYewifon kridalinG-yh)-5triflusromeithyi- d (SoiiesropHengl) methyi]-1H-indole-2-

cé&&,garﬁhgorwhenyl ymethyl]-1 Hindol e-2- 30
Wari d
N-~(isoquinol-8-yl)-5-fluoro-1-[(3-flucropheny!)methyl]-1H-indole-2-carboxamide,

N-~(1-methylbenzimidazol-5-yl}-5-fluoro-1-[(3-fluorophenyl)methyl]-1H-indole-2-
carboxamide,
N-(1-methylbenzimidazol-4-yl)-5-fluoro-1-[(3-fluorophenyl)methyl]-1H-indole-2-
carboxamide, ' |
N-(1H-benzotriazol-5-yl)-5-trifluoromethyl-1-[(3-flucrophenyl)methyli]-1H-indole-2-
carboxamide,
N-(quinol-6-y1)-5-fluoro-1-[{3-fluorophenyl)methyl}-1H-indole-2-carboxamide,
N-(1-methylindazol-5-yl)-5-fluoro-1-[{3-flucrophenyl)methyl]-1H-indole-2-carboxamide,
N-(2-methylbenzoxazol-5-yl)-5-fluoro-1-[(3-fluorophenyl)methyl]-1 H-indole-2-
carboxamide, '
N-(benzothiazol-6-yl}-5-fluoro-1-[(3-fluorophenyl)methyl]-1 H-indole-2-carboxamide,
N-(2-methylbenzothiazol-5-yl}-5-flucro-1-[(3-flucrophenyl)methyl]-1H-indole-2-
ca'rboxamide,



N- (qui nol -6-yl)-5-fluoro-1-[(3-fluorophenyl)nethyl]-1

H i ndol e- 2- car boxam de, N-(1-nethyl
|ndazol 5-yl)-5-fluoro-1-[(3- quorophenyI)nethyI] 1

Jm27agar boxani de, PCT/FR2006/000008
N-(2 nethy?benzoxazol 5-yl)-5- fluoro 1-[ (3-fl uoropheny

fgenx lalgi Hydlqud%@'rey1)25-trflpé£ﬂ%&%w:q€1(3 -fRrvrophenyl)methyl]-1H-indole-2-

zot I'azo
Ca[l’-(CsamFd%rophenyl ynmethyl ]-1 Hi ndol e- 2- car boxami de,

RSP S e s

bﬁmqomgbﬁ-mbﬁe'@@ro 1- [3-f|uorophenyl)methy[] 1H-indole-2-carboxamide,

s %f.f?q fRufo g@mdﬂﬂgp Agho- £t nliprphenhmEM Tl doretz |
CRFEXOZamiC@L ndol i n-5-yl)-5-fluoro-1-[(3-fl uorophenyl ) meth
I R A UGB Suqrophenyhms it g2
cettwan]mdg H-i ndol e- 2- car boxani de 5
%%%t}g?i? % fsoi‘)‘é kﬁf@S{drﬁb‘él%flbﬁgg%ﬁ]Jr%n%ﬂné nyR1H-HEEI8-2-

10 CRFbExamidgi mst hyl benzi mi dazol - 5-yl )-5-fl uoro-1-[(3-fl uor

ww&gﬁ%%%&gxa%g? R :n?'n%th}/l l'r'(? &gheﬁyymeihyﬂ] (1341 indole-2-

carb@phr@tdpl )methyl]-1 H-| ndoI e-2- 10 carboxam Iole, I
glin:ﬁ; y@%@% T S@OYAdgqeﬁylg'ﬁétf'ugf ‘i’f-lqmaotl%é:céhc%(é%id(e,
N:(qumaﬁyh -56flyary-19¢F ﬂwphelnyl[)msﬁhffﬂ-dUﬂo@rMeﬁyaafyman.- 1

1 iﬁ%@ﬁoﬁ I NERAR T o gaen il {eihdacn coidimie,
mgtbvqhbemmdazyfl-f)-yl5-5fﬂuam—H@-f[upmpheuﬂ)mqihﬂhwiimaag-l ]

°?\f°?§ém9| e- 2- car boxam de,
met hyl benzi m dazol -5-yl)-5-fluoro-1-[(3-fl uorophe

M@Bpmda;b}ﬁ-yl)ﬁﬂ uato é(szﬂuoamhboyd}mettjﬁ]-1 H-indole-2-carboxamide,

AT R B LD bR pgororpeny et Hindole 2
20 cam@zamweaam di hydroq ui nol - 7-yl ) - 6- net hoxy- |

N @ d%eﬁublﬂQﬁ%ia%Eéﬂ'é IRE b LB AuBARhEAmefy L A R IR de

catbpgamidehyl benzi mi dazol - 6-yl )-5-fl uoro-1-[(3-fl uorophe
nyl)methyl]-1 Hindol e-2- carboxanm de. In the context
of the present invention, the foll ow ng nmeanings
IrefbplopnteRbof- th@pre@entumaMmmHhe fodlowling mesninigslappiyhe val ues

- ; :(%-@zt]in %N?IICE t ggcrj %2{1 ?nsée\g&ufelggtgm ?cg?gc%goﬁ ga%ead :.[.halrgpossmfy
c aontainibg el t¢dna|carbbh atomsrﬁqr exampé @,-Cs sra darban-Based chain that
C%Qf@orﬁéiﬂ%h 1 to 3 carbon atoms;

an alkyl: a saturated, linear or branched aliphatic group. Examples that may be

mentioned include methyl, ethyl, propyl, isopropyl, butyl, isobutyl, tert-butyl, pentyl,
etc. groups,

an alkylene: a saturated, linear or branched divalent alkyl group, for example a Cy.5-
alkylene group represents a linear or branched divalent carbon-based chain of 1 to
3 carbon atoms, more particularly a methylene, ethylene, 1-methylethyiene or
propylene; |

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

a fluoroalkyl: an alkyl group of which one or more hydrogen atoms have been
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- an alkyl: a saturated, |inear or branched aliphatic

group. Exanples that may be nentioned include nethyl,

et hyl, propyl, isopropyl, butyl, isobutyl, tert-butyl,
\Reranbio723 et c. groups: - an gl kyl ene: a sat !*Eﬁ/ﬁﬂzoosmocoos
i near or branched dival ent al kyl group, for exanple

Clre%‘racéBWthﬁ}ﬁJ Egg{brﬁ .epresents a linear or branched

di val ent ca ased chain of 1 to 3 carbon atons,
-mofRalksax: @dadigal -Q-alkyhin Whick the, alied Egﬂu@n% as defined above;

-1- %{uBMafioRy: &’gglkﬁgy Sr RIUpP \Eﬁi@h ofe or ﬁ%d?@%éﬁ’ Ltonft have been

cyclic carbo ase oup. anpl es t
rreWPlaé‘-ﬁ@MﬂthrchﬂL@G@e atofs| opr opyl, cycl obut yl,

.Cy Y, 1 yl:
SR oIS wih e S 1 o ST A
-haana amé!era mlmammg@umacmammzwwemcﬁ)wd 10 carbon atoms.

SRR ) ol 0 A8 51 Wn el 9t Rl roves

- & helt@roﬁm lecsafurated, aawaﬂoyur@ebuptedformrnahccﬁweto @rmembered cyclic

' f
SR el RE 788 el BaBi Sblorly i O Siah . Frgmeies o
graupsl Wr dbpt i mans baefmmunatbomme andcamyll. 'S@prbﬂlwc benzofuryl,

dﬁ?@%%hfoéxrgp up Ve gb%(ﬂ E/)F&ap iy ‘Sgcﬁr:&h @éﬁ%tﬁ%&ﬁﬁﬁeﬁ on on2epzoxazolyl,

dlhydméezcgﬁé@lywl and lm‘ppnzcrfylryl gr oquydrmsqbene@fsrybcyclt@nzmdazoiyl

B ERn o | Y ARSI 1O BB 5 oo

dmd@iaﬁbemhlamjﬂerbwgwlﬁ@!yfs GUinpIyl  dHxyenga uinolyd f tetlahydroqumolyl

i Egilﬁﬁ ﬂaﬂf&s@ﬁoﬁfur y?l’i)} ﬁ&ﬁ] Q&FEQ%JI NYhydrobenzoxazinyl,

ba@wzfmmmdphdwwrobammrdazmé,nz@nmlmpherq;ainazolmk oxcileirgduinazolinyl,

t%#aﬁ P@g%cglﬁ g ?lu'q)'i/}?ﬁ'ox%llnzgPrenrbﬂgfd\"cfct/qmoxallnyl tetrahydroquinoxalinyl,
phihe mwberdzhwmlmlqamyl i niétrabydrophthalaziopthi tetrahydrpbenziblazepinyl,

r%ﬂ &%BQH;{:}?Z%H ﬁ/}}l ’ Ffﬁ%@&gﬁ%ﬂg@gﬁg?rﬂgazm ¥rahydrobenz[djazepinyl,

otr dui no
tat@v@npelmzwm]ﬁrﬁdmeplm& i soqui noI yI tetrahydrobenzo[e][1 Adiazepinyl,
n tet
BB S ASTEAUHL B crepiy roves
dI&]Wﬂgﬂﬂ?@i@m hiflaatingy |, chigrina.cd brepine qtuam:admb: nyl,
g.fé J.l nyl, tetrahydroqui nazolinyl,

qU|noxa |nyI di hydr oqui noxal i nyl ,
- t efthmhwaoqtﬁﬁ‘ﬁoxal i nyl, phthal azi nyl,

di hydr opht hal azi nyl, tetrahydropht hal azi nyl,

t et rahydr obenz[ b] azepi nyl, tetrahydrobenz[c]azepinyl,
The tooaippdndsb oh Krohubez @p imay| corvprtse adned oo brene [adyramefricngdrbon atoms.
Tﬁ%{ krt %[ &q,‘? %o%%ﬁgﬁgﬂlo%%PPWasteremsomers These enantiomers

eNzo l'aze
amdadlaaleymmz.cﬂrw] dldq tpdurag dEresf| inaloding racemic mixtures, form part of

robenzo[ b] [1, 4] t hi azepi nyl groups; a hal ogen
thteeﬁ“;ez?ﬁng]‘l uorine, a chlorine, a brom ne or an iodine;

- "oxo" neans "=0';
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) also form part of the invention.

The compounds of general formula (I} may be in the form of hydrates or solvates, i.e. in



10

15

20

- "thin" means "=S". 25 The conpounds of fornula (1)
may conprise one or nore asymetric carbon atons.
They may thus exist in the formof enantionmers or

Woasioeigrelrg@ners. These enantignmers and PCT/F 006/000008
di astereol soners, and al so m xtures thereof, including

th& GG Bf gé |Sﬁs of %Qﬁ}zgﬁ%%né)tfvnh e, 6,ﬂ,\ﬁ§}’g *\lg{ér ﬁﬁegm& or with a

conpounds exl st

selveat Sych bﬁdratﬁScand@@Ivate@ralsafprm partsmhe inerition.on salts
formpart of the invention. These salts are

advant ageously prepared wth pharmaceutically

ladie pexiteseineelow, theutermhieaving groupt meahera goiugsthahaean be readily

c‘f’%gedc'ir%ﬁlgéuﬁ\ fe%lf?g:?ﬁm%lﬁn%% Eteﬂﬂ;rﬂé dn'ag gllri Irﬁs§ g’; ?1(1 b@g}rﬁn pair. This

grenpemay cﬂms bEhreadieplaced with agether groupofamkamplla)dunag ab=ibstitution

sbo9dhEn b BIREEE 18 oBRE Rsanpy ahlhetited hycronyt group

syck as isamethapesutfonateh bermeneswdfonateh pdoloemesulionate idfiate, acetate, ete.

B %ol dond RfERlss S oL BF? ghon  ovences
Ofgare;c Gibhemistry”, tJh Marady, ﬁi” Bdédian Mezg InberpﬂlemﬁeOh gr oup
that can be readily 5 cleaved froma nol ecul e by
breaki ng a heterolytic bond, with |loss of an el ectron

Ipateordamigeswithgthe umventign, tthes solpourstadif iggnerabfoamela (jirdy be prepared
a@&%ﬂ rto g{eg&B%e{s%usﬁé%ﬁ% Scrliffd NgeRySubSti tuti on

react eavi ng groups are, tor exanple,
Am@rdg'@ntp scheme actha/a@replomyidrtnfxgenegaldupnuls ubhH may de obtained by

ré%’éuh %e&:‘ﬁlnsﬁq%ﬁé‘to? pep&?fﬁﬂ'ﬁ@#g’lﬂﬁ%ﬁg}l X1 % Xo an Xy aro 25 defined in

uene onate, acet
thf-f germah fognga Gl pbmemalnd Bfrepreserts o Or-Cpalipsy bml@/drdwlrgroup with a

o S HRRE O Ak 2922, 2T Y aites i

gaperal ioemals (\)iabbve el Rheeraseots a brominecorpodinel stoof, a tosylate group or
agfgﬁlreﬂeagﬁpgp‘%@ (1) may be prepared according to the
a

pr ocess i ted in schene 1 below. According to
Vheineme 112 ot Bethe compauntisofqfengeah éaraiulaf () modyebe( 2n/pikyteanalithes such as

w3 AHBEE 19; O5  BEL IoEBE B f Ebra

inglisieg(nad 2:fAbrambetchIR., Srub.eCamuotuB., 1998, 25}, s!) and the reaction may be

o SR HGRn B b SRR o B o SR Blapgpae

arpokar solsntceith aed:rhethylfwnagnemedmeﬂmsmfdmle(dr)acaimee and
R represents a bromne or iodine atom a tosylate
group or any other leaving group. 20 When n = 1, 2 or
3, the conpound of general formula (I11) may be an

al kyl halide, such as a benzyl bromde (n = 1. Kol asa
T., Bioorg. Med. Chem 1997, 5 (3) 507) or a phenet hyl
iodide (n = 2: Abranovitch R, Synth. Conmun., 1995,
25 (1), 1), and the reaction may be



performed in the presence of a base such as sodium
hydri de or potassium carbonate, in a polar sol vent
such as di net hyl formani de, di nmethyl sul foxide or
Reeionamy72YEs 2006/ 072736 18 PCTgFR2006/ 000008 P%Wﬁﬁ?ODb/OOOODB
X2\ (Il1) B = Cl-C6-alkoxy ou OH >4 X3 O X4 HR
CHZIn (Ill) 2zZ3 Zz (I1V) B = Cl1-C6-al koxy, OH X3\ O
if6=0H X4 CH2)n SOCI2 Z, Z1 B=0O Za Z2 w,HB =
Cl- C6-al koxy : Me3Al H B Sdhameden atom Et3N (V) B =
OR coupl yng agent Et3N H X2 N-W X3 O Q2 n X4 Z4
Il 21 Z~\ 73 Z2 (1) WD 2006/ 072736 19
R ) Bhen(lh =Bos Q,K2-alioppoudidf gener al
formul g a@ aryl iodide or brom de and the
reacti g : peNfornmed at a tenperature of between
' ' \n tHe presence of a copper - based
catal yst ’'such s copper bronide or copper oxide and
al so a bd¢e such as pot assj,um car bonate (Mirakam Y.,
Chem Pharm Bull., 1995, (8), 1281). The 5 m | der
condi tions Hescribed ifs S. CHBUCN®Rl d, J. Am Chem
Soc. 2002, [124, 11684

(IV) B = C,-Csalkoxy, OH

if B = OH
SOCl,
2 -
Z B=Cl
Z Z
W\N H B = C,-Cg-alkoxy : MezAl

H B = halogen atom: EtsN
B = OH: coupling agent Et;N

()
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al so be used. Alternatively, the conpounds of general
formula (IV), in which n = 0, may be obtai ned by
reacting the conmpound of general formula (I1) with a

wgmgmjrz%sgeneral formula (l4gl) of boronlcp@q-l 2006/000008
type (n =0, R =B(OH2), in the presence of éase 0000

Wh@rhnasotﬁb%mﬂoaﬁ% B?g@ﬁer%ﬁomfulh %!‘T?s 312 Qﬂ‘ c@%f&pﬂ%hlde and the

di acetate ana protoco

regafipR NrRaY b@e%mmad a ﬁm@aﬁutmof bedeeen FBC arp7250°C Tinghe presence
O?Q%Pb%'dozas@& cQ% {é\.llchfa%r P%’ tSrbHdeaér%oﬁgmdecﬁ'H also a base such

aval ared rocesses
agRRiAsH Y qﬁl’bqnﬁ@ (Mlﬂrék%fflu]fe foetﬂﬁ fBheamp |E41ID. 19RR; #8dB), 1281). The

"THBL LI 05 e

g9 yegdl es of general fornul a (IV) in which B
Pﬂt@ﬂ'fa% Plife @orgg lﬁégsaef?%%ral ?Urrﬂgﬁ R ﬁﬂ&pﬂm& rﬂé%be ohtained by

enera for teacting
reﬁctmgéhﬁemmtmdmj lggngnalformaia ( Ubw&m a@ombundspf genenal dormula (i1l of

oG ) S0 B L CHIPRIRE Bl (R Bofdpy weyamine o
pyidine, and alse rospperx Qataiate20byf amalegy veith protdcoles described in
v?7 KG0MeqbR o ﬁge%ﬁtmscem%gﬁ of general formla

T Yo

is prepare e prior action of
eiceahyndd ofrdenetahfarmulen@l) ard eersmeficaliy meaitdble or prepared according

ny p#&be%ﬂ@s ﬁ@%ﬁb@ irf ﬁ‘l‘é Ii'té}gﬂllr%ffax%x&ﬁﬂg 'i:f"lKnt%r @gj':ﬁ:es:s 1985, 2,

esents a
1%@1 M(Wlillémadl MeﬂuﬁgﬁmoW%aWEﬂé Wvéﬁ%ﬁb’fﬂ%and
into an acid halide such as an acid chloride via the
action of thionyl chloride, at the reflux point of a
I mev@w of dlae indoleg Bf gicopiiad fqzsmstah@\ﬁ)e irowhigh &h representsaa €4-Ce-alkoxy

ok, SRONBE of SRR AR (1 it gbiqifed B YeBRUR' Hitbmpouna of

gangrehfoBmui@pt ¥y east gbtainetl| ahove.ewith @m amidet bf tfhecompmmdnraf general
al .

f@@u%ﬁ@,&ﬁr\{v iH WHis%as(abfin ﬂi th fh@}reglonafé}ﬁﬁ I3 {I) G ? vetﬁg ?Qflux point

yl'am né “or 0dr um ¢
of Resalvemb|sgchy fasgiohena) Therarmdieao( thg compowid oh aneraI formula (V) is

pFeﬁ»QFé%&ﬁgBé H@o#{&ﬁ@ﬁ{gﬁt um, ﬁﬂvz%%e)frpﬁgy %t %ee‘rﬁ%léfg\'n?ula (V).
Irethe sapé philpe na:mstofmohraafprmulm (Ahkiplwhictr Boepreserdea hydroxy! group,

t e&%@%hééa Jas a'tq éﬁ’a&ﬁeeécﬁ%%ﬁgd bgf'oﬂﬁgﬁg RO QR 240 hahﬁe such as an

eXaf 1 tor o cyanophosphonat e or
acid Immrldewﬂﬂ thegactipanaf thivoyinchiaridet b tte sifilik [petht ioh at étdavent such as

cBbrorh b oG8R, Th BSOS LN B M ot
byl reacting thengeonpraadsd of gémaranfbanyld (1)), it Which Birepréséntsaa dhiorine atom,
@%@mm%@%%%m&%@%%@%@m%
triethytadmeng\@r 2806h 6ZDoBSte20 PCT/ FR2006/ 000008 literature

A(térﬂgtl\%ﬁﬁlﬁ% %dX\Q c%%%ﬁ %f? ula (EV) m WRICﬁlé) I%%Zége}'\ts 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 (I}, (lll} and (V) and the other reagents, when
their preparation method is not described, are commercially available or described in the
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The conpounds of general formulae (11), (IV) and (1),
in which X1, X2, X3, X4, ZzZ1, Zz2, Z3, Z4 and/or Z5
represent a cyano group or an aryl, may be obtained

ng reaction, 5 cajal ysed with a
395% agﬁgg%adl um perforrred on the correspontralzﬁ-tﬁgij:Rzooe"ooooo8

IR SAS0R At W ol ()

represents a bromne atom The conpounds of gener al

il gl Bl A e o 2 22

angtior [Za repreaénted cfamongrotye oc aen ragd pmay |b|eg3bta|med: viap oougsing reaction,

r.al I r (1 in which X1, X2
YIS 0 I oo gl bofbresl ey, R e Sibridpy Bivpouncs o
agnerab formaladiy (V) ot (), irewhiob ¢, t XaX;aXeZd & T4, Bednd/or Zrepresents a
gé'{“%g%% e or that are known to those skilled in the
A e conpounds of general formulae (11), (IV) and

The)conipounds ofgexibral Kamue, (IX41V) Zihd (F2n whith Zd X, XKarZy, Zz, Zs, Z

PN T LT CER TET S

conpponasds genecgs foemala RIDr(xOiom (0, ih)whidhl X4, Xor X4, X), Z4, B, Zs, Z4 and/or

2 dydscils & Sand diaut cBiing 1o pPan¢ tal Bfsefbiyn the tterature or

tmaitalmumwmmtthmeesklllddsmmetmd inthe literature or that

FRRRUR 9 AERT b, 1) SRRy R 5. 222 2

aNﬁ/or Xarep)@senza grczm -SK3)-alidd or B8(0)ealkydomae pe ebtairtedeby oxidation of

o ot cQneR o bR TRTa (IO 4D by 6% x,

Z4,12:) Zs, @4 ¥hdfor Z{ iepresentswhC ¢ Gs-KiloalRy2 groXp, adéérduifglto rdethods that are

oRserel iEPE ferals SORAGRERNS Wy TbbE Rl Bona 8, ar o

The mnuton@ds af geattabitsmulzat(llp (&) dad ¢b,iib @dhichrX{ Ke Xs, X4, Z1, Zo, Z3, Z4

S bP 21 Ao o B, N ot RSSO b el i o

cOirgspondingtdooipodids ePgenédal féﬂnulilll a9) oZq), |rZ4vh|ofh5X1 X2, Xa, X4, Z4,

29 %, ZRAED! Smtlod U Up SCENTLIC 0 B OB ahI o eq by

at@8iihn Gk&ulf&ﬂsﬂatlmr acoodimg tongethodsreiah afsddsiabedinhehe literature or that
descri literature or that are known to

a[q,'lg&(vnki& ci's&ns ﬁdfrhtgezﬂnt The conpounds of general
Then:ambaur(ds)oﬂgenedai fohnﬁaaer(np(m and g),an WHIhOQ eX,, 000, PRYZ,, Zs, Zs

bt d, f [, f I
<Bipe i a0 eSS AL e PRIy v e s o
dbs,cnhbeg énBhararaziet moexa,rmiee ocatakding tb methodp it afk deacribed in the
d,in.the literature or known

“tFBat't‘%(%gY%ﬁﬁ F@d‘"\ tﬂ%?cr I%ﬁ'?d inr{Dg aétxarrpl es that follow

Tﬂes:on'ipbfmdsh@‘ gerera ferhiuten(Ipfn Wisith aaT NeresEas! @dﬁydt’digen atom may be
cor ance

R0 TR SomPlimies) i) T (1L G wiles Fo REPreReias &rihenyimethyl

grdmpﬁlmtyl Wﬂro@ﬁ@hwﬁmr&aﬂfplé @tm%&wmd?paﬂam@m &% by any method
in Table 1. The

ISR Foin® ety prIKpORE t© b gk i

Tﬁél marapl@e rtlaétffunoweewnad thed prEpafatioh & e AAR tdoynpoBRdd WS&Scordance
(%the a NVR spectra confjrmthe

W|th he 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) analyses and the IR and NMR spectra confirm the

structures of the compounds obtained.
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structures of the conpounds obtained. WO 2006/ 072736
21 PCT/ FR2006/ 000008 Exanple |I (conmpound 12)
N- (1- et hyl -

Wbl r §5yl) 5-fluoro-1-[(3yfl uorophenyl) ”9%#&2(906/000008
e- 2 carboxam de 1.1. Ethyl

5 fluoro 1-[(3-fluorophenyl)methyl]-1
H i ndol e-2-carboxyl ate 5 A suspension of 0.207 g (1
Example df(cemppundR) uor o- 1H i ndol e- 2- car boxyl ate, 0.173

l\?g(-ljnealy Wﬂ]\c?ollﬂfs- glfIHBrroQg-@@ ﬁp&«::ﬁﬁér%ﬁ%%)@% -Rd616%-Barboxamide

pot ass um car
Toll. e tEHip 6cfh-lm;n=riltﬂ(é flupraphenylpoethy}-1/Z4ndelai2-caoxgdae. The
reaction mxture is then cooled and poured into a
m xture of ice-water and ethyl acetate. After allow ng
A $uspphsisr of OdOI@ (d epemohtof ethy! §éluonor-ﬂg-1ndbiee2 oarpaxylate, 0.173 g (1.2

I
BT Br $huaBBIA! Gilofe aff o te'6 o WARAES Bids Qi tBonatin 10 mi of
d@‘hetbvlfQﬂmaHﬁdaJﬁl siiredThe 24 dlouts atn6a°g. Tﬁewealctmermxture is then cooled

aﬁﬁg{bﬁé&mc? ?&u?e %rf]gp Matte? ﬁ&i ‘et |%cétg?e. fﬁl ebfa%@n%%la«; phases to

n concen qUE & pressur e.
sgparafd by §etjb'u;altlnm@rgam phasestsumaramd lwotiand dinerhesashed with twice

R il AR B S0 RO R Db BB e sqiign, T olution s
dyied reveh yapnesikmnsidfate: and dikeredx and dhe (iltratepisuthen ]Qb)'ncentrated under
408 b T8 3 T Ty A A e Kot
in edelipwingstep.added to 2 m of toI uene under argon. The

m xture 20 is heated for 2 hours at 50C and 0.157 g

(0.5 mmol ) of ethyl 5-fluoro-1-[(3
1}‘2 uoNe(d Fraeipyly Heindplin-544-5-futwb-d -[B-tharbphenly Brnethyipi Handalel-2-

' ed. The reaction nediumis
c?@ﬁ%rﬁ@gj(?%rppé@d?n@ﬂut es and left at roomtenperature
0®B&ron (G tramoi) qu;-arpmm*ememyt-wumumcuvwo 2D02/049702N and 0.5 ml of
oIS 2 o ol T o o
isd hiegtédwiferh 2nighess iatind @0l faatie 0dd g2 50 Sonuaol} raft ethyl rieftworo-1-{(3-
I IS r| f| d
TSP Prodb % kMR SRR LR 11 s sccea. Tho
resiction mediunvid teflaxedofor 10: mmdtés-anﬂMé’fCa’t mmmm&dﬁ\)emight. It is
N R 2H) ;. 3. t. 2H) : 5. 85, .
p%tér:ga gc}glo |é ggd gﬁml %}101% ﬁyc&gg&cgr!ﬁ aé_?j_ﬁ afl_%icg.( Ellﬂe E%L{!tlng_ g\lxture is
extracteaHyith 8tHyl &cstatakdnd tBe fgampbleas% i6 coiey cuthcmaghesium sulfate and
oS el SR A bl ) il B Bopartve
chromatography. 0.066 g of solid is obtamed
Melting point: 145 — 147°C
'H NMR (DMSO Dg), 5 (ppm): 2.65 (s, 3H); 2.85 (t, 2H); 3.2 (¢, 2H); 5.85 (s, 2H); 6.45 (d,
1H); 6.9 (m, 2H); 7.1 (m, 2H); 7.3 (m, 3H); 7.5 (m, 3H);

Example 2 (compound 13)
N-(1-methyl-1,2,3,4-tetrahydroquinol-7-yl)-5-fluoro-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 0.3g of ethyl 5-fluoro-1-[(3-
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35 The process is perfornmed according to the nethod
described in step 1.2 of Exanple 1, starting with
0.185 g of 7-am no-1-nethyl-1, 2, 3, 4-tetrahydroqui nol

ngo%ﬁ%% 702), 0.95 m of Lrinmethylal um ”b@@/#ﬁi\%e/ooooos

in‘toluene) and 0.3 g of ethyl 5-fluoro-1-[(3
/ 08 e i s

B i il SRR Bvaines in g o L of Evame 1. 0122
op bragiupigsl obtairedep 1.1 of Exanple 1. 0.122 g of product
S nedy  Nelki ng point: 159 - 160C ' H NVR ( DMSO
I\h%gr%%ﬁ?tpﬁ%’l\ﬁd& (m 2H); 2.65 (t, 2H); 2.8 (s, 3H);
1B.NMR((DMSZJ-D'B):1 g (mﬂ?x 3,815 (i, 2H); 2.6’|5 (tngH%lﬂ)a (37382(3;145) @H9H); 5.85 (s,

2 Mo M), ) , conpoun
%@?ﬁf’%@%ﬁ’?éﬁ Zﬁ}cﬁ%@ﬂh #br %?3?')1?9- f1 uoro- 1-[ (3-f1 uor
ophenyl )nethyl]-1 Hindol e-2- carboxam de 10 The

Loces S erf%!' d according to the nmethod descri bed
5%?%—%«2(&‘?'2 ggn le 1, starting with 0.169 g of
NF 1528 AetettatidBoqlinob 7 ryilkeLtar UG Hludrdfhet§0me A1 BLihdole-2-

O'b95 M. of trinmethylalumnium (2Min toluene) and 0.3
car 8f(argtdﬁyl 5-fluoro-1-((3-fluorophenyl)methyl]-
1H i ndol e- 2-car boxyl ate, obtained in step 1.1 of

TSRS Gy R s BB S of B .
s@irfirig Rt (169 2bh 7-athido-( 12,3, 24dtiah§aidquinel, (V2B 2008/036762)) 0.95 mi of
tréﬁ%tﬂﬂ%lg?’nﬁ% dﬁgzjinr{él'u%@é)néndz 6_95 'g gfoe'thlyl (5§ﬂuo%o-l‘fg[(agfpuorophenyl)methyl]-

1N-idol @2t daytboxylat, outstainkd Siny step 11.1 3ef( Bxainbleon 0r0ed3dyd )df heroduct is
E?éﬁ -1 Hindol e-2-carboxam de 0.091 m (0.6 nmol) of
° eﬁ'yl cyanophosphonate, 0.168 m (0.6 nmol) of

Meltingtdwitatdenet51a0d 0. 111 g (0.6 mml ) of
N il Bond o 158G B loRiicn G S sB56 20 .05 (m
78,733 %rh,rzﬂgk v (ATeHRY0 pReaM) | - 1H-i ndol e- 2-car boxyl i c

acid (JP2001151771A2) in 3 m of dinethylformam de.
The m xture is stirred overnight at room tenperature

Eﬁﬁﬁ%ﬂ%ﬁ@j,ﬁﬁ&nder reduced pressure, and the
resi

ue is taken up in water and dichl oronet hane. )
Np(?fr@?thg'e??gza%qzehwﬁ-1r[ﬁétera@g§tw)p§@mr1Fh@,dobh’ecarboxamlde
organi ¢ phase is dried and evaporated under reduced
pressure. The residue is purified b reparative 30 ]
ORRT SRiD Sty of Geliuisvencshossiiangte, 41t el e mmel) of Aigthylamine

afPlont1 %@Gmml'gﬁlggf SHrE R ERAxasbié Wigﬂkgof::h@ri%eg aEe(S added to a
sqlca:én, of {152 g §0.5 mgl) of (I-rP_a-(triﬂudrométhyi)prmnyl]-1 H-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 De): 8 (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-yl)-5-trifluoromethyl-1-[(3-fluorophenyl)methyi}-1 H-indole-2-

carboxamide
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35 Exanple 5 (conpound 19) N-(1-nethyl-1
H i ndazol -5-yl)-5-trifluoronethyl-1-[(3-fluorophenyl)m
ethyl]-1 Hindol e-2- carboxam de WD 2006/ 072736 23

W@Tj 5%99%@00008 5.1 Ethyl o5
ZtTit1uor omet hyl - 1-[ (3-f | uor ophenyl ) net hyl]_fchRzooeloooeos

H-|ndole 2-carboxylate A solution of 2.88 g (11.2
nmol ) of et hyl
Bt r iEthyg értnﬂmrwem!ll-ll-[(adlub@pnemd)ﬂhﬁtlm]-‘dﬂ-mdo(eebcanbnmate

ﬁpys(othrEPer 'Mé hgj%)émntﬂﬁéll‘) X d%g&l rlﬂuoro%thm 1heindale-2-carboxylate

| uor one 'Y pheny
(abteriser yf Foshearindide Bﬂ?ta@mlsftontr%ﬂmllmomethal phesplbydraginepin 50 mi of

oﬁ'nétﬁylﬁa ﬁ%ﬂﬁ'ﬂ@ls%ga d 4pu§§éd{ou§]s@’p%§ ﬁ B. 5?@14@% mP"Ié)I) of sodium

€00 n an
hydrids inr 5 adl of dimeéthylfoonamidet ccmdmmntaarrrpnertmtm reheamikhuae is stirred for 2

BB 8Robdy G 5d) o% od 1932 R8N o1 uoroency

bgyrhideiim §0iny oddnnethylﬁ:dmamrdezs theruadded. StlrtmgﬁsrnbnttnﬂJed for 24 hours.

2 YRSB4 SR e or o rver
hevtspdhaseltemtfis euaﬁ.teated effunddr dasadipessurd dnbddhe essidlieds taken up

|ﬂ vctla{e?gﬁ@ ehlr?fl ?ée@?;t@al\fﬁe[r sgggrgﬁé ttp?%ﬁ&?et ftﬁ/ é%ftt ilgé‘ the organlc phase is

separ a
Sph@‘stedl eut apgdhen erthshad mtml tWIberﬁﬂ/\mis Imédxvaztert and vthema vith 50 mi of

sgLulr%%tligg @Hgné&g e Sg\'r%os&btlo%f is él’?edJB\?etrerqa&%%Wsulfate and

ut I on. ution 1s dried ove
ﬁh@rgdeanhrtmamttﬁeafllyamm cdricentrated , urded reme:adtmess‘wetﬂm eesidue is

P Rl S i UL R4 S alibrdiB84 50
product are obtalned 52 N-(l nmet hyl -1 -
%% ny 15 e ke e R R ST PR R P
Ir(dBI&BZ-nanbb)(ami’ng am no-1-nmethyl -1 Hindazole (I.T.
F ,
Ao%;'?@%u%ﬂoe'e’iw? gd%ﬁ—gné?gﬁpgrﬁ %%1 “?‘?H&gp”"”ég‘ %}% lSU:]O 9"8% J. Med.
Cbelmz 1893,(3 63, htd) jn &d mil of tdwdngel ialadded,i omarg &1 bath, to a solution of
V2% g oAb : SER5) BB v eacon
mediun fsl meintaineichatl 50°C[f0330 minutes. 1.92 mmol of ethyl 5—tnfluoromethyl 1-[(3-
ﬂ&cl)rg %%Aﬁ]ﬁ@%% e%!:#rhg)ygatﬁ,i 02b Cl%éc%) %tlgﬁtée1 cﬁsps(oﬁlgﬂ in 10 ml of
tcwm‘ed is fhiep adidad.uThe mixturefis veflected ﬁ:rr Bhowrsrandaaiidwed ltovest to room
o8l TNt A RN P Bl el s
extraater el ety iaceihtwlthqaoa;mtoephasles ave gambinedhartiewasitedl with water
S8 i, A D ot Bt B50c h oer mosnesiom
snlfate@nd\tﬂererda@ndshel litrate isf ﬂteg wmgerﬁtrdté(gmder &ﬂdcédlﬁressure The
rate nder, r.educ

tr.ate t N concen e
ronre b v orin o cBhy BY SRl ETRP T, A i BT o sty
aﬁtaisld drldocﬁchI@‘otrtetl'rmaM'Ih@ r@udﬁeﬁg wmanp |ﬂtdey'bleaﬁh @h&t fikered, rinsed

oro t hane. resi _adu aKe Up |n

afiiind Gl xR0 Brkpugy G Sor el Skl oh Lnder
Me&mhgqaemtm%sswmc 0.71 g of soli d i s obtained. Mlting
PRIV (cOCE): 5 pom): 4 (s, 3H): 5.9 (s, 2HY, 6.9 (m, 2H); 7 (m, 1H); 7.3 (m, 1HY; 7.6
(m, 4H); 7.8 (d, TH); 8 (s, 1H); 8.2 (d, 2H); 10.6 (s, TH).

Example 6 (compound 20)
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1H NMR (CDCI3): 6 (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 (
; 8 (s, 1 H,; 82(d, 2H; 10.6 (s, 1 H. 35

' gompound 20) WD 200§/ 072736 24
"E%U%ﬁ TRT00008 N (1 b2 o 8 . S hrar g PCTIFR2006/000008

N'(ﬂ‘?— -ci old-% d%g %59{2?5 A g'[)%%[gg ?r@gf‘@%ﬂ? rH%/th}q {H-indole-2-

Ca!mﬁﬁuﬂa H-3 4- di hydr oqui nol - 2-one (WD 2003/ 049702)

and 0.5 mM 5 of trinmethylalumnium (2Min tol uene)

are added to 2 m of toluene under argon. The m xture
0.69he £1.@ tnhal) of ¥ -droimos1 F&8, 45010y droglitol-Esahey( VW Q 28030697020 and 0.5 ml

F PRI 121 1 Touene) arp 2ded Lo 21 . plueng, et gggon. The
rintuge égp heated dor E)d'mmps at £0°C (ands@)ﬂﬁiég (Dr‘.ﬁ throdl) off ethyl 5-fluoro-1-[(3-
n | pxed, f
f&l%oﬁjrgﬁylmeghﬁfﬂ?%do@?—g(&)ﬁ:@&éﬁ th gn |ner ele[:Ig hJ[q( ﬁ L%cample 1,
dissolved initral dfdelueme) ig adﬁed)fTHeNebytchnombdlum is refiuxed for 2 hours and

I@{f ﬁt l%gacepgtgrb?uﬂégﬁtﬂhﬁeémgit FQ ﬁ(&\h‘é oht% |§§(£|[nc?5tlﬁg:f m\l: Iﬂrdrochloric acid

€ an or gani ¢ ase rs™dfi'e
aﬂugd@@d dimegesiltingembdiae ma)deau:tethwmethmhhﬂetateaudmb organic phase is

& Egg\ﬁn’fé{rﬁagéggﬁ.urﬁ g@l\‘agggnb %op@eLh Haliégelﬂ%&g 5?%@%@:?%5%% iTrqa residue is
puifiert by Qrawaraﬁvamrmmammmmmw)qr s@lid i phjainez. 4 ( t,

g foif 17- b, 588 (s, 2H 6.9 (m 2h ;7.1 (m

7 7.5 (m 2H); 10.05 (s, 1H) 10. 4

"HNMR (BMSEX Bgp I5e(pFmj:codntp 2Rt 28)t, 2H); 5.85 (s 2H); 6.9 (m, 2H) ; 7.1 (m,
di,h I 3-fl h

s o a0 e M R L 20 The process

is perfornmed according to the nethod described in

%!g‘?@éﬁﬁéééﬁbgﬁigxagi 220(8002003/ 049702), 0.5

N2, Blihydnobenotxy zinlGuyt)-BHlusnol RI{B-flooropherad)metiaf)c Hindiblé-23

vl 5-fuoro-1-[(3-
{bﬂg%%%jﬁenyl ) met hyl ] - 1H i ndol e- 2 car boxyl ate, obtai ned
instep 1.1 of Exanple 1. 0.061 25 of product is

szﬁ%(%%g ass,é/e tr(npg a%;ﬁrgmg tgjtlg me%qﬂ%eégggl\éw(:\ig(%pie )startlng with
OH9eD 6. (G-anﬂihl)ZIﬁdlﬁydrbmnzakQZmJ IwWor  2003/0407%2f,m 05 ml  of
rﬁ'ggthylatumwguﬂpn ZE.)M in tcl’lt?éne} H‘)anc? 0 OEX ?FE ! e°f8 Safh Vp éJ ﬁ]uoro-1 -I(3-
flderophenymiihyil etz olel Nedrbykylatsd, dotained inlstbh 3 -1 bUDEAIIEN. 0.061 g
o?/pl)ogect |§/ollta|neH'l ndol e- 2- car boxani de
Melting point: 216 - 217°C
'H NMR (DMSO Ds): 8 (ppm): 3.25 (t, 2H); 4.1 (t, 2H); 5.85 (s, 2H+1H); 6.55 (d, 1H); 6.9
(m, 3H); 7.1 {m, 3H); 7.3 (m, 2H); 7.5 (m, 2H); 10.1 (s, 1H)

d1

Example 8 (compound 23)
N-(3-oxo-2H-benzoxazin-6-yl)-5-fluoro-1-[(3-fluorophenyl)methyl]-1H-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), 05ml of
trimethylaiuminium (2M in  toluene) and 0.157g of ethyl 5-fluoro-1{(3-
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The process is perforned according to the nethod
described in Exanple 6, starting wwth 35 0.107 g of
6- am no- 3- oxo- 2H benzoxazi ne (WD 2003/ 049702), 0.5 ni

Wb 2qu Loyl al um ni um (2Min 4ol uene) and 0. Ba48r80s/000008

et h [Uoro-1-[(3 WD 2006/ 072736 25

| l.
M 2 Y sy 11 g . cocn
abreabickis bhtalne®s3 g  of product is obtai ned. LC- MS: M+H

NyR, (DVMSO D6): S . 4.5 (s, 2H); 5.85 (s,
WM YR ( ) (ppm (

(m 3H; 7.1 (m 4H; 7.4 (s, 5 1H); 7.5 (m
1BIH)'MR11®MSQ D): BHppm04.3 (§,52H)1 B)B5Hz AB); ©.9(nh,CEHp Buingin, 4H); 7.4 (s,

(?r?é',“g?ﬁl'ﬂ& FEhYk 48 Fol7-yiy - 5-tri f1 uor onet hyl - 1-

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

i on of 0. 1.64 mmol) of
%ﬁﬁgkggﬁgguﬂdﬁé?agydroqmol) (VO 2003/ 049702) i n

Mo ( 112, 3@k tetrahydempuing-7atd® tfluatontEthyd -[BfluarepHEnlyhmethel)-d H-indole-2-
‘%%&%Jﬁ’%{é of 1.37 m (2.74 mol) of trinmethylalum nium
0

luene) in 5 mM of toluene. The reaction
mediumis maintained at 50C for 2 hours. 0.5 g (1.37

ATRlosE et 812 BATirob P 7 ATB et oty Rcpeuinob g, Zanpr04e702)
in 6 ndtof oldenk iofadBadratioeC on andtes sathy &da Bﬁluﬂ&h gﬂx1e g‘f ml (2. 74 mmol) of

R Empho RCla B 40P o R, Thperasti Feci iy maintaines
abf 506@- Wat er2, BOurgl Of5 @t mzmigamt)fe andeQl nb-triftiorométinyl-1-[(3-
t | ter| t
R RS2 naplech 8PS i diaitd v i 15'hgot remple 5,
dissgled ¢n dhaslecfi ioluenas, hsdthen tdﬁdemh?hé(agmm FOﬂeﬂﬂxamnfchﬁMhours and
i th t t d oride.solutign
2l P oo Bl e 20 MTaf ey 20 3t 6P petate and 20 m
of INthydedhloriaacdd tal'eatlli]déct A&befiltesing e mixture ant separdtismelehe phases
The r en _u

o} SEE e 3FUF Prass R alaEBHS 1 BT shistans fnep wih saturated
sadiderchiceide cetlitipn. éﬂmnrgami bﬁas:e" nedlr:iétl over magﬁasfuma sultae and filtered,
o W P32 ity SiheRafdled e Rl Manire HiE s € taken up in
peBoIeanregth?érabdzllezfed Hyr mlmtbhfumodlnedmrﬁ%r gedoice @ldsguries The product is
pgrbfttegll ne&rﬁ to(gmptl'%%% g %Blgt SﬂQf‘ %lgffr(i:g %v Nwﬁéu?g/so?)héptane and
d(chl,ord'hbtha;% 9’hé$esml’d$ is; recrﬁsté’lhié’d frathletha®o 0,209 ofdlid isloblained.
N%WT o 4%@ H: 7.5 (d, 1 H: 7.75 (d, 1 H:
g(pg 1% 0.2 (s, 1 H. 30 Exanple 10 (conpound

1I¢WR\F([()MS@t81§HprrheﬂZ|(m Qﬁ;c’z 8 i}nyﬂzl)(y % 1 {h,f2H)05 fﬂ{?tﬂlw 5.8 (s, 2H) ;

7[&13 uor o? )7rret hyl 22~ 'car box
6.7 ( 2H)695m4 3 (m," 745(8 1H)75(d 1H); 775(d 1H)81(S 1H)_
10.2 (s, 1H).

Example 10 (compound 26) _
N-(1-methyl-benzimidazol-5-yl)-5-trifluoromethyl-1-[(3-fluorophenyl)methyl]-1H-indole-2- .

carboxamide

10.1  &-trifluoromethyl-1-[(3-fluorophenyl)methyl}-1H-indole-2-carboxylic acid

A solution of 0.7g (1.92 mol) of éthyi S-trifluoromethyi-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 ml of methanol is heated to reflux. The mixture is concentrated
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10.1 5-trifluoronethyl-1-[(3-fluorophenyl)nethyl]-1
H- i ndol e- 2-carboxylic acid 35 A solution of 0.7 ¢
(1.92 nol) of ethyl

\Wotddob)ogorgaret hyl - 1- [ (3-f1 uor oghenyl ) net hyl ] - |PHT/FR%006/000008
i ndol e- 2- car boxyl ate, obtained in step 5.1 of anpl e

L%gefnﬁg%#bealP&sélﬁ'eS%dn{ﬁé)reglt:iue Pt %ﬁéﬁ LUB W‘Vlaﬂér‘ dRg! chdlfled with

hanol heat ed he m xture

hygieshlgtie cidd The rzegemiezwgellep@ecbbjr/fllimememmdoe@ water and dried
¢ c s
o S B A oI e 1 pldheds, nd, T ctiPwtfout furner
RuFitieation irathe followdng $teeted by filtration, rinsed with
wat er and dried under reduced pressure. 0.69 g of
solid is obtained, and is used w thout further
18 i IN-Clampibiyl-benzimidazabiStbind-friflustospethy-14((8-fluorophenyl)methyl]-14-
N-(l,mj%lylca %Qgrln dazol 5 yl)-5-trifluoronmethyl-1-[(3
fl uoro 2y [ ndol e- 2-carboxam de A
/-‘gs_qhq;tqnmf (03¢ @(@95 g1r‘(10!l) 9‘§ -riflupromethyl-1-[(3-fluorophenyl)methyl]- 1H-|ndole-
0
2%3%56)2%%99{@5@%'&3} [SQ% y) ﬁe RtF) p%gljg (Qa%dqynlol)lgf {Sﬁl%g‘ Enioride in
Zhimi(of, dighlatesnsthaste ishiediiyed forl 2rhodss. |Trine méxturs isdcoptentrated under
réducBy PralRiIANg hSiqlehd &B&%@e@’pr n £0 1 W Sigth et 0. 17 g (1.14

IS CO entra er redu essure
mragieef §pmino ZGnﬁhylbenm@awe asdree solutier 00027 ¢f1.@ mmal) of sodium
cmhétfofn ? {ffl”&fn\%a e{ 'H?% ganq- hai ] é & %‘ﬂﬁe@ é‘ﬁl?r:zﬁt I‘T)CQJ?S at room
I um ca onate I n
tm%atua& dhe @magic phaseris ﬁvmatesl under reducedpressurs @ndgshe resulting
pﬁé%ée ?Eor@é‘t dé(ﬁéﬁ’%tﬂt %Elr att.é?&go%rﬁngﬂlcﬁl nan’]?[ %B&a‘%ceghases are

ced pressure an resul ti

vaghechwitl wawrtand eNithsaturated @péluahdwl@nderﬁcwmneqlrimer Fodium suifate
& t t

SR8 SRR Gt SRS Tl ROBle LD i ppteum tver

celigctesk by fi ktmtjormomsénﬂ raxdedriashdrder rredmaedoprpsmsull és thenepurified by

| c?r%ﬁia@%{f?é)lﬁ &K e anfg\suggtde?le?&%skﬁeé mixtG éfeoqérﬁrﬂ'op%thane and

d un reduced pressu
ethyl a@etatneiih@ maldueea taken umm&imgljmpﬂnﬁr aoliscted by rﬁtﬁraban washed
chl or onet hane
agég] h% rgekﬁqr?cﬁ]ggé W&rpé’.aq é‘?ssl)&liﬁés ?Bs%gl ‘en up in
M@ﬁmgcﬂomllrﬁ@t-l‘@MTCOI lected by filtration, washed and

N S0, B S SPea m,  o Th, B e 57 .

B(Oﬁriﬂ)TH)SSQ (@s2HRH).5 (3 Hy 3H); 7.3 (m 11-1); 7.55 (m
41i); 7.8 (d, 11-1); 8.05 (s, 1 H; 8.1 (d, 2H; 10.5
(s, 1 H. 25 Exanple 11 (conpound 49)

Exarple Th{compound>4d)| uor o- 1- [ ( 3-f | uor ophenyl ) nmet hyl ] -1

N80 2R P EfneR0 vt incile-2-carboxamice

H i ndol e- 2- carboxylic acid 30 A solution of 8.3 ¢
Th37] PR o Seleapmatin tbigler spioprds e
A solution of 8.3 g (26.3 mmol) of ethyl 5-fluoro-1-{(3-fluorophenyl)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 ethanol and 14 ml 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 hydrochioric 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. |
Meiting point: 205 — 206°C
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25

carboxyl ate, obtained in step 1.1 of Exanple 1, and
5.2 g (79 mol ) of potassium hydroxide in a solution
of 140 m of ethanol and 14 m of water is refluxed

Wg 006/i9Y¥ss The mixture is ?ncentrat ed und?‘@T/FRZOOS/OOOOOS
uced pressure and the residue is taken up iIn

and acidified wwth hydrochloric acid. The precipi tate
is collected by filtration, rinsed with 35 water and
1dr3 e dV-(avinst- 7wécﬁ:fhm0-ﬂr[é%&tmfepheﬁyl4mgthuﬂ -1&kihilole-@rgarboxamide

LD ) 2R B BB R By g Bonosst

iszad@acpwﬂtreshrﬂr‘rg ROT/URRRI0 0lbOeM0ISa slidpehsion of 0.5 g (1.74 mmol) of 5-
ARl BRI DA s 1.1,
10anizaftdry dinvsdthvifopramider A§ép§ meiolities)i Gid gt dBSpmmonol)ush 7-aminogquinoline

HFSEAHEE UL TRBRAEro S Mok F BB o s
After nstu_wmg -fp( 2- Iﬁ¢umrat|crbemyie}rnmratyﬂe] and—lfornﬂ dloarat 801 xihe reaction
n’\déla#gf 'hsd?qtf?gé FHtJ] ?90 hﬂpf\é/?t%é%d %0 rﬁl@)f %Bwyﬂce(?%tf é%er rﬁ%F ation of the

ham de. ute
pbases- am sedtljod ravid aetradtipdrofc ko raigdeous\WBh a3 3the 46rgaaic phases are
v/ f_di i.sap n r d, ..
AR Byl P o SOERRP MLV A S R o
chromabiegraphy @0&: cotthm ofcsilicai gah, elutingi with a smmtuuar efddichivromethane and

o406 740 1Sl 2 B, FBREBE el oo

obfainede aqueous phase, the organic phases are

s vvlth wat er and dri ed over sodium
VPR 2202 288

reS|due is purified by chromatography on
A NMR (DMSE), 8i(bprop 588 (s, @H)t 6.85 (wi2H) BOSI(mE dHE 2 (t, 1H); 7.35 (q,

Ryl TG 2 Fof 26k Bhiroap Tomhl £ 86y Bogg 1 o m

1H$11c(bt‘&ﬂ)ned 15 Melting point: 222 - 223C 1H NWR

(DMSO, 5 (ppm: 5.95 (s, 2H); 6.95 (t, 2H); 7.05 (m

1H); 7.2 (t, 1H; 7.35 (g, 1 H,; 7.45 (m 1 H; 7.55

Taisle 11bethw illistates the cHdmicdl s(racturtid)anddhad pagsical pHpertibsasi a number

of ol o o ol dceotiliva fo einienthe s BB the mop.

c@umpeg|V¢£me(ane1tlriguﬁdSIﬁﬂs ofofheC prodocts df dégrwaa&ius (°c When the

| ordi the i nventi
pieRuc e isbioff e Bt aninarBieiasha T AR ol dhoy g characterized
inpthisd oeitrini tfy thedr’ Bass (IMI-HT)UMO(‘éaver Vihetﬁet‘ Bat’ cwmﬁwct‘s represents a
vverelsolfa in.the form of hous solid

ofbdurcr By s Bt ity tierease HETh retPaSTEs P pRRAE R fyorochioride
fomasand thistrtio in plfedriineses is the (hdie-basdrbtio col uim, " -"
represents a 25 conpound in free base form wher eas
"HCl" represents a conpound in hydrochloride form
and the ratio in parentheses is the (acid: base) ratio
WD 2006/ 072736 28 PCT/ FR2006/ 000008 Tabl e |



Z3 Z2 5 No. X1, X2, X3,

H Xz N-WI O(~) X, CH "
X4 n zZ1, Zs, Z3, Za, Z5 WmP. (C Salt 1 H F, H H
1 H CF3, H H Hisoquinol-5-yl 208 - 209 - 2 H, H,

3, H H H
ngrrégtoﬁlowwﬁc 3, 4- tetrahydroqwzrslol 7-yl 92 - QECT/%R%-?OG/OOOOOB
H H, H H CHs, H CH3, H
1-nmethyl -1, 2, 3, 4-tetrahydro uinol-7-yl 176 - 178 - 4
H H H HOH CF3, H H ble 1
1, 2, 3, 4-tetrahydroqui noI_-7-yI 140 - 143 - 5 H H H H
O H CF3, H H H 4-nethyl-3-o0xo0-2H benzoxazi n-7-yl
198 - 200 6 H H H HAX H , H H
4-msthy| - 0XO0- 2H-8Fe zin-6-yl--478.180 - 7 H H H,
HO H, 3, H H gfr offui nol - 7-yl [ IVH®
= 450 - 8 H H H, , H benzof uran-5-yl
141-143 - 9 H H N H H

1- net hyl i ndol i n- [ Q,: 10 H H H HO H

CF3, H, H, H 2,3-dihydrdhe@zoxfHM6-yI 90 - 92 - 11

H H H HOH CF3, H H HI3 oxo-2H benzoxazin-7-yl

214 - 216 - 12 H, F, ?'4 H H H

1- et hyl i ndol i -5-y| T$H F, H H1H F

H H H1l-nmethyl-1, 2,3, 4-tetTaydroqui noI 7-yl 159-

160-14HFHH1H, ,H,2E,H

1,2, 3, 4-tetrahydroqui nol - ?-yl 149-151 - 15 H F, H H

5 1H F, H H Hisoquinol-5-yl 206 - 207 - 16 H H, H,
H-O0—H—C3—H: H, H 1 2 34-tetrahydroguinol -8-y|l 93 .
- w17 H CF3, H H, enzoxazol - 5-yl °

No. x”’%’?%’_-x‘ 2'1'2 ‘15*&3’ HOH CF3, B H H mp-CC) | o

2. et 20l . 5. \/I 223 . 225 - 19 H CE3_H H 1
1] HEHA Y 4 HrCEs RotthyT i hdazol - 5- P9908-8Ho9 - 20 |, 206 - 209 -
2 H HHM Hd CF I, FH 1= -3, 273 41t 74tV 92 - -

B 12| R, By, ] P 2 G 41 1 92
3 | H Rt §jf°f‘ 1H504ﬁa lrll\fq‘»l}ls, Trowtiwd1 Zdéefrahydrapipol-7-yl | 176 - 178 -
4 H, g;H/ H Yy 4UBF’¥:¢I AL 12,3, etraffdBqdinol-7¢ 29} 140 - 143 -
5 H,H,H,H (0| H,CFasH, H H 4-methyl-3-oxo-2H-benzoxazin-7-yl | 198 — 200 -
6 H, H,H,H 0 H,CF3 H,H,H | 4-methyl-3-ox0-2H-benzoxazin-6-yl 178 - 180 -
7 H H HH O H,CF3 H,H,H 2-0x0-3,4-dihydroquinol-7-yl [MH]* = 450 -
8 H,H,H, H 0| HCFsH HH benzofuran-5-yl 141 — 143 -
9 HHHH {0 HCF3HHH 1-methylindolin-5-y [MH]" = 436 -
10 H,H,H H 0| H,CF3;H HH 2,3-dihydrobenzoxazin-6-yi 90 - 92 -
11 H,H HH 0| H,CF3;H HH 3-oxo-2H-benzoxazin-7-vl 214 - 216 -
12 H F,HH 1 H,F,H, H,H 1-methylindolin-5-yl 145 — 147 -
13 H,F.H H 1 H,F,H HH 1-methyl-1,2,3,4-tetrahydroquinol-7-yl | 159 — 160 -
14 H,F.HH 1 H,F,H HH 1,2,3,4-tetrahydroquinol-7-yl 149 -151 -
15 H F,HH 1 H,F,H HH isoquinol-5-yl 206 - 207 -
16 H,HHH 0| H,CF3 , H HH 1,2,3,4-tetrahydroquinol-8-yl 93-~95 -
17 HHHH 0| HCF;HHH benzoxazol-5-yl 222 - 224 -
18 H,H HH 0| HCF;H HH 2-methylbenzoxazol-5-yl 223 -225 -
18 | H,CFs, H,H | 1 H F,H HH 1-methylindazol-5-yi 198 — 199 -
20 H F,HH 1 H, F,H H,H 2-0x0-3,4-dihydroquinol-7-yl 277 - 279 -
21 H F,HH 1 H,F,H H,H benzofuran-5-yl [MH]" = 403 -




22 H F, H H1H F, H H H

2, 3-di hydr obenzoxazi n-6-yl 216- 217 - 23 H F, H H1
H F, H H H 3-oxo-2H benzoxazin-6-yl [MH' = 434 -
wh Shoeld7drsst H1 H F H H PCT/ER2006/000008
1, 2,3, g?’-E?etrahydroqui nol -7-yl 203 - 204 - 25 H, JJ:F%
H—H T/, 2=gxorndotim=5=y 24_4 - 246—T26
X1, X, XQ% h, *21,JZzHZa,’Z, Zﬂ, H H 1-net hyhgenzi m dazol -E-H.p. (°C)
223 - 224 H, H1H F H, H H Sait
llyl -1,2, t aII)UI ot Lk Er. -
H, gFEFH I1| HquH ﬁ H H be%?owdé%nz%xi}lnﬁwl 19 216 217
H, f9HHH CI:3, HH IH H:I H HF H H3-d)ko-2H—benzoxazm -6-yl [MH]"=434 -
+4 y kL AF0>a76 _l.u{_ 192 L CER L] L 1
H, C‘F'F i i H TH, H?Lﬁ\ef'h’ih benzoﬂrﬁ ﬁ%?f@y;?rﬁdt@f" T4y _ |3403 - 204 -
H, CI-FFs, IGIFB, M| HHLFHH, B, HH, [H H  2-oxeindolin-5-y| 244 — 246 -
o t!ny stH-f o anl A< 5- \I| 214-215 - 32 H l: |—| H 1
A Gl e T, B Foofh Hol |63l TTa0vaanamszass 11 |1 P8 —224 | -
H, G, B, HH 1H B, E; AERDMI b“ﬁzrh&l'uﬂatzé’tﬂbtei{'hh requinct-7 K 46 — 147 -
H E W W1 K H hyl henzi'm dazol - I
H, ChogH.H1b? |- B5FHH.BFE, |, H 1 Hbewotfw,azqhﬁ-m 191-192 -
H, CFFReRZPYTI azoF /- Ml q1o| - 17%: Anzdxazbls-4l L T |[T182 — 183 N
b @'6}41 quli nor e Hoal. 5 e gleandlgg?zlq.&E 14 |F o218
H, GBs, by HH 1{neth§l HidaHol | 5- yI 2anethyibargothig®l-btyl F, H| 191 - 192 -
R HE g ety ibenzn — By AR — 8939 — -
MG T T M B P et peutorindoit S ™ | 2% - 215
H, F,doHH, | | HH, FHH,PH{,HF H H, H isoquinol-6-yi 139 — 141 -
hyoenzpt ya 5= 20} 202 -.4‘ MO S tHr = -
A A s ?{&“&@“ﬁﬁ%&i"*ﬂf Aog - | 7ot - 251
H, F, A2HH, | F, HH FH, HtHF H, métliyllmanzlrmdaidl-ﬂ-ﬁ yI P 4105 — 197 -
H, CTF—L b’enon;i a?bﬁ% N H 20 - 22 ‘IH—bgqu_tpa@I-SﬁI H1H ?16,7 ~174 }
H A HH H 1] rret-lhlij Iﬁl,qulebny i ndol i n- 5quinoll&4 - %93 - 4b 2}@8—210 -
e T e W 1 2~ dipet-hvl benzim-dazol R.\J/
A BT b |- Horehe s 14 1 1 Tnebivingasont 210211 -
H, B-ietmyl benzoNap ol -15-iT 87 - 21m3th¥|bén’zdsdaz6|&55y[ ! 1188 — 189 -
I - I TS 20| 194 - 195 - 48
HEHE BT W A B HE W 1 qui nbsneeiniazelgi 188 - 1BI67 — 168 -
HI49-I ,1‘L LK, HLH,TH A, Slntethyl 1-202 -
o T B H "%o%"ﬁgwmdﬁz?o pA91-2
H, CE@H (I-h 1) s, B HAL L H 1 Roxg-3, 4-|d|hydr0ﬁumol-7-yl 298 - 299 -
Ny penzy g o~y 195 —S52H—hs .
L T P e o Gapar gy o 749 - 250
HEHE |58 HHH, H#Rel H 1 H HH-Benadtriddol-5-yl 220 - 221 -
2= -, -‘|- dl i IUI -7 yl OAS) LI T }_' _ _
A A s s T e D R
H, Rbl, 2006/ 0 2713,6F, 39 HRET/ FRZOGGZ-Gﬂ@ﬂ%enzmdazol -5-yl 281 - 282 -
H,CF3 H, H |1 H,F,H HH 2-ethylbenzoxazol-5-yl 187 - 189 -
H, CFs, H, H 1 H F,HHH 2-phenylbenzoxazol-5-yl 194 - 185 -
H F,H H 1 H, F,H HH quinoxalin-6-yl 188 - 189 -
H F,H H 1 H F,H HH guinol-7-yl 222 -223 -
H,F,HH 1 H,F,H HH isoquinol-7-yl 270272 | HCI (1:1)
H,F,H,H 1 H,F,H,H H 2-methylbenzimidazol-5-yl - 195 =200 | HCI (1:1)
H,F,H,H 1 H,F,H H H benzimidazol-5-yl 275—-280 | HCI(1:1)
H, H, CH;0,H | 1 H,H,F,H,H 2-0x0-3,4-dihydroquinol-7-yl 255 - 256 -
H, F,H H 1 H F,HHH 1-methylbenzimidazol-6-yi- 215 - 216 -
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The conpounds of the invention were subjected to in
vitro and in vivo pharmacol ogi cal tests that
denonstrated their value as substances with

Weesgmpiaresact i vities. Test ofp inhibition of gderra006/000008
current induced with capsaicin on rat DRGs 5 -

The BEHhYoufds di ke ﬁ'fveﬁ@n \ﬂ%ﬁ%&]é&éﬂ togl?r\/gﬂré 9Ad grpﬁg%: pPharmacological

cell s: The neurons naturally express
tepipnatdemopsioated tedr vatuerasrsubsiances with thierapentioactivitias.
DRGs are prepared using 1-day-old fats, Briefly,
after dissection, the ganglions are trypS|n|zed and

the c,el | s d| ssoc:| at ed by rrechanl cal tr| turation. The
S CHFER gaipif« gre medi um

%E@%&n%h@@eﬂ? ARkt r?ﬁéﬂaéuséig‘/“mmof N,
'Ehechdljm'rs aidzmmBRGacbmraH)géméssSmed'RPWQGb@doMﬂ th lamnin

h
T Clpi g RS, o dioch 5ol B 4 imendlPd uekigLbdpiaiares. Briy,
deCdissectionh the garighenls atmmmtw and tigd aelrsgd@%&alé’d @E.Idnechanlcal

tﬁ%é’tlgn a}'taeg I%Lﬂr{a L{:faentfqga |Brag€€§é1e tb%@algq’i%wpwng ium oontammg 10%

foeda - uadfwemraj 25 el S(CITB?nmlglﬁtemmTé 1@0Q1g/mﬂ§§rft§ﬁ1mﬂahd169 ng/ml of
er or. .t he

K e That BangrlBd R lasSiFe EoRed pita e Bntor Jay oot ger side),
wmasaneu nngn heet ein lscc(rmeng UiZev&08isis) T?ﬂrtieiﬂs RHird thcubSted &t I37°c in a
R ERE o RS BOETTI SR GOARSER . Htoeine Rl Bl (1 4M)
i28dddd4B i hairs afteiCanturiag,tto pmkdnt(ﬂib@mmﬁﬁbfqmﬂ‘{éﬂﬂfhaﬁbel% The slides

e contil nuou

I £l ion of 400X, The ch ers
B BB R 90! Aoty e Gpiah Gl Stles Se7-10 days o
cditeingi but or accepting 8 inlets and whose sole outlet,

I.Sf I of a polyethylene tube (aperture 500 pm,
i s&?@@é@’gﬁ’%’ss than 3 nmfromthe cell under study.
Tﬁber;}éashnh@ charhbérs (vmgrﬁegagoqtl) chhtaiﬁmghﬁe El ﬁi‘bpﬁiat’#l?ﬁ are glaced on

ec ue,was _us e bor i cat ass ettes

e et 8”5“%%%mmsca%?@bmﬁtwg{ Biapbad it Foffan optics
(ananauf Cans&tpumoeﬁoemt Bh@ dﬁs@fv@&a@tl Quhﬁbﬁtfcahon of 400X. The

'é |%|e g@}%ﬁfq@u @Egﬁw?\'@xg' C””@gt X Léppgaﬁ solutlon distributor
a&e@ﬁag @hinldis anm | widser sdiéveatlet, BRSNS a @Wmer@ tube (aperture

i forni nnetedtoaPCrunmngthe Pcl a
P 3G PR PaBATY - eTeheg GP REopISHcy. ol “whole. cell
omr&“ngoraﬁed of ﬂpﬁﬁaédﬁlhcaaqlpsl'eghﬁl&@ Wg@suéédg;rglbgﬂé&ﬁfhrlﬁe-glgss pipettes
&R ig INGHBR fr Deesohiria B ppelbay: DR oh G0 Ainzoslectric
miaereanipiilatos qBUdigH) PomSTm otlélﬁll [2BkreRi8! (hfenbrahd ﬂ%ntxal set at
e enterln cationic current. In order
6?) "?ﬁrﬂr?n r?%""m ‘"ﬂ@s |1(9136fp|'ﬁ‘?fe(AxPEd@§if‘6F@t5’aF oster city,

Caﬁfﬁﬂriﬁ.)nbbriﬁe‘&fédaio afpd rmhrnhg thd PR édmva@mhk&ﬁidsﬁnﬁent) The
a| cin | observed. After a control perio

ciark BOF 2 PERtIed OF RaPEATELEHPnAYRbiciized dreping fesquency 15

tot 255t z)3mdeRgbiRsd s thaHard@ild fdnatbene at a given

conc ntratl on (Sconcentratl on of 10 nMor | n
The app |catron 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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for atinme of 4 to 5 mnutes, during which several
capsaicin + conpound tests are WO 20061072736 31
PCT/ FR2006/ 000008 performed (to obtain the nmaximm

dzjﬁ {70935 The results are eypressed as a pgy,
hlkt)itléon of the control capsaicin responsec";[‘?g'ﬁg&%mo0008

*?88**%9% i ettt Bifoh ) 35 PSS Bl feFERe 28 qperoeniace

Qfmf‘dgmﬂ @‘ttheonlnmhnalﬁsamin tdspomseventi on tested at a 5

SRl s B8 Cabsd RSB0 LB T R 20% anc

8be Hor the 38%s( E0tiNg a@agmw(dompt)undﬁOoﬂﬁﬁé(lﬂzverﬂlbnltbsted at a
ff b

5Bl OF S nRER il e enl P T BEE D "V ous

corrpound concentrations on the rat DRG in the :

presence or absence of cap Test of nouse

corneal irritation 15 The |?$ﬁ?’?nt nat ure of capsaicin

'S readlly assessed on the cornea since this organ is

nnnnnnn nnorvat-ad i f h C

oree OTRERRR oot “Tromlor ol hippHion i DG patc

exper| msnts e application gf a very snsg% (pormnt of

ﬂﬂﬂﬂﬂﬂﬂﬂ 2—p}—at—a—econcent+ation—of-160 bM_to th

uapoul \ W | II \l_ TX . T - d., y ) ;
surface of the“cornea of an ani mal | eads f‘%/“aﬁé‘é@t ain

nunber of stegpeotypi c behavidural tral t349%5(qx¢,|wt ed

—wi-t+h—tation—which are eagy to detect Anong

these, the follow ng are noted: bl i nki ng of the eye

Tlhublhtrﬂslcoégdri'& affast lol‘ Il cBMPolihdd mdyCoe ieRglLbRECRRIMmeasuring the
rubbing of the face with both front paws,

Ll iR 2 Forus SoBAOUAY SPBFERtALRTS oh bR reviaRE: dhe pigsence or

alﬁmdéwf@apme@ el hi's behavi our does not exceed the 2
m nut es of servation, and the ani mal then resunes

its normal activity. Thi s aspect is noreover also
normal . The nouse is not recluse in a corner with

Test f @tbuse esireal indtgtighoes not 25 devel op any observabl e
sign of suffering. It may be concluded that the

Thelrdtanb natgre elceapsaicings readiy asseasedbnttheserndasmenms organ is one

of ﬁ%sofggﬁg‘ rg?s'pcf%%& mn% nﬂ?ﬁ Yith! c {ddFed Gh Wﬁ’ 4ol %é( frolﬁ preliminary

principle exper iMeRt S i et
expRsimants, tﬂh@anmiwpmdfsa wérytsimall dnmoumh bf capsaisin (Zruﬁllat-rmmcentratlon

mt ki§0 ggmaié' fHer Qurfdrc‘é_rﬂ‘o{ﬁﬁecdrﬂéjau%?%nv‘érf ﬁfﬂﬁegb%{ 39 & Icﬁ ra number of

capsal Cl n e capsalcin i1s
stewomlmmmarv:maraua @sskodlateédvlthflmltatlohswhlch @re easy td detect. Among

th \régrenfﬂggﬁl &rv«g I &g{@ hﬁtgghgmﬂ-{gogf' tﬁ% o%? H?@E\@ é Ip,%%ﬁ?é eye with the
ipstederabirortmavh aisbhing eff the déace with both front paws, scratching of the ipsilateral
face with the hind paw. The duration of this behaviour does not exceed the 2 minutes of
observation, and the animal then resumes its normal activity. This aspect is moreover
also normal. The mouse is not recluse in a corner with raised hackles and does not
develop any observable sign of suffering. It may be concluded that the 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 physiologica! saline. It appears, from control studies, that,

under these conditions, the solvent has no effect.
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WD 2006/ 072736 32 PCT/ FR2006/ 000008 I n practice, the
test product is admnistered orally and, with a del ay
(pretreatnent tine: t) that depends on the

Wweesaoefsroragt i ¢ data, the aninpl receives an o
instillation of 2 ul of a 160 uM capsaicin sol ut/|§1%%006m00008

Iﬁrp?élﬁif:@clhé‘feéft Bféﬂdﬁ@ﬁ?gd?ﬁ-@é@md[&’% 1yrla?1|dgvﬁﬁh %}‘éiﬁ&ﬁ pitreatment time: t)

observation I'ow ng NSt
thatrgdapepde on Ake phammpcskisetic datab thedaniinahrecsivesian ocular instillation of

2 psérl #4686 a)mf é’éb@%lcﬂa%mﬁbnr 5eREAA% ,?18[ gébo%g 6?]{@@@ 2-minute

t’he percentage of protection Is ca
gbserygtion fO("Q\Mlﬂﬁtt‘@e lrﬁfi"aéleh,ame murrdpenot firoess thetisstillee dyersanibbed with

tﬂé‘[&ﬁ’éte@ffrérﬁrp%m?ré%fgé&g' ons for the group treated

t he sol vent Thi s percentage of protection
Fos agienggidalf the p@a@amt@eaupr@ectwnnmlsuiened astiolichsr of

| t i_nvent i . ,
AT oG uioen Sk Stealtirly Adeng SEROEHRen TseR EE ShahBino actons
fwdhegrwprt@@tedawthmesompbm@ﬁ of the |nvent| on, used

'I?\s Ber@@ﬁ‘tg f%r&géthﬂ i§ %ra PP 3%(})? Swﬁbﬁargmg%% = number of

mpl
actssr(;q?@fﬁgtpdmth tkewompow;g aftthe lmrankcgn)( po) - (n = 14
Tﬁ@%\arceﬁtgaes %PP%Q&&IE)A té‘g{alu%t%g ITIE] ﬂ’@% I’naaslq‘gr {h d‘ﬁgsé V&o?ﬂngqounds of

the mg@}tngnomsqdm a‘rdasvpf ft emgafpg (o), aré daetvm 2864 anvde100% (see selected

ounds of the invention 20 block the
eﬁﬁ@%@? fén%%ggg by stinulation of the TRPV1 receptors.
The conpounds of the invention may thus be used for
the preparation of nedi camsf% e 3 especially for the
preparation of a nmedi canent Tor preventing or treating
pat hol ogi es in which the TRPV1 receptors are

Mot vedg accorch1rg— f ¢
aspects, a@qbl gg’# ‘of the |nve=nt| gup ?h%@%‘!ﬁ%iﬁ%’—‘——l

t hat conprl s‘e4a conpound of flormula (1), 46% -q1h)

or altar nati \Inl \VAE-1
J

|Jlloll nmecett+—¢ _y auucpt able—sad +—oH

hydrate or _a 'Sol vate of the said corrpound26 H

nmedi canents find therapeutic use espeC| alTy in the

t d t t of d
Tﬁ’e ?VMQI&% {aﬁ{so | eab{gf‘ Ehe Egmpg ﬁrlngy Eﬂg}/@, agonist or antagonist
ef(etoftam{irmer mavedecerﬂmbvha fost ﬁﬁtv@tahltég‘bnlst oomgoundg okf) the invention
ct | pai n i nduced by an
blgﬂfﬁﬁ' 'Eﬂr“ ESVGB@HFBO” Pftgﬁ |’?1§’W)"e°‘%ﬂigr§eo) arthritic
Trpmcmpasdm!srmnh@ invahtion b HABY/E 0sey fo?wﬁlfééb%tlon of medicaments,
ate ain, faC| al neural eadaches,

eSHRRRLY T ShepTanardtin or & Fackamest fas Ypvendng Rafopindaatbplogies in

whiols &t TRIPY £ eaceptord algdivadleddc neur al gi a, nuscul ar pain,
trapped nerves (central and/or WO 2006/ 072736 33

PCT/ FR2006/ 000008 .
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
aiternatively 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, infecticn-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, trappedl nerves (central and/or
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peri pheral), spinal colum and/or brain traunma,
i schaem a (of the spinal colum and/or the brain),
neur odegener ati on, haenorrhagi c strokes (of the spinal

A2 boakE e raer of the brain) agd post-stroke %‘FIFRZBSGIOOOOOS

conmpounds of the invention nay be used for the

PérfpparaAt EBfﬂaféol@nH}%ﬂg&?rﬁfégﬁ tlfaﬁﬁ'lab Ecgéseq'ﬁlg%f ihd S?J\I/I I%E)Igfnn and/or

treat_l ng ur ol ogl ca. 1 SO ers su per act
thedrainh debrodeggnasation, hagmerhagic sixokes (okthe salnal column and/or of the

5@%@9& hbétystroké‘ﬁgiﬂ“ nence, urgent mcturition, urinary
i nconti nence, cystitis, nephritic colic, pelvic

g eerspeigidsiof ithe inyaatiqremey depusied . forTthe preparatiordsf ®medieament for
; e _ , F
AR R B P I SR Al g o s
Yesical narerredexiail veslgali instatditpaiimcontiserceat exdentl Oniefutition,  urinary
AR syl Mth i eaE AL RheonSIRE AR SRR PR
Preecampaungs ohithe inventiopaman e giasd to prepast iamaédicﬁmitﬁ@'rmeventing

p f ' St .
S8 SRR By e P Sl s
with salpisgitis @3yitralysmenertiiosease, pancreatitis, :

e e S G | h |
LT O R Y —
and&y etradtion gastroiptestinalegisordets stichr s yastabvaespplbgeal defiux disorder,

SRR, Moo 0y o B S8 L, s,
Rase@aticy. Oemmsiliﬁﬁ iang biiagy/alic.t r eat i ng psori asi s, )

er pe
4, 5, 5L 1 by Y 5 LB 560 ancier
eabmenit Phveaespitory el diserderso sheh neaseutastrmia,  coughing, COPD,
brSHERBE kR AEn GRHT ﬁﬂa?ﬁrﬂgto@i %ggeﬁg}ﬁ?ﬂ'gggé: gf@:uﬁ% th%f tﬁgglbe used for

i nvention as active prin
PeRyepting and/pstreating disoriasis, girfiritus, i deemdio seularf orahudcesstritation, herpes

aﬁﬁ%ﬂé‘.nd according to the invention, or a .
pharmaceutically acceptable salt, a hydrate or sol vate
of 25 the said conpound, and al so at | east one

ceut. C l ¢ excipient. The id .
HRASEIBEYEhGRL! ¥ NS RREAD. S HRE it 9kd i, regpaceutca
compasitions Corepriting medompauhe atconding rto sthe ahvemtion faso sttiveeprinciple.

i.pi Q ose skilled. in the art. In
THRLE R SoBRh SR Bl bl o A bt ond ompoune
apenreing ite thef ioverdioa) or & pharmegeatically 36ceptdixel salf) @Ohwairate or solvate of
' . [ us, taopical . local "
W SEALE" and 56 3308} e BERERLIFRD renint grcivent
Thelrsiaiti sxairaeritsmre theseac boeordipg ito the phamiackoticall k@ dnd the desired
. i, bl lt. .solvate or, hydrate.
e 8 o sy AT Ind BB doist T i S eeradied i gt
form as a mxture with standard pharnmaceuti cal
excl pi n_and.animals for the. prophylaxis or .
o YA S ko RArBR0 R, O e Bscls myBRRL fof)ors, Subingual
setimotemeols intramuscular, intravenous, topical, local, intratracheal, intranasal,
transdemmal 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, sublingual,
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The appropriate unit fornms of adm nistration include
oral forns such as tablets, soft or hard ge
capsul es, powders, granules and oral solutions or

: wmme subl i ngual , WO 20%/ 072736 34 PCT/FB2006/000008

PCT/ FR2006/ 000008 buccal, intratracheal, intraocu
Bidal, NintraRasRdal, a‘im'dacﬁFaF aéhd)nlnirgﬁé?hi Et%fﬁ%trggén folrms forms for

i nhal at I on, tOIC& trans

adm ni stration
apeistraito by, '"h%at@ﬁusfeeucals tﬁ@nsdemala\ﬁeab@utaneous intramuscular or
iREATdMoES AkiRsrdteh 'YBrmé %Et%'l a@ﬁiﬁﬂxéﬁa%ﬁ %l‘n%naﬁ@rrﬁ@aﬁ‘tgd For topical

i mpl ants. For topical opl 1 cation, conpoun
applieationn e @mﬁwnﬁmr ihm%qamvaem may dreeasas] in creams, gels,

Fgﬁ,l,aﬁjes opIdigA®Rdes or lotions. By way of exanple, a unit
formof admnistration of a conpound according to the

invention in tablet formmy conprise the foll ow ng
5 .
EP%?”@F‘NE%W%FEO%Q fcg'ﬁ'FBf %EP@"%*%“E;’BOJLQY%#‘H‘* aﬂ:ggrdilng to the

'ﬂ‘t?nt'%ﬁhtaabbf%rn may, @rfm'lseﬁwmﬂwg@pmpmntyl cel | ul ose
rsoUrd acmg,g%m ﬁgﬁﬁ{oﬁt e 3.0 ng 15 Theg §6|nql%un| t

forrrs are dosed to allow a daily adm ni strati of
Nard#ob. 001 to 30 mg of active principl e 5%3 7% oof

Silim wRisBiramefis&or di ng to the gal eni cal %\;here
or Io r

may be particular cases in which higher
CR5R&t6aN are appropriate: such 20 dosages186 m@t

Pﬂﬁﬁﬁ(yerpF/ﬁiEtﬁJ&||§ﬁg@e of the invention.

ng to

he usua ractice the dosage that is apprggil ate
Mﬁﬁ“eé'&mﬁtﬁ%(ﬁteent is determ ned by the doc88mgccordi ng
to the node of administration, the weight and the
response of the said patient. Accord| ng to anot her of
The saids prit-fogms @re dpvasstoraliowra daityl administrationedfzfrars 0t0910 30 mg of
Bﬁﬁeﬁﬂﬂ: f t ed
above, C&ﬁ%%q‘?oﬁgrela@gg%%% 5 ﬁﬁ%?‘@ﬁerﬁ&?%&@ pati ent
of an effective dose of a conmpound according to the

Th?"éreg"?*éq’%r Pl arfBBER 1T I Y 2 dgD5R05 37 boprBbriate: such
dpéages rirons/ dspetdom ttLthde of theCiowpntiond Accordingdotins usual practice,

tHePddspBUhat i€ bbprophhte’fér bach Ohtidrt s det&mited by the doctor according to

the mode of administration, the weight and the response of the said patient.

According fo another of its aspects, the present invention also relates to a method for
treating the pathologies indicated above, which comprises the administration to a patient
of an effective dose of a compound according to the invention, or a pharmaceutically
acceptable salt, or hydrate or solvate thereof.
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X4 (finz, Z 7 in whichnis equal to O, 1, 2 or 3;
X1, X2, X3, X4, Z1, Z2, Z3, Z4 and Z5 represent,
i ndependently of each other, a hydrogen or 10 hal ogen

wbamgg 768 - C6- al kyl , C3- C7- cycl oal kyl PCT/FR

-C7- cycl oal kyl - C1- C3- al kyl ene, Cl-C6-fl uoroa Ii’yl 2006/000008
Cl C6- al koxy, C, -C6-fl uoroa g cyano, C(O NR1RZ,
nitro, NRILR2, Cl-C6-thioal T -S(0)-C, -C6-al kyl,

-S( 0 2-Cl- C6-al kyl, SO02NR1R2, NR3COR4, NR3SC2R5 or
ﬁrdﬁndbhﬁﬁ'@orré%n&w'to %g%h(gpti onal Iy substituted with

one or nore substituents chosen from a hal ogen and a
C, -C6-al kyl, C3-Cr7-cycl oal kyl ,

- C3-Cr7-cycl oal kyl - C1- C3-al kyl ene, 15

Cl- C6-fl uoroal kyl, C1-C6-al koxy, Cl-C6-fl uoroal koxy,
nitro or cyano group; ARl and R@irepresent '
i ndependent | y ofy, each Jot her, drogen atom or a

Cl- Cb-al kyl , C3e& W

C3- C7-cycl oal kyl -
and R2 form tgg
bears them an
azepi ne, nor pholi ne, ,
honopi per azi ne group, t hi
substituted with a 0.
C3- C7-cycl oal kyl -

edor aryl group; or Rl

i trogen atihm t hat

pl 1'di ne, piperidine,

@1 ne, piperazine or

group 20 being optionally

| ,,C3-C7-cycl oal kyl,

/ere or aryl group; R3 and

R4 represent, |ndependen' y\of each other, a hydrogen

atom or a Cl1-C6-al kyl | group; R5 represents a

Cl- C6-al kyl or aryl group; 25" Wrepresents a fused

irowhigh| i c group of formula: 1 2 A 3 4 WD 2006/072736
PCILF Q0008 Ilinked to the nitrogen atom via

"RemA 5 b 2o

'3 or 4; Arepresents a 5- to
X{-XE Xooted,, 1T By, Zﬁ?ﬁndi &s Wemlrﬂ@ﬁehdmt@nﬂ ekith biheg& hydrogen or

rBBYEE B ar SRR R G- ot g5 BB  aliee,

eélugrcxalms ChGsalkoky,00y-C3-flaciuikoRg € Byatoo T@)NRR,, nitro, NR;R,,

CeboToRld) SR orh. AR Cieealke SONR BorNRIGIRy NRSSOR,

onam groapytheGirylEeir) sptichaly substitudéd With @ngloP wibre substituents chosen
from a halogen and a C;-Ce-alkyl, C;-Cr-cycloalkyl, Cs-Cr-cycioalkyl-C;-Cs-alkylene,

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

Ri and R; represent, independently of each other, a hydrogen atom or a C;-Cg-alkyl,
Ca-Cr-cycloalkyl, Cs-Cr-cycloalkyl-C,-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-Cr-cycloalkyl-C1-Cs-
alkylene or aryl group;

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

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

W represents a fused bicyclic group of formula:

2
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the nitrogen aton(s) of A being optionally substituted
wth R6 when the nitrogen is adjacent to a carbon
atom substituted with an oxo group, or with R7 in the

WOIoeRH2e56 RO represents a hydrogen atom or gT/FR2006/0000
C1- C6- aI kyl,- C3-C, -cycl oal kyl, C3-C7-cycl oal kyl - é%% 0008

I!nRe@H‘t}ﬁle%ﬂR)geﬁ:%tcﬁ@wfaldé@ftl@ﬁ‘é lfyi Gyl - C1- C6-al kyl ene or

ary group represents a y rogen atomor a

tﬂepmseantﬂ@ﬁ- tccén@mlze;reqi beleraayclecamprisiog dloonphrs fo ibleed3eteroatoms
@bgyﬂ. ﬁ‘,&ﬁo@‘l Ejfl uoroal kyI aryl - C1- C6- al kyl ene,

cI oal kyl - C1- C3-
tgqa [@ﬂb@ﬁ @tcm{@ of nggppncp y sabbsitifutedopith one or more groups chosen from

acﬁxﬁzgéﬂ “dgg’rﬁ' éﬂﬁ‘ 3%88 -a\kgl ﬂsg{&baik@f yd: -l ey dalkyl-Co-Co-alkylene,
incdyqroaj mlkgnyHS( m—akylemrmwymo gaddpy| - S(0) 2-, 15

rf&?og%\‘n O%tﬁﬁ‘I(%?y{)fe %éb%ﬁ%)ad X%@E}Zrlﬁfs@&ed W?tl:ryfl( szheoﬁltrogen is
aﬁtaﬁ?ént tplﬁawrbcrrd%ipm substitatedithian @mm‘psp anﬁvrthlﬂa in the other cases;
FEL% Fe@&rYtE'a % >6r b&et.ne.- élﬁg}oi‘,% %gc%erl %7ela%aalkyl -C1-Ce-
o

n|t ogen at he't e
ﬁ”?yle@ﬁ; Gi-Zetiueroaikyl, avi- CnCs-lalkyreoemreryI prosig; or of

t
O R LS 4 <
aiky|%1ﬁaﬁa@h-ﬁldtpf@ yli nM—ﬁaCeﬁlhybnquaDs-atkyBC@)- Qg,Cﬂ-wctdatkyi Cy-Cs-
ana%C(?oﬁaS& @f-ﬂé}’éroélﬁ di %&” c?@él @qg) L o) Sryl C1-Ce-

formo or so
a{lqyyengc,caam rﬁ};n @aoaltylﬁ(ﬁﬂzi o081 Qs-ﬂutbraalatlt%ﬂ 2edCe-|¢7-t0MdDalkyI -S(0)e-,

ey Eoalli o oo SRke AT o dn P RER by S()x or ary

gRUWEANGr a Cl C6-al kyl, C1-C6-fluoroal kyl or
v@&cﬁﬁeﬁhg@mogroup in the formof base or of acid-

dition salt, 'and also in the formof hydrate or
theosujfyr atongs) of the{j@etp@ume Afposeiblyiiieing inoxiized rf@nm19 to

HREAOGH Homi Y IR HetorBoybie RRREAGH SolnGRH Bkl BV 1 ©

ose romindolin beRzof
indihg yermoefdrase fon pﬁ@md—g@dﬁm salbphe agsp in the form of hydrate or solvate.
di hydr obenzot hi ophenyl, benzoxazol yl,
di hydr obenzoxazol i nyl , |sobenzofuryl

d I
20DBHE T SHRAE ) Kero RS TR ottt s sl 100 o
1i @dé@f@f@tdﬁ bas®brf, acmi—aqdztm gdibmﬂzaisdmmthe Fortn of hydrate or solvate.
benzotriazol yl, quinolyl, dihydroquinolyl, 35
tetrahydrqu|nonI |squ|nonI dlhydr0|squ|nonI

3t Gomppyyntt ofi fowauld (1) B9¢0rdlb@t(26taa‘n|1rqu2, characterized in that X,, X, X, Xa.

Zg:%}’gﬁ 2 GRd %X rQs}f-:Int nk? %\'llut%f@él:h other aoll-q{dr?/qen or halogen atom

enzot hi'azi n "nyl
otlg cﬁaoajlwln@z@h-ﬂw‘oalkylelrrfbah@dalhqw gmzp,l |nrtyda form of base or of acid-

ILTER 68 o Bb B RIS bt 0

phthaIaZ|nyI dlhydrophthala2|nyl

i L SR Ty

Ist dlasahyﬁmtmbednﬂtm&b]t‘écindqhdylabepzafyiyl dihydrobenzofuryl, benzothiophenyl,

d'bi‘ﬁ’?@%%ﬁ“ﬁ%ﬁ%@@'% g% %l%enf}a&'%iy B: Eﬂlhygﬁ@enzoxazolinyl, isobenzofuryl,

dihmrobpeimheyizdnpb1|mida¢blyh|wumomdzsrgdazw ifdakbigl, benzothiazoly!,
|S§§%ﬂ%§ﬁ1é%%§/l grgilfﬂllgFr §P?‘-’f ﬁlﬁg%]yﬁ) 8enzot}|azoly qgilr'lgllf}f,o g\l/hydroquinolyl,

tetrahydroquinqul isoquinolyl, dihydroisoquinolyl, tetrahydroisoquinolyl, benzoxazinyl,

dihydrobenzoxazinyl, benzothiazinyl, dihydrobenzothiazinyl, cinnolinyl, quinazolinyl,
dihydroquinazolinyt, tetrahydroquinazolinyt, quinoxalinyl, dihydroquinoxalinyl,
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defined in the general fornmula (I) according to Claim
1; in the formof base or of acid-addition salt, and
also in the formof hydrate or solvate. 5. Conpound of

W ef7olrds according to O ai ms4, characteri zeghPr2006/000008
that Wis chosen from 10 isoquinolyl,

tgirﬂ'}ﬁgﬁdggﬁ?g rgfiZI . ﬁﬁl‘ia?{)%ﬂ;z! uuar@ r¥ﬂ:htﬁ£?ﬂ@xaz{e@éhydrophthalazmy!

tB@ﬂW@i@?ﬁE[@lazePiﬁﬂlaz ol tefr, ahfﬁ’nmnﬂ[tﬂmlrwl tetrahydrobenz[d]azepinyl,
tQﬁé}ﬁ/aFdHeﬁinaP}H 41dné%§5|ﬁ§|t riazolyl, qui n‘?‘%t}gh%/droﬁenzoée]y A]diazepinyl,

ui noxal i n roups he carbon aton(s
tngsrqhﬁb@[ﬁ}j 6]@Ka1ﬁﬁ=myl 9nds@b'ghyctrqurtzo[h][ﬂ m]mneemnyl IQOOUPS;

tﬁé % %ﬁgﬁﬂhng égﬁrg?sg%f dh rré}ﬁ ag%@fbv ?E)tlcﬁ{a}ﬁ{ g%ﬁstltuted as

dﬁflﬂ‘?d uath%tgameral fptmulall(lﬂ amﬁngtm@(am 1pf the said group
nWI*é%ﬁ‘ﬁ’ oPtPééeCHF%lf Lc\é(ld %H?l%h EHI %d‘@lstor]n ?ﬁ&g o {1{};{?@8 Qfsplyate.

trogen 1s adj on atom
an 0XO0 group, or W|th R7 in the ot her cases, R6 and

|
AR O HATRA S SHRLE BBl e orosn o
lmyrr@%ntdlmgir@quw ogletrabydsoquimold, Cher@oxatihy,| djhydrpbenzoxazinyl,

SBL| RETAT bAoA BRSS! Bfoiezon

bgozairiagpiyl tqumolsé,aqwnoanI gtosips;i n t he form of hydr ate or
tl?':'é)l:éﬁ@f)ﬁ (?;l(s o?‘fﬁes§alrﬂ %lﬂ% E\P%'él @goonfho@[xrp%gﬁtu gllth ogg or more
gEnps bpeen trem amoxm &h-@t ailQﬂrpo andl gafupg es defited iorthellgeneral formula

X4 CHZ n (1~ Z4 71 73 Z2 in which
(Iif%@g”%th A?éf”g)?l 72, zg (z4 75 and n areI as
theepitragen awm(hbofg@ﬁaaai grfouprVMItwlr(g thloaeﬂwsmbshtyt&d)m &Rswhen the
ni”tro?ﬁﬁ* @a&%Eéﬁ%SrH ?%rﬁorgalo% hé‘tﬂgﬁéd Wit 5 o}«? b f%th R; in the

ener al

oiher caw6/ By 2nd 87 BBIHQG'S/dEm@:OWtDQQGGQaI formuia (H)iacccn‘dmgltu Klaim 1 in

S efined in the general fornmula (1) according
r %\g?‘rﬁql at the reflux point of a solvent, the

waatl?nl?déemesenﬂegcadwpmged abdm gea & dlq-dikyl grdup, (V) bei ng
f
wﬂﬁ?@?@ﬁgsé’ﬂtiﬁ%%gﬁdr Eh%%oenﬁé S?Src%ualllgﬁ ?{ﬁ E%a@yl%%@r?gp,
inftbe fqrrnatpfézarsa gr af mmm sHit, &nd alsb in {heforarcofdrydiate ot solvate.
any one of Clainms 1 to 5,

6. Process for preparing a compound of formula (1) according to any one of Claims 1 to 5,
characterized in that a compound of general formula (IV)

(V)

Z; Z,
in which Xy, Xz, Xa, X4, Z1, Z, Zs, Zs, Zs and n are as defined in the general formula (1)
according to Claim 1 and B represents a C,-C,-alkoxy group,

is reacted with an amide of the compound of general formula (V)
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characterized in that a conmpound of general fornula

(I1V) X2/ \ g X3): 0 (IV) X4 Can Z47-- Zi 4 Z2 in

which X1, X2, X3, X4, Zz1, Z2, Z3, 7-4, Z5 and n are as

wef 200872738 he general formul asg(1) 10 accor digggER2006/000008
Gaiml and B represents a hydroxyl group, is

converted into the acid chlwlde HVvia the action of

thionyl chloride at the refl Npoint of a solvent,

and the conpound of general fdinula (1V) obtai ned in

4 3 Z4 as )
W s € B in e adeim Rmufa o) dcthraiEi RgSinn .t Breferiux point
of ,a solekrB the Endge of the d&n@mmdﬂgeﬂéraﬁfd?ﬁ‘hld )ty prepgred via the
resence e compoun

R S of o B G ory B eRmPainds of skl Toraa

defined in the general formula (1) according to Clalm

71 alfternat|ve a coapﬂagrﬂ reaction. i s perf

> EF ORGSR L PECHAIBE AFOBTPOYEH BF tormilar fhacaording e Aoy opa o Siaims 1105,
characteridd inthat 28omptundt gedétal féAmulddlv)4 and n are as
defined in the general, formula (1) accordlngto Cam
1 and B represents a ffydroxyl group, and the conpound
of general for . in whictgy Wis as defined in

t he general formula ord'ngto Caim1l, in the
presence of a coupl any a base, in a solvent.
25 8. Medi canent zedOn t hat conprises a
compound of formula ( . Ry to lﬁlb})one of
Clainms 1 to 5, or ap rcutlcally acceptable salt,
or a hydrate or a sol vat t he conpound of formula

(1). WO 2006/ 0727367; R20$6/ 000008 9.

Phar maceuti cal conpositi\y characterized in that it
conprises a conpound of Aornula (1) according to any
one of CI ains 1 to 5, &F a pBarmaceutically acceptable
salt, a hydrate or a solvate of this conmpound, and

inayBigh a%:. P(ea?éat Xorfa. Bhaksnde dstandan pre ag defineddn éhe general formuia (1)
an‘cﬁmﬁg eElaim q- anU@re%Fes?n% TRy Igrfcouéor mula (1)

according to an , for the
isrampafted i"BhtthaCEi‘ ehierideavia e datipn pf thianyt chigridsr attthe saflungpoint of a
saddiol ogies in which the TRPV1 receptors are

i nvol ved. 10
and the compound of general formula (IV) obtained, in which Xy, Xz, Xs, Xs, Z1, Z2, Za, Zs,

Zs and n are as defined in the general formula (1) according to Claim 1, and B represents
a chlorine atom, is then reacted, in the presence of a base, with the compound of general
formula (V) |

w. _H

N
H

in which W is as defined in the general formula (I) according to Claim 1,

or alternatively a coupling reaction is performed between a compound of general formula
(IV) in which X, X5, Xa, Xq, Z'1, Z>, Zs, Z4, Zs and n are as defined in the general formula
(1) according to Claim 1 and B represents a hydroxyl group,

and the compound of general formula (V), in which W is as defined in the general formula
(1) according to Claim 1, in the presence of a coupling agent and a base, in a solvent.

8. Medicament, characterized in that it comprises a compound of formula (I) according to
any one of Claims 1 to 5, or a pharmaceutically acceptable salt, or a hydrate or a solvate
of the compound of formula (1).



10

11. Use of a compound of formula (1) according to any
one of Clains 1 to 5, for the preparation of a
nmedi canment for preventing or treating pain and

vg@‘i izeg, urol ogi cal disofders, gynaecol %‘l‘il—aézooa/oooooa
i sorders, gastrointestinal disorders, respiratory

di sorders, psoriasis, pruritus, dermal, ocular or

mucous irritation, herpes and zona. 15
9. Pharmaceutical composition, characterized in that it comprises a compound of formula

(1) according to any one of Claims 1 to 5, or a pharmaceutically acceptable salt, a hydrate
or a sclvate of this compound, and also at least one pharmaceutically acceptable
excipient.

10. Use of a compound of formula (l) according to any one of Claims 1 to 5, for the
preparation of a medicament for preventing or treating pathologies in which the TRPV1
receptors are involved.

11. Use of a compound of formula (l) according to any one of Claims 1 to 5, for the
preparation of a medicament for preventing or treating pain and inflammation, urological
disorders, gynaecological disorders, gastrointestinal disorders, respiratory disorders,
psoriasis, pruritus, dermal, ocular or mucous irritation, herpes and zona.



