1 Use of indole derivatives as NURR-1 activators for the application

t hereof as a nedicanent for the treatnent of Parkinson's disease The
present invention relates to new i ndol e conpounds, preferably derivatives 5
of the indole benzoic type, as well as the nethod of preparation thereof
and use thereof as the active principle of nedicinal products, notably

i ntended for the treatnment and/or prevention of diseases involving the
NURR- 1 nucl ear receptors. Mre specifically, this invention relates to the
use of these conmpounds for the manufacture of a nedicinal product for the
treatment and/or prevention of 10neurodegenerative di seases and in
particul ar Parkinson's disease. Prior art Neur odegener ati ve di seases
are defined as diseases characterized by progressive dysfunction of the
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of the central or peripheral nervous system affec I ncl ude, anong
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Hunti ngton's di sease, Parkinson's disease, |ysosomal diseases, progressive
supranucl ear par ar - al..
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of the synpt y  making up for the dopam ne deficiency by adm nistering a
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NURR- 1/ RX147 ¢ genslapxissy ﬂﬂﬁapetgwgﬁaﬁwlawag é b@aﬁﬁwl dolgfin ﬁ'éamah%ri%eumnal
transcri pti ofliffarertReip@nse to a ligand of RXR RXR therefore nodul ates the
activation potential of transcription of NURR-1 positively. ldentification
of conpounds capabl e of inducing the activity of the NURR 251/ RXRa and
NURR- 1/ RXR7 conpl exes shoul d accordingly offer novel routes for treating
Par ki nson' s di sease. Het erocyclic active conpounds for the treatnent of
Par ki.nson's disease are known from docunment W2003/015780. Moreover,
docunment s W2004/ 072050, FR 2 903 105, FR 2 903 106 and FR 2 30 903 107
descri be conpounds that are activators of the NURR-1 receptor, whereas the
use of heterocyclic conpounds that nodul ate the activity of the receptors
of the NGFI-B famly (of which NURR-I is a nenber) is described in docunent
W)2005/ 047268. 3 Furt hernore, varlous i ndol e conpounds have been descri bed
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- docunent W)2005/ 056522 descri bes derivatives of indole that find
application as active principles of nedicinal products for treating certain
di seases of the cardi ovascular system 10Finally, fromthe docunents:
Journal of Organic Chemistry, vol. 54, No. 14, 1989, pages 3264-3269;
Journal of Organic Chem stry, American gem' cal Society, Easton.; vol.
57,23 Cctober 1992, pages 5891-5899; Joudrnal of Medicinal Chem stry, vol.
35, No. 26, 1992, pages 4854-4857; Journal of Chem cal Society, Perkin
Transactions 1, Chem cal Society, No. 12, 1 January 1991, pages 3165-3172;
Journal 15 of Organic Chem stry, Anerican Chem cal Society, Easton.; vol.
50, No. 26, 27 Decenber 1985, pages 5451-5457; EP | 086 950; Heterocycles,
El sevi er Science Publishers B.V. Amsterdam NL, vol. 34, No. 8, 27 April
1996, pages 1613Fheg2 devahgpmADR0RA (8280 Identifieationl dfowmupuodipet mds alblle éoknown:
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of one anot her, }Etdwajacbgetntnaat owmp(amkialfagém atavmentaol Barkinkordy dispaskaaréng 1 to
4 carbon at wn%&?ﬁ[ﬁéc%%tﬁfdﬁb@?u@ﬁs% al koxy 5group having 1 to 4 carbon

atons; R5 and Ro eac represent |nde0r%endentl of one_anot her, ge/drogen
atom a hal ogen Mareper.focumgays a0 hgR1Z 9 H)SQER%?‘Q3a]tO(§r?§'d EX Bydr oxyl
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NGFI-B family (of which NURR-I is a member) is described in document
W02005/047268.



R7 represents a -COOR group, a bioisosteric group of carboxylic acid or a
-CN group; R8 represents: an al kyl group having 1 to 6 carbon atons; 15- an
aryl, heteroaryl, cyclic or heterocyclic group, which group nay be
unsubstituted or substituted with one, two or three substituents which may
be identical or different, selected from hal ogen atons, al kyl groups having
1 to 6 carbon atons, optionally fully or3partially hal ogenated, or
optionally hydroxyl ated, al koxy groups having 1 to 6 carbon atons,
optionally fully or 20 partially hal ogenated, the phenoxy group, cyclic
groups having 3 to 6 carbon atons, aryl and heteroaryl groups, in
particul ar phenyl and pyrazolyl, unsubstituted or substituted with one or
two substituents, which may be identical or different, selected from

hal ogen at oms_andgglieyh, offL QUfsus A0 Gortio i nE¥ 2R RLEEd i g ik, and
acyl - mor phol i ne groups; 25 rep resent% %ydrogen atom a hal'ogen atom or
an al kyl gronUhaV|ng l1to4 carbon atons; R represents a hydrogen atom or

an al kyl group havidegirdentsowb aaawao% aﬁd)rmo 99Vm6v®alsamaas oBapslnds ahdt Vire
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prevention ognngggg gﬁ@ﬁ%ﬁilve di seases, in particular Parkinson's
di sease, as well har tlc sitiong containing them 5According
to a third aspect; ‘iQ‘FBmFWVéM 95952% e‘g espribesh derijativey oft g‘l“@@fs lmab n@"f
conpound of fap;ﬁl[wh@n &d Jctioe pﬁnaptefs off hrxdjaveat pEclacts ifeatrdaying ceegih dbkaesaf t s as
an active pr ik reparation of a nedicinal product intended for
t he treatnent #ﬂ%@wm&ﬂms@&m%whlch the NURR-1 receptor_is involved, notably

neur odegéfer at i veFieBeaftwn thesdegymgsts; fruszal of Qrearc 5&?%5%0\‘9155%%&1%
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1- Hydr oxy- 1CT?P&ﬁEPW@§y 1- (phenyl sul phonyl) - 1H i ndol- 2-yl J et hyl k 3-
[ dl HECar boxylff1c(paenydsulphonyl)-1H-indol-2-yl]carbonyl]- 3-pyridinecarboxylic acid;
;

| di %St hox%(gl;h @heg%'ép 9 gpqw’]l‘l)doi]-{fyi]car&lmy%] % plyﬁ:lﬂr\étlsc)ﬁ*boxyhc acid;

car
3- Chl or o~ 14([|i5hMﬁ§hIOsullﬂpwnsylpbpnylhéiﬁkln@oiya Yidesrtswnlit k-pyridine-
yr|d|ne carpg gai d, nethyl ester,;

Hydr oxy[ 5- (ﬁéce%grt]ylég ongﬁ{lg]ydglui 9Hcargony énrz]giglac% yl] methyl]-2-

ancarboxyll
[[5- (N@thylth{pﬁN&prhenyhaukmhmnmm}JHHh&ﬂdbiH@a&kWﬁe#mwhmma—furan car box
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aC| eth 5ﬁﬁ?
[ 3- BronD 1- i&h suthonyl) 1H i ndol- 2-yl ] car bonyl
3 pyri di ne- car kﬁ)ﬁdtoxdcll kp-methogy-1-(plampylsalplipayi)- ﬂ)ﬁdﬁ%)zﬂliﬁhﬁhé”n 2-y 1]
carbonyl kbenzg@idifdch®oxylic achgcording to a | ast aspect of the invention,
the present application ainms to cover a nethod of prevention and/or
treatnment of diseases in which the NURR-1 receptor is 10 involved, notably
neur odegener ati ve di seases, and nore particularly Parkinson's disease,
whi ch consists of adm nistering, to a patient in need thereof, a
therapeutically effective amount of a compound of fornmula (I) or of a
pharmaceutical conposition containing said conpound.



15Det ai | ed description "Al kyl group"” neans a saturated hydrocarbon
chain, which can be linear and having at |east 1 carbon atom or branched or
cyclic and having at |least 3 carbon atons (the latter being al so designated
by the expression "cycloal kyl"). For exanple and without limtation, an

al kyl group having from1 to 6 carbon agﬁns can be a 20 nethyl, ethyl,
propyl, butyl, pentyl, hexyl, 1-nethylethyl, 1-nethylpropyl, 2-

met hyl propyl, 1,1-dinethylethyl, 1-nethylbutyl, 1,1-dimethyl propyl,
1-net hyl pentyl, 1,1-dinethyl butyl, cyclopropyl, cyclobutyl, cyclopentyl,
cycl ohexyl or cycl opentyl nethyl group. "Hal ogen" neans a brom ne, fluorine
or chlorine atom 25"Partially or fully hal ogenated al kyl group” neans an
al kyl group as defined above in which one (or nore) atom(s) of hydrogen

i s(are) replaced-\NMbathaxyrdt(plgsglsatpbonyd)- 1 Miitdol{2ay] etjed] - dtpynidincAartaryidxanpl e
of said groupwwﬁﬁ may nmention the difluoronethyl or trifluoronethyl groups.
"Hydroxyl at ed al kyl group” neans an_al kyl group as defined above in which a
30 hydrogen atbol3iGhlgradr B@HI%W@“HWHOI%WI%QYWOHYU-3*335”12&1"!%@%9‘1)9&6%" means
an OR group i mcithiethyRedt&; an al kyl group as defined previously. As an

exanpl e of an u ving fro to r bon., at.ons 8 may
ment i on tf{]e hé?hﬁ’%‘?/"Yﬁ"ﬁB&E}m}iﬁ’)@%&%&?‘}%{]}P‘b‘S{vﬁ' l%ﬁf?gjf)ﬁ%ybtrﬂ%%)ﬁl 1-

di met hyl et hoxyfprahcareaxylit peidpasboyl est2r;net hyl propoxy or cycl opr opyl net hoxy
gr oups. - "Aryl i E I H_0i L1y 6. et :
hydr ocar bon grsglﬁg% UP\%@?#%Q r 0'1211I Gy{% gﬁﬁfgﬂggf cl)I?lddgttZOmIﬁéfﬁA)g] E%Q%Ogy%%

aryl group, wecia§thyksstefion 5the phenyl and naphthyl groups.

"Het er oaryl griolip-Bromen s(phenyisndyal)-¢ H-ibdayxcli@rishyl]s 3-pyddihe-cabogpicl C _
hydrocarﬁpn gr.Qup conprising at |east one heteroatomin one of the cycles/
sai d heteroatom bei ng sel ected from nitrogen, oxygen and sul phur (as well -
as their oxidi%ikt-(Frenmsuiphenyleldmplen-2nvifoartpayl] dehgomiixlede or sul phone). 10A
heteroaryl OgmOURh&BAoERherX 85TREmPSuAs ARMEN Alcl Gs §n@HéRis Mf¥in@iams0r 6 ring
menbers, a bicyclic group having to 11 ring nenbers or a tricyclic group
having 10 to 16 ring nenbers, said group containing 1 to 3 heteroatons,
pref erably 1ObjecRoftht ém@ations, sel ected from nitrogen, oxygen and sul phur.
As an ex | e of i r . ' | pg. nRbers
15 (ol so pongt od EREKA A ABLE RPhE e R L RURIRLILN 12c Bhodill BHARTE 0,
t he pyrrol yl fromyinddle| which jasg MARIRXBgaa06) VHRR%@»?a%ﬁbﬂgqn}st% r4apatde ot

fur agyl : tlhi i@mbh;ng_tdgéj aégl@hbfhtioﬂ &qtenf@g@bséltrqutim)aﬂk{i@a@b Miseas@yAdsﬂL@ykhereof e of
pyridazinyl, pyrim.din razin riazinyl groups. an exanple o
b Eyel e HEp O PR R ton the. 20 bonzot hi avol yI.
benzoxazol yl , benthexempemde of fsemuzlexadi azol yl, 1, 3-benzodi oxol yl,

benzof ury) , benzopyrazinyl, benzothienyl, indolyl, indazolyl,
benzi m dazol yl, benzopyranyl, pyrrolopyridynyl, gquropyridinyl,

i soqui nolinyl, quinolinyl and im dazot hi gr oups. "Cyclic
group” means a saturated or partially unsa
25containing 1 to 3 rings havgng from 3R%o

a¥bon atons per ring. As

cycl obutyl, cyclopentyl, cyclo oheptyl, cycl obutenyl,

cycl opentenyl and cycl ohexenyl BS., R6  As an exanple of a bicyclic
group, we may nention the 1, 2z3; 30Tigk5dﬁydronaphthalene group.

"Het erocyclic group” neans a cyclic gr as defined previously, of which
one (or nore) carbon aton(s) (optiongdly @ssociated with one or nore
hydrogen atons) 9 is(are) replaced with one (or nore) heteroaton(s)

not ably sel ected from oxygen and nitrogen. As an exanple of a

het erocyclic group, we nmay nention the @pnocyclic groups such as the
tetrahydrofuryl,. piperidinyl, pyrrolidinyl, tetrahydropyranyl, norpholinyl,

5t hi anor holwny groups, or the bicyclic groups such as the

di hydr ocii naSwreprapents a phenyl group or a heteroaromatic group having 5 or 6 ring members;
di hydr obenzof ppyd R@@&cﬁs%ﬁ%fe’%’t,gﬁd}}sgﬁdﬁﬁgﬁ 69&5&&%’0&1‘&,%@%@? 3RhD a9 gen
I.O- an

gl_ gigt g?i?é?ﬁ%:{ €_¥ltr’o grghg,banyalk)’fl gr01|1p ﬁ/aving ll’t(ff 4bc%{rLZ<)(r)1Xa%)zrhst %ptiona ly fully or

1, 4- benzoxazi nyl , di hydr obenzodi oxi nyl , not abl y2, 3- di hydr obenzodi oxi nyl ,

di hydr obenzopyrannyl , 1, 2, 3, 4-t et rahydr oqui nol inyl, 2, 3-di hydroi ndol yl ,
10di hydr obenzodi oxepi nyl, notably 3, 4-di hydro-2H 1, 5- benzodi oxepi nyl

gr oups. "Bi oi sosteric group of carboxylic acid" means a group

di spl ayi ng chem cal and physical simlarities and produci ng bi ol ogi cal
properties broadly simlar to a carboxylic group as described in Lipinski,
Annual Reports in Medicinal Chem stry, 1986, 21, p. 283 "Bioisosterismln
Drug Design"; Graham Theochem 1995, 343, pp. 15 105-109 "Theoreti cal

— ~ " - 4 ~ 2



The conpounds of fornmula (I) in which the substituents R5 and R6 are
different 25 possess a centre of asymmetry. For these conpounds, the

i nvention covers both the racem ¢ conpound and each of the optical isomers
consi dered separately. The conpounds of forrmula (I) in which R7
represents a COOH group are carboxylic acids which can be used in the form
of free acids or in the formof salts, sfaid salts being obtained by
conbining the acid with a non-toxic mneral or organic 30 base, preferably
pharmaceutically acceptable. Anmong the mneral bases, it is possible for
exanple to use the hydroxides of sodium of potassium of nagnesium or of
cal cium Anong the organic bases, it is possible for exanple to use am nes,
amno 10 al cohols, basic am no acids such as |ysine or arginine or
conpounds bear.i-n tern i J i o]

bet ai ne or cﬁ%“?%@?ﬂgggmﬁﬁ?gﬁ%&?&?gﬁéﬁﬁh%ﬁﬂggt835%%§“5%§3&ﬁ%#§é?%9?ﬁé

i nventi on cograppayids 4te o6 aonmp grovpi-BCHRI-OR 5N, NePRe8elRs a group of
formula in yhimhRAERRPESER hdSphatMBofane Ahémaos Ubdbbéied, Milbga
hydr ogen at om or azg%ﬁrogfn at.om or,a hete oaroq&tl%ﬁgroug haV|qg 5 ring
nmenbers and AL 7Y BPUR BV Rt dPoLEYRED APFSRE YGEP*D SEONRPT A3 E%E Nt |

i ndependefit | yroop hevieg dniot kanbpn atomsdr ogen at om a hal ogen atom an al ky
group havi ng i iall
haIogenated,Réﬁggﬁég%aqgggﬁg%gggfﬁﬂe%hﬁgﬁzhgg&ﬂ%ﬁygﬁgﬁgg&ghﬁgi%?gg %ﬁic
group havi nga@m, gn glkyt grrEp Bevieg bF%ﬁﬁaf@ﬂ:@Pmsa a hydroxyligiR4Peach represent,

i ndependent | yr @5 sHaeR & Todnh e getRery ik Qe BarBb® Alond th alhixhethest 284 attached) aal Ky

Raving 1t o sed St Rl To, ¢ el BL s, BcBufle R ERKLPP D, e

anot her, 1& hyatbogd grawpdlrOx hal ogen atom an al kyl group having 1 to 4
carbon at onms g7a. IR ¥ | CAHOR Broup, a bidlsokeri@BEbuBGf Qi#BxyWt bbidt &iea canpon
atomto which they are attached, an ethyl ene or 20 carbonyl group; R7
represents a®f%®POR group, a bioisosteric group of carboxylic acid or a -CN
group; R8 repBasgadents: an al kyl group having 1 to 6 carbon atons, 25- an
aryl, heteroaryl i j up, which group may be
unsubstituted ora%%%%l?%ﬁfgﬁnﬁéFh9§%%#b%ﬁ%ﬁ§?.three substituents which may
be identit&al or- @nfaghehgteroanyl.ceydig pF drigrenysbie rErafbnivhich| BEPHP gBYIPE havi ng
1 to 6 carbon at @aRubs@RicdUrabibithted WthQnePard biadhkee substigamnaiviidh iy be

optionally hydroxyl at ed koxy gr havi n tQ arbon .at ons,
optionally fu||y‘%?g§§659?#%?%y“%§%@5§ﬁ%3%@?g%%8“%h§%@£¥°%¥$ﬁﬁ@g§¢€ﬁic
groups havi ng 3 tabén caoien eptionslly dplly andparétlr dalogenajedups, ofitignally
particul ar phenyl,,aad ienaZIRbW sroupd haW1gERSh! 4 BirBsh GonsUBSddnbly ?QQWnt h one
or two substltuenysd whi ch may Be i1dentical or Plfferent“ sel ected from
hal ogen aPoms and@dirlly halgeests. hegoxy gQus: Q51 SFPURE fAwng H@‘%ﬁ?ﬁ?‘and
acyl - nor phol i ne gtomspsdryl and RBeter@prydsgmotss, ainhydrtioglan phicoph aad hgyramgpdyl, at om

or an al kyl grou I: 1 . r.hgn QEQN,R nt.s.: rogen
atom or an a|ky|3“5%%%“??;%igwé%?“%féﬁ@h8@§ avfha&ﬁﬁﬁg§§’g§¥ o%%gtgﬂs.
A preferred fani lidengeal obdifradselesied fombalogeniatmg andeabeyl grpups hedpst 12 ut ed
of the af orement i4QaaRn GRIRO RGN, dn@kblAobholine gdipsh: 10R8 represents:

i th one28r MoRRER: FUbAreRA e hayoae pianef BT iy BRARE' T oot ea

f rom hal ogencabomstomal kyl groups having 1 to 6 carbon atonms, optionally

fully or par ?ééé}e%?ﬁoﬁ)qgﬁ%h%ﬂ)m af arpﬁk%rlﬁ%/}@llidulﬁvmgdlr @Yo KOXy groups

15 having | ! ms, .optiona y or partially hal ogenated,

t he phenoxy group) thepbpimacguticaHy asesplaRls slts @%‘WH“‘S&‘%@%‘?{“% ¢} "and

het eroaryl groups, in particular phenyl and pyrazolyl, unsubstituted or
substituted with one or two substituents, which may be identical or
different, selected from hal ogen atons and al kyl groups having 1 to 4
carbon atons, the SCHF2 and acyl - nor phol i ne groups; 20 - a naphthyl group;
a thienyl group, unsubstituted or substituted with a phenyl group; a
pyridi nyl group unsubstituted or substituted with a substituent sel ected
from al koxy groups having 1 to 4 carbon atons, the group phenoxy,

het erocyclic groups having 6 ring nmenbers, in particular the norpholinyl
group; a benzofuranyl group; a di hydrobenzoxazi none group substituted with
a nmet hyl group; 25- a tetrahydronaphthyl group, unsubstituted or
substituted with one to four al kyl groups having 1 to 4 carbon atons, a

di hydr obenzodi oxi nyl group unsubstituted or substituted with an al kyl group
having 1 to 4 carbon atons, a di hydrobenzodi oxazi nyl group unsubstituted or
substituted with an al kyl group having | to 4 carbon atons, a

di hydr obenzodi oxepi nyl group, a piperidinyl group, a di hydrobenzofuranyl



12 Anong t he conpounds of the invention, the conmpounds of formula | are
nore particularly preferred in which at |east one of the foll ow ng
conditions is fulfilled: Cy represents a phenyl, pyridyl, furanyl, thienyl,
pyrrolyl or thiazolyl nucleus; R represents a hydrogen atom chlorine
atom brom ne atom a group - CF3 OCH3, - 50CF3, -C(CH3)3 or pyrrolidinyl;
R2 represents a hydrogen atom R3 repres@nts t he hydrogen atom chlorine
atom fluorine atom a hydroxyl group, a nmethyl group or a methoxy group;
R4 represents a hydrogen atomor fluorine atom 10 R5 and R6 each
represent, independently of one another, a hydrogen atom a nethyl or

hydr oxy group or form together wth the carbon atomto which they are
attached, an ethylene or carbonyl group; R8 represents a phenyl group
substituted wt hAét:oE‘BthobI aaohe hspddiy thegin®erpionagithtes to tHeQafoRpicationids a
hydr ogen ato th g refera dr ogen
atom %m&f gé‘g‘éﬂ ﬂgeu%%qmrgﬁ euﬂceﬂ@ v‘%a“ﬁlte i %lﬁ&gn%g o il ogr% gl%%tf l}Gj?%rml a l
are furt her pfeéﬁ“étqﬂéﬂ Hﬁwomeaﬁahwlmpmmﬁm@ﬂﬁfé’gémsgﬂadbﬂﬁﬁsaﬁsv@kasc gr oup

of carboxyl i ghagiacbudisl caﬁll’pgmﬁa{stdoﬁﬁlr@ﬂé Hethe optionally substituted
i soxazol ope, oxa | one, t| onal | y subst.itut ed al k%e and_a
Rt e o

sul phonyl tar ba BEIbS 2 Q\sﬂsb‘?ﬁ# & dinfign Selates fo f)ﬁtnéé‘“ W may
mention: 4-[ pdriipBmg bf detriwd @) by byepbieityyparmaceutically acceptable salts as an active

[S TLFgO (m]/_ 1]1 3 l(ntlcrx{hlg 4o Ekﬁ;ﬁgg%ﬁonl : h lr}g%]cﬂ%fl %J_EF Hn’ﬂé’ﬁd} efgtz Hie tl‘%{l}’lg cif

i ndol-2- yl] ﬁyégqq?q |11béﬂgeh dhea N Q55'4ngcg1[ 3& nvolved, notabiy neurodegenerative
- di met hyl et hyisg436s Biydhl =8 tith pﬁlﬂ&)‘lér]?a'f’klﬁiydnfsfdtslé@é’eonm hyl') - 1Hi ndol - 2-

e et e, g s 0 ot
uor onet hy 1- 1sbmpriods Zierlyetd] rfmtlhyﬁiple?mﬂﬂlmhom NURFel/BXRad dnd NURRSHRKRy[
[3-(1,1 -di ”h%ﬁk}@n c%dﬁyg o ﬂhlb@t‘iﬁ@t% F%%%h]of n%gltoﬁb observed iy Paﬂklﬁofs

fl uor onet hyl uran-2-car y IC

[3-(1, 1 -d fliggaseyyhl é}wylsylegﬁ ifrmt §ﬁ‘PfﬁP|‘&}W§1§Pf forgplag( F)L?érdsﬁﬁdﬁrwwwmdol 2-

I t hyl kt hi mhﬁmhaf(ﬂm“b dd:d

S5 1 e 1 o, O O APl ARG o
yI]msthy?thloE! - 2- gr@% g fearbony Fametarboxylic acl
4-T[1-[[4-(1=ri& [W@hw §-(n:kﬁéﬂ§uip@nyﬁhldirympl-z-yﬂ]parbomd} Swetitipd~ 1H- i ndol- 2-
yl ] met hyl i -t hi QpePE: Zigar boxylic acid,

55-[[ 14[ 4- et 4dh H b 4 ' - | ph 11-5-

o LA et b Y G ALBEE Lo A Az B oy L
4-[[1-[(4-net rD;nbeSyMezhld]ydro 2H benzo[ 1, 41oxazi n- 6-y1) - sul phonyli -5-

5 11 h“ﬁ{%@ﬁé{‘y“l [*Z""léﬁﬂfgﬁfpﬁ AL ?Eﬂkﬁfmﬂi oA o
10tri fl uor orret lwnmaémow ¥ 1 e oy ﬁyirfbwryéwpﬁbexww

S4[ 1-4[ 4- et hwlf[&Metmﬂyypl ajrﬂsmmtmﬁi)hm]rﬂ&aychﬁwrﬂgl} SuiypiagiRy 1] - 5-
trlfluoronethyl 1 hyl kf ur an- 3- car boxyl 1 c aC|d 44[ 14[ 3-0

.. Nndo yl 1 met ;
, 1- di et hyI et h %lﬁc yc,]sul phonyl] -5-trifluoromethyl-1Hi ndol - 2- yl | hydr oxy
- met hy 1} - 1- neti 1 -(Einplpnipbony?)- iH-indol- Bept jehibongd-benzple, abiddi net hyl - et hyl )

ester, . )

152-[[ 1- %5[ 31 ﬁé\f iy Ry sul b - Indot ey earpony Tk dmiding i ¢1 wor o- et
hyl - 14 i ndol - KYRretci | Kt h| azoI e-4-carboxylic acid, et hyI ester,

2-[ ][ I1 [ [ﬁ loi(l"'dimﬂ?’dmkﬁﬂWmeﬂwl*.?“ywhfs"aw*’mhﬁ@ A5 ingblA- ynetaypt iyl - 1H-i ndol -

- yflnet t ylic aci et hyl ester,

4-[[ 1- [[3 (1 ?ygﬁ'% X&?ﬂ?/??’phenyl ] sul phonyl ] - 5- (trlfl uoro)-6-fluoro-1Hin
dol - 2- 20yl ﬁé’(‘HyﬂﬁMé 2x-¢-(plsinyllsulpberhy)- 1 iedndei-2-yllethyl]- 3-pyridine-carboxylic

4-[[ 1- R33q 1- mefchyy! et hyI ) phenyl j sul phonyl ]-5-(trifluoronethyl)-1Hindol - 2-

yl ] met hyl ] benzoj

4-T[1-[[3- (1 2 e @fmﬂ&’h‘?ﬂyjsﬂﬂﬁwfi -AHripddiycathanyliod-gysding-reprxidiconet hyl )
- 1Hi ndol - 2- yI ]amlt mgthivbesezpi ¢ aci d, net hyl ester,

254-[[1-[[3 1- di net hyl et hyl )phenyl ] sul phony11- 3-fluoro-5-(trifluoronethyl
)-1H incl oI 2 yl i met hyl kbenzoi ¢ aci d,

4-[[[ 143, 3-di net hyl- 2, 3-di hydr o- benzofuran 5-sul phonyl11-5-(chl oro)-1H i ndol
-2- yl]met hyl Menzoi ¢ acid, nethyl ester,



4-1[[ 143, 3-di net hy1- 2, 3-di hydr o- benzof ur an- 5- sul phony1] - 5- (chl oro) - 1Hi ndol
-2- 30yt hnet hyl Thenzoi ¢ aci d,

4-1[1-[[3-(1, 1-di net hyl et hypphenyl ] sul phonyl ] -3-nmet hyl -5-(trifl uoronethyl)-
1H ndol - 2-yl ] et hyl kbenzoic acid, 14 5-[[1- [ [3-(1,1-dinmethylethyl)-ph en
yl ]sul phonyl]-5-trifluoromethyl-1H indol-2-yl] nethyl kth

i ophene- 2-carboxyl ic acid, nethyl ester7y

3-[[1-[[3-(1, 1-di net hyl et hyl ) - phenyl ] sul phonyl ]-5-trifl uoronet hyl
-1H i ndol-2- yl]nethyl]-4-fluoro-benzoic acid, 53-] [1- [ [3-(1,1 -d inethy
| et hyl ) - ph enyl ] sul phon y11-5-trifluoronethyl-111-indol - 2-

yl ] met hyl] - 5-fl uoro-benzoic acid, 34[14[3-(1,1-d imethyl ethy 1)-phenyl]
sul phonyl] -5 -trifluoronethyl-1H indol-2- yl]nmethyl]-5-fluoro-benzoic

aci d, 3- = - - di | R i
]sulphonyll-%[ 1$£ﬁﬂ%ﬁg%%?%ygﬁ§ﬂgﬁw%%9¥E%h%ggfr%%?%§iﬁﬂ%?ﬁ%VHg&y-benzoic
acid, [ 14[ 3fugancarbeaxytistanig etbylapierphenyl | sul phonyl1] -5

-trifluoronethy. AR %) A~ Archbor ey Bmbdhynroflbeneebdkyaei d,
34[14[3-(1,1-d?ﬁ5gggtg?ﬁypﬁ¥%ﬁg%£$?gﬁ%%?§nyﬁ]-S-FSTfIggronethyl-lﬁ-indol-2-
yIirrethyI]-S-p%‘rTcﬁﬁf e%4rboxylic acid, 154-[[1 -[[3-(1,1 -dimeth vyl

et hyl ) - phgnyl ] 4-§GHRromoylL{phbatisulpiangaibindgli2-YHearhdoll} 3-pyridine-carboxylic

ylinethyl]-2-chlaro-benzoic acid, [1-[[3-(1,1-d imethyl ethyl)-ph
enyl ] sul phonyl]-3-trifl uoronet hé_: 1H i ndol - 2- %I ] met.hyl ] -6-fl uoro-benzo ic
aci d, 34[ 14[ 4- il Hhernylsplnhonylint B-ipfemguHerhonyllbbenzemtrBey| | - sul phony11- 5-

20t ri f 1 uor or net hydcoldink AP®lhstZasyddt Gethl¥hjenfiod, lihtoproseefplicationiis to cover
ot AT RO AT deBbin AP 8 Sy i ! HE RSB Phbdepibftid nele! -2
4-1- 3- (0, limiohvethybieblyy hyyshésgyhidratinepHiseastd. - S1d( more Ipaticotaly hParkingew's ndol - 2
Ht etr azol - 5-y sée%@,%yit:h comidd 6 ahﬁﬁ-ﬁi&t[er%g', tda iLatient in need thereof, a therapeutically

- di et hyl et hyg} henyl | su[eghon 1] - S-Q(ftetrl fl u?{ onet hyl}??-a_:él-l- |.€agol- 2- ..

yl ] met hyl i be§S§4tve ABtaEh %F%‘%E&Iﬁﬁi o (DHE PP REBEGHIEACPPPRLUDt abl e
sal ts of thesentsiaigauiddsmpound. The conpounds of fornula | according to
the invention in which R5 and R6 represent a hydrogen atom can be prepared

according to a first nmethod consisting of: 30a) reacting the conpound of
formula 1§ DetdilediepariptioR]l and R2 each represent, independently of one

fa].no't her ,1 a hzdr Ogﬁl'llylagf@m)" thehdd @gﬁﬂll‘aflﬂt}@m'(foarﬁﬁhtdh@ingmlﬂtfh, caﬁfblealﬁﬂ@ﬁf axg{j oup
aving 1 to 4 car t oS, OpLiona u or,. partial nated, an
al koxy gr oup "RY0E rzilg?efgtt ﬁ cztben AR oétb(S%%C, eioé%ﬁhﬁ qndsfay@ggtg%ﬁsg?jegar on

het erocycl i c agnouthehlatrriging e éesignoivd by-thiHexpressidr, "cprlogicyldp Fesexampla '
hydrogen at oy, @k 'a}xlaiillﬁ}féticg{, QHRIRAVUBSD avlifl frofP RO SlrBdTPatofRl dafeeSENtS a

RS L G ML LT R e
al kyl group hatiygopyll 0,1@ligathPethytlemsthytbotydr iy1-dometindpepplad yohetlylpenoyi,
1,1-dimethylbutyl,  cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl or
cyclopentylmethyl group.
"Halogen" means a bromine, fluorine or chiorine atom.

25 "Partially or fully halogenated alkyl group" means an alkyl group as defined
above in which one (or more) atom(s) of hydrogen is(are) replaced with a halogen
atom or with halogen atoms. As an example of said group, we may mention the
difluoromethyl or trifluoromethyl groups.

"Hydroxylated alkyl group" means an alkyl group as defined above in which a

30  hydrogen atom is replaced by a hydroxyl group.

"Alkoxy group" means an OR group in which R is an alkyl group as defined
previously. As an example of an alkoxy group having from 1 to 4 carbon atoms, we



substituted or unsubstituted, a cyclic or heterocyclic group, substituted
or unsubstituted; in the presence of a solvent, for exanple
tetrahydrofuran, and of a base, for exanple sodium hydride, at room
tenperature, for about 2 to 24 hours, to obtain the 20 conpound of formula
IV: RO RL R2 16 b) reacting the conpound of fornmula IV with a borate
of fornmula B(0Alk)3 in which Ak represe%ts an al kyl group having 1 to 4
carbon atons, such as in particular B(0i P03, in the presence of a base,
such as in particular butyl-lithium (BuLi) or lithiumdiisopropyl am de
(LDA), and of a solvent such as tetrahydrofuran or ether, at 5a tenperature
from about -100C to roomtenperature, preferably at -78C, for a tinme from
about 1 to 24 hours, preferably 18 hours, to obtain the conpound of fornula
V. RO 1 QA knaB\ ndAbk e \nkBifody, oy whopeky, RbutoR?, 1RSiethiRRtidRe, Al k retain

t he sane neapj in,th rfin ounds: ¢ eact ing, the conpound V
t hus obt ai negi"vpﬁg]fyﬁago% rlr'ﬁ%%fr]\)g%%i) B)fyogﬁ'\%ﬂa WOP%W"\f%y)Cfofg‘)ply e RPSand R4
each represent, 'i/iukgevermeaps of monecystiotdiebicydicharametie hydiocarbom ghalpogen
atom an al kydvigg fem OaViZGrtont Rorfls. & DO af mmnaar)mg%l.gfﬁtje rga(%égntio%n

al koxy grpup haying | .to ar bon at ons; 7 represent group in
which Rr prggé%F §“%9ﬂ#ﬁ@éﬁ“§?6n1or an al kyl group having 1 to 4 carbon
atons, a bi oi sostHatdrcargr @ipupdf neandax ythocacicd, bioyclia oENridGclr @ugmatind Cy
represents a g ter i hayi 5 0or.6 ring
hﬁ&é@%\%on %@EB 6:?>Fn£?i614ﬂgea?slgagﬁgggthe&r foRd'Bn QY | P Ghe c%ﬁ;ies said

menbers; int resen a | as sodi um carbponat’e; a sol vent
such as in phetefoaigmg being gselpsicdy fromt piiogomt @ygor aod realpbhy as sicllndsctheire, and

of a source efidipad Fies U0l StaetblEN-dxide) Afphdxidedt sulphone).
tetrakis 6riphen %@go% i?e al“?dgﬂﬁéle gbta%g Qe [of0) o%pd 8f Z?fornula :
la 17 R7 fﬂg’jg‘? T TOh SXGRIPIC B a MEPROCKIC gRauip hgyingy) op f §ing,
retain the semmbemambivyslicagroip havieg Jttarltling memjxasods triGd)ic igfoupamengar y,
hydrolysing §fig ¢6H8E nldibeld, 9td Yrodp GnbRERLYNY 3Oﬁetér8£t8?ﬁk,apré1}eﬁ)oiy 1 or2
heteroatoms, selected from nitrogen, oxygen and sulphur.
As an example of a monocyclic heteroaryl group having 5 or 6 ring members
15 (also denoted by the expression "heteroaromatic group"), we may mention the
pyrrolyl, pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, triazolyl, furanyl, thienyl,
thiazolyl, isothiazolyl, thiadiazolyl, pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl and
triazinyl groups.

As an example of a bicyclic heteroaryl group, we may mention the

20 benzothiazolyl, benzoxazolyl, benzoxazinone, benzoxadiazolyl, 1,3-benzodioxolyl,
benzofuryl, benzopyrazinyl, benzothienyl, indolyl, indazolyl, benzimidazolyl,
benzopyranyl, pyrrolopyridynyl, furopyridinyl, isoquinolinyl, quinolinyl and
imidazothiazoly! groups.

"Cyclic group” means a saturated or partially unsaturated hydrocarbon group

25  containing | to 3 rings having from 3 to § carbon atoms per ring.

As an example of a monocyclic group, we may mention the cyclopropyl,
cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, cyclobutenyl, cyclopentenyl and
cyclohexenyl groups.

As an example of a bicyclic group, we may mention the 1,2,3,4-

30  tetrahydronaphthalene group.

"Heterocyclic group" means a cyclic group as defined previously, of which one

{or more) carbon atom(s) (optionally associated with one or more hydrogen atoms)

=



for exanple by the action of a mneral base such as lithia according to
procedures well known by a person skilled in the art, to obtain, after acid
treatment, the conpound of fornula Ib inits free acid form R4 O 10( 1 b)
The conpounds of fornmula | according to the invention in which RO is a
hydrogen atom can al so be prepared according to a second net hod consi sting
of : a) reacting the conpound of fornmulall: 15 Rl R2 18 in which R and
R2 each represent, independently of one another, a hydrogen atom a hal ogen
atom a nitro group, an alkyl group having 1 to 4 carbon atons, optionally
fully or partially hal ogenated, an al koxy group having 1 to 4 carbon atons,
a group -SCH3, -0CF3, a heterocyclic group having 4 to 6 atons, -NH2, -NHR
or -NR2; 5 LG represents an iodine atom a brom ne atom a tosylate group

a1 Tnear or BEARERC Y AT Bl Dl SR PR S N R R

conpound of Rigiegen-a 111 as defined previously, in a solvent such as
for exanpl e pyriAld ffexatpld m&&mﬁargw% #0nay rhéntien e BoicRyd& @bugtour s,
- Rl

to obtain the compound .of formula VI LG 05S;=0 1 R8 (VLI in
whi oh 1 rosuch® Brdere el Aatn e REUR AT R e e e by
conpounds§  bjhianeerphdling! tgheips.onpon dicyElid @ronps ssuvh las thie tdihproquieasglinghe
derivative Oaih%(?tjogéﬂ%hﬁ‘yil X: nd?%bi%'xb,}dih)'d?oﬁ@ﬂkcﬁf}r anthyRbreRmhigRr esent ,

i ndependent |y one anof her, ydrogen atom a 20 hal.ogen ato n al kyl
group havi nggli')’@@b@zeéﬁzﬂﬁ’ﬁ netehiy ,3=‘ﬁd1%§/‘g‘r"b3e§/1%e‘b?r°6%‘?yiaﬂ’?dag R¥X A‘g‘ﬂ%’@go‘havi ng
1 to 4 car bomn4aiearoxazingl, r e gihgdbtiszodiodindt,0gadtablyom 2, axlilgidkobengrdiayingthavi ng 1
to 4 carbon ops; R7 represents - i 0i S0st an of
.carboxylic a@%&*gP“g”P%ﬁﬁaﬁoup, %23ﬁﬁkcﬁ ﬂﬁ@ﬂg@%@éﬁts aqﬁégﬁgggﬁﬁgﬁ%n1or an
al kyl grbup Hiyinebenzodioxepinsds nssablpB4tdihxdro2Ak! .5 bongioxepinEs@ans- a phenyl
group or a het er@ahiQead:cCorBiiPbicalisklyg afid Oednd 4 HGupARBRY Mg chémidaFaridr esence
of cuprous i odide Of.a.catggfst asSed oigfgilad|%§1s§ph ﬁf for e§anple
bi s(t ri phenyPbREEhRTRLIHSS| PRRIG: PRlogicah Praperiss SFYdl SBlRe 'S feh as
di et hyl am necarboxtyticegrdup @ndeseribeidnindipiobkie Annfad Repsasil ®edicimat Rhehisirpan de,
under refl ux b AR sk Aul TP SDediOh O Blrdiah, RS HORP PR3, phor mul a
| c: [ ni?/%’)g%’?tg?% %,O?%%, =28 R5,.gSR% léhRS and Cy ret gﬂ:, t hé séﬁ%
meani ngslas 195402 "Thearnsali Rgdiesnpopias:To Drug  Design:, abownitig Elegironis
reduci ng t hepesnmoeisadioBiofsotteaeka |1 ¢ thus obtained or elimnating the
hydr oxyl group of said c und.by. t.reat ne i . ] .
triethylsilane, T &t ﬁﬁfnpgnﬁg?gfoels%}mﬁgéuﬁ ﬁ%awoa‘glﬁ?aéem’é&%R%Xq%e;ﬁtlpgﬁ%
catal ytic amoptnally subsiifutedocpliyénrive.aptignally sibginted aeylkydsaringscarboxylate,
di chl or onet hgigonafy BQRMIkEMRYIaAM @rylf Qllpidnylcarbamoyl, optionally substituted
20  sulphonamide, oxadiazolone, optionally substituted phosphonate, optionally
substituted isothiazole, optionally substituted isoxazole, optionally substituted
isoxazolone tetrazole, optionally substituted thiazolidine-dione, optionally substituted
thioxothiazolidinone groups.
The compounds of formuia (I) in which the substituents R5 and R6 are different
25  possess a centre of asymmetry. For these compounds, the invention covers both the
racemic compound and each of the optical isomers considered separately.
The compounds of formula (I) in which R7 represents a COOH group are
carboxylic acids which can be used in the form of free acids or in the form of salts,
said salts being obtained by combining the acid with a non-toxic mineral or organic
30  base, preferably pharmaceutically acceptable. Among the mineral bases, it is possible
for example to use the hydroxides of sodium, of potassium, of magnesium or of

calcium. Among the organic bases, it is possible for example to use amines, amino



15 time froma few mnutes to 24 hours, or according to other nethods of
reduction well known by a person skilled in the art such as treatnent with
zinc in an acid nedium after chlorination; or oxidizing the conmpound of
formula Ic by treatnent with pyridiniumdichromate in dichloronethane at
roomtenperature for a tine from1l hour to 24 hours; or substituting the
hydr oxyl group with a fluorine atom by tPeat rent 20wi th

di et hyl am nosul phide trifluoride (DAST) in dichloronmethane, to obtain the
compound of formula If 20 in which: R, R2, R3, R4, R7, R8 and Cy retain
the sane neaning as in the starting conmpound; R5 and R6 each represent,

i ndependently of one another, a hydrogen atom a hal ogen 5 atom an al kyl
group haying 1 to 4 carbon atons, a hydroxyl group; or R5 and R6 form

t oget her wi t hlcotivds, damsigoamimb canidsoswhi gshlysime yoraargindret aclaeﬂpomdsmhn‘ag lay |

0r oup hayi Nqdlufer JEAINAN AfIBn o2 o€ FANEKENEI IR o CrGHR) of a carbonyl

group (C=0): necessary, hydrolysing t ester unctl on of the
conpound of f or myifiEstfamily of peppaMRdsrptcerding torilie Hveniinmm errespaRidny Brmplase such
as lithia accarwhiclg to procedures well known by a person skilled in the
art, to o tail;n e@ftgtg aC|d treatrrent t he conpound of fornula Id inits
free aci o} Fnlr RIS BFroup If&rm E{I d) According to one enbodi nent of
this second nethod, the aforerrentl one ound of fornmula VIIl can be

obt ai ned fromthe aforenmenti oned conmpgund [of fornula VII by a nethod of

sul phonyl ation conprising passage w t k. az& sul phonyl at ed conpound of
formula XX 2] RLR2 LGts,1-S. R8 (X) in which Rl, R2, R8 and LO have
the same neamiwgelis stated previously. According to this enbodinent: 5- in

a first Staggrepedthila o yd hltRbsubRiiel vl FriRkQRAGE ﬁfﬂ g QHstor

nonosul phonyl at ed 8ro uc tormula VI
product of f¥raif O’Eiﬁt“égrt"i"%éﬁ‘ﬁ%§ rma&mb@@ﬂ a“ficljla’t”ﬁ&f’n‘éj%fst(‘:‘iolhﬁ?ﬂoqt?{“%t age a)
of the sHronRI ard RQ(éac}bnetpre"sém in@spehdaatly D€ bikg arolier) zeﬁlydabgenfa@dmaam@%nl onger

time WhIChC n n.a.segq the r
reaction pro %uct Eﬁ]é)glo%r% m%gﬁgsi? rge%tjc gﬁ’o LY IOH?I?P’ g'g'fyaé’éupﬁﬂ%aﬂﬁ a
sol vent suc hhaé@enﬁte@)am iakgkargrelipohaieg floto é caiben dtewmsn albeigtocclico g@aphour s.
The aforenenﬁdvg{gaﬁtomplggafj@gl@tlpmgul a | X can be obtained by reacting a

conpound of f{? 1%] i{ﬁl each represent, independently of one another, a hydrogen atom, a halogen
15 atom, an alkyl group having I to 4 carbon atoms, a hydroxyl group or an alkoxy
group having 1 to 4 carbon atoms; _ :
R5 and R6 each represent, independently of one another, a hydrogen atom, a halogen
atom, an alkyl group having 1 to 4 carbon atoms, a hydroxyl group;
or R5 and R6 form, with the carbon atom to which they are attached, an ethylene or
20 carbonyl group;
R7 represents a —COOR. group, a bioisosteric group of carboxylic acid or a -CN
group;
R8 represents:
- an alkyl group having 1 to 6 carbon atoms,
25 - an aryl, heteroaryl, cyclic or heterocyclic group, which group may be
unsubstituted or substituted with one, two or three substituents which may be
identical or different, selected from halogen atoms, alkyl groups having 1 to 6
carbon atoms, optionally fully or partially halogenated, or optionally
hydroxylated, alkoxy groups having 1 to 6 carbon atoms, optionally fully or
30 partially halogenated, the phenoxy group, cyclic groups having 3 to 6 carbon
atoms, aryl and heteroaryl groups, in particular phenyl and pyrazolyl,



R4 R3R7 R5(XXI'l1) in which R3, R4, R5, R7 and Cy have the sane neani ng as
i n product 1X, w th et hynyl magnesi um brom de at a tenperature of 0OC
for atinme from10 m nutes 20to 18 hours. The conpounds of formula |
according to the invention in which RO represents a hydrogen atomor a
hal ogen atom and R7 is a carboxyl -COOH group can al so be prepared
according to a third nethod consisting dfi: a) reacting the
conmpound of forrmula VII as defined previously with an 25acetyl ene
derivative of forrmula Xl: 22 R4 R5R6( Xl ) in which R3 and R4 each
represent, independently of one another, a hydrogen atom a hal ogen atom
an al kyl group having 1 to 4 carbon atons, a hydroxyl group, an 5 al koxy
group having 1 to 4 carbon atons; R5 and R6 each represent, independently

of one another, ana%%tgggno@g&ggm@a @Jltlﬁ%/éneg[ Ro" s Hlerhs! AhftnCARPARL at oms,

a hydroxyl group; er wt on._atomto

which they are afdeatiepd@r d‘ﬁfeéﬁ}’éIS@&FtﬁQI&O@r}éﬂHﬂeﬁa‘ﬂ“ﬁg&“ﬂ aﬂl@l 6“%'3? bryingt Bhs, an
et hyl ene group (@cﬁlﬁah a@rmsathé@c&mzaaau&ylgmplm)mﬁga)upsR represents an al kyl

group havi ng to 4 resents a, phenyl r a

het er oar omat | I&P’@Eﬁ? \thyﬁﬁ)g%“ g‘Fdr% ??‘ﬁ@é Lay r?“ieruému e aé’%tge&l %cupr ous
i odi de, of acmhomaW$$,based on palladlunlsuch as for exanple

bi s(tri pheny kz%g&@é}i@%ﬁéﬂoga%ﬂam smrpawregma]g@hmar apb%a?em faflASE such as
15di et hyl am ne or triethylamne, 1n a solvent for exanple

di met hyl f or m&#PRAOMsder "reflux, for 30 ninutes to 8 hours, to obtain the
conmpound of for mA greRirled fthiliRdf c()ﬁﬁbtbl)nds 20cdrdingho clie iR¥entida, is BBy stifded &5, R6,
R and Cy ret i M.t ti ng compounds; b) if
necessary regggﬁégg?ﬁﬁﬂgdgﬁﬁﬁagg Pﬁﬁw&ﬂhlhﬁ*ﬁﬁaanth a hal ogenati ng agent
for examp¥e Bﬁdﬁﬂgﬁ@ﬁéthyl 4-fluoro-1, 4-di azoni abi cyclo [2 . 2. 2] octane

bls(tetrafluorQQ@ng@kKﬁbh@qgfu&@gggm@ﬁum@mfor about 30 mnutes to 2 hours

to obt 25 th
R0, o R, 5. FEIOTEL S APTEeh W AR el s ge B e SIS | ng

conpounds;  or different, selected from halogen atoms,. alkyl groups havmg 1tob carbon atoms,

optionally fuily or partially halogenated, or optionally hydroxylated, atkoxy groups

15 having 1 to 6 carbon atoms, optionally fully or partially halogenated, the phenoxy
group, cyclic groups having 3 to 6 carbon atoms, aryl and heteroaryl groups, in
particular phenyl and pyrazolyl, unsubstituted or substituted with one or two
substituents, which may be identical or different, selected from halogen atoms and
alkyl groups having 1 to 4 carbon atoms, the SCHF» and acyl-morpholine groups;

20 - a naphthyl group; a thienyl group, unsubstituted or substituted with a phenyl
group; a pyridinyl group unsubstituted or substituted with a substituent selected from
alkoxy groups having 1 to 4 carbon atoms, the group phenoxy, heterocyclic groups
having 6 ring members, in particular the morpholinyl group; a benzofuranyl group; a
dihydrobenzoxazinone group substituted with a methyl group;

25 - a tetrahydronaphthyl group, unsubstituted or substituted with one to four alkyl
groups having 1 to 4 carbon atoms, a dihydrobenzodioxinyl group unsubstituted or
substituted with an alkyl group having 1 to 4 carbon atoms, a dihydrobenzodioxazinyl
group unsubstituted or substituted with an alkyl group having | to 4 carbon atoms, a
dihydrobenzodioxepinyl group, a piperidinyl group, a dihydrobenzofuranyl group

30  unsubstituted or substituted with one or two alkyl groups having 1 to 4 carbon atoms,
a dihydrobenzopyranyl group unsubstituted or substituted with one or two alkyl

groups having 1 to 4 carbon atoms.



5Hal represents a hal ogen atom c) reacting the conmpound of formula
Xl or the conpound of formula XXI| thus obtained with the conpound of
formula Il as defined previously, in the presence of a solvent such as

N- et hyl pyrrol i done (NMP) or dinethyl formam de (DVMF), and of a base, for
exanpl e sodi um hydri de, at roomtenperatyre, for about 2 to 24 hours, 10
preferably 18 hours, to obtain the conpd nd of formula lg; RL R2 (lIg) in
which R, R2, R3, R4, R5, R6, R8 and Cy retain the sane neanings as in the
starting conmpounds and RO represents a hydrogen atom or a hal ogen atom

15d) treating the reaction product thus obtained with I'ithium hydroxide in
‘a solvent such as tetrahydrofuran, at roomtenperature, for about 2 to 24
hours, preferably 18 hours, to obtain the conpound of formula Ik: 24 OH
(1'k) in which RiongRthe dagpobdds dthe Rbenfikh, th canpoudys wéf@muld haresaoe

meani ngs as |0 ' : |

accordi ng tobgﬁén%ﬁig%%%%ﬁ%?ﬁﬂ§ﬁ%gﬁg%§n?§%@g?ggﬁgHggﬁygggggﬁﬁg#%ﬁiand R7 is
a carboxyl - Eprsaresents g Phanylapsidybdupnd phicanl, predyleriiazalylaivelsust h met hod
consi sting OR1 represeni@)a Hydispleh Ant, RBIoEAEBOH) Brdfiné o ladyrdlp ICFY bOHL he

acetyl ene_depjvat | f formul.a XI as defined previously, in the presence
cuprou% iéﬁﬁgé¢&§#8é°%%¥%%9?¥§10 based on pall adium such as for exanple

bi s(tri phenyRpmemsesantse)hpdtogemiatom; chl ori de, and of an organic base such as
di et hyl am nepanelbdehisMid APABSen 4B RRiYERbm! AL adiﬁkjne ' Y, m de,
under refl ux, {3% 50 nynﬁ?gsg?B 8 h%uré, t%mbgt%?ﬁ t e’%gﬁggknéﬁéﬁiggrnula
le: 15 R1 Remefhybgroup pr {aeRXREOURD  R3, R4, R5, R6, R8, R and Cy retain
the sane meaR#ngresastsiamytifogersitomtdrfyodaammonnds; b) reacting the

conpound, of r | hus._abt ai.n fth Lithium hydroxide in 20 ol vent
cuch a1t ¢ BRAYES,colh MBSO SALRE et LT i PR MASHBELA fighD idps. Vo™
preferably 16 ey, growp ebfoanntogetbercwitip therrdrboh afam tuvhich dheysarel eftached)

previously: m2§h§k$é{}cghgmylgﬂmp; Certain conpounds according to the
' nvention CaﬁS ?elzp%e(:)serl?tg a% gfy?ﬁg?o%pasﬁgs%glg&{" \%iﬂt'l g C?—é;bfragnréhgga élpﬁdgrgu%?gill ting of:
R9 represents a hydrogen atom, a fluorine atom or a methyl group, preferably a

15 hydrogen atom. '

Among the compounds of the invention, the compounds of formula I are further
preferred in which the group R7 represents a bioisosteric group of carboxylic acid and
more particularly the optionally substituted isoxazolone, oxadiazolone, optionally
substituted alkyl and aryl sulphonylcarbamoyl groups.

20 As particularly preferred compounds, we may mention: _
4-[[1-[[3-(1-methylethyl)phenyl}sulphonyl]-5-(trifluoromethyl)-1 H-indol-2-
yl]methyl]benzoic acid,
4-[[1-[[3-(1,1-dimethylethyl)phenyl]suilphonyl]-5-(trifluoromethyl)-1fi-indol-2-
ylJmethyllbenzoic acid,

25  6-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl}-5-(trifluoromethyl)-1H-indol-2-
ylhydroxymethyl]-3-pyridinecarboxylic acid,
4-[[1-[[3-(1, I-dimethylethyl)phenyl]sulphonyl]-5-trifluoromethyl-1 H-indol-2-
yllmethyl]-3-fluoro-benzoic acid,
5-[[1-[[3-(1,1-dimethylethyl)-phenyi]sulphonyl]-5-trifluoromethyl-1 H—iﬁdol—Z-

30  ylimethyl]-furan-2-carboxylic acid,
4-f{1-[[3-(1,1-dimethylethyl)}-phenylisulphonyl]-5-trifluoromethyl- 1 H-indol-2-
ylimethyl]-thiophene-2-carboxylic acid,



a) reacting the aforenentioned conpound of fornmula IV with an al dehyde
S5derivative of fornmula XIll: RA R7 (XI11) in which: R3 and R4 each
represent, independently of one another, a hydrogen atom a hal ogen 10
atom an al kyl group having 1 to 4 carbon atons, a hydroxyl group, an

al koxy group having Ito 4 carbon atons; R7 represents a -COOR group in
whi ch R represents a hydrogen atom or an3al kyl group having 1 to 4 carbon
atons, a bioisosteric group of carboxylic acid or a -CN group; and 15Cy
represents a phenyl group or a heteroaromatic group having 5 or 6 ring
menbers; in the presence of a base, such as in particular butyl-Ilithium
(BuLi) or lithiumdiisopropyl am de (LDA), and of a solvent such as
tetrahydrofuran or ether, at a tenperature from about -78C to 0C,

Do obt ai n ¢ n ol HeBibb TFpho MR bfdforlih S RUgLELE0 y = pours:
R8, R9 and oOy!lmethyllrhiopkens2nearbisyhF Agld: as in the starting 5 conpounds;

b) if necessaly-[[2queidieyQhyIPphéehyEiphdie-Salfpotekipfi-fipmayl-2 1] accordi ng
to a treatnent, identjc tqQ t g\t gescribed in stage c) of the second

met hod, to oBH&® yﬁﬁh“’a{&%g’ﬁ?ﬁ BPEEF U a | in which: R, R2, R3, R4, RV,
R8, RO and C§-[ikel[4imethie, sdimpdoedhbenrobls4 jonadimé-yksuphiongl-donpound; and

R5 and R6 ea M- dAH S RERABI - HhidtheRNE ARG IR acig@ hydrogen atom a
hal ogen 15 al?rj(l;ﬂrhfo‘ﬁgﬁﬁgﬁﬁ)%n}dwggﬁ 1hjidhefige or)}rTn Cogether with the

| . or R5 and Ro f 0
carbon atom ﬁdikﬁﬁﬂ@?tlﬁﬂéyfxﬁﬂ‘édrﬁff%éﬁ?&[ 1:%]"6%‘%‘8??%'5“&}?}198151?%&0) ; c) if
necessary, hyif@ryaithg-Hndes2atnfetind)-ihéuphsie-2-oarbooytjeanid of formula (1),

procedures S5 NRB oI PE TR ARRAA B BRI EYS, OCR Gl of e

aci d t r ea® ne#ifluoreractbridbinde!-afy! Imsthmill-Guranc2carbpxdictacide acid form (1k)
in which R, sER.[[K3netliRA-3,A8ihyfi®-21RBen3P1 , Modlafy-6Ly8)-adiphohig-55ame meani ng as
in the 55tart|i [of0) O[gﬂ“g A Cgﬁﬂa n gg_rggl%un S, %ﬁ‘;ordl ng to the .
i nvention caff tﬁ&%‘ﬁn%y indokg-y, X h’éan[ X Het hod consi sting of:
a) reacting @hgl-§Bel driintethyteticyl epirpglsdpleinyflo-wifluarométhyi 41 H-mdolel-sldhy de
o PSSk ey B e i B
atom anlal kgt gHawp timeshylethyDorhendiswiphonyboirmethy ‘ﬁs}ﬂﬁ%@&'ﬂm“gi‘ﬂdé{'or an
al koxy 15gr ouiohawil gt Pihikze RrPERb@INOBLIA, ethyl ester,
2-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl|methyl]-thiazole-4-carboxylic acid, ethyl ester,
4-[[1-[I3-(1,1-dimethylethy])phenyl]sulphony1]-5-(trifluoro)-6-fluoro-1H-indol-2-

20 ylimethyl]benzoic acid, methyl ester, '
4-1[1-[[3-(1-methylethyl)phenyl]sulphonyl}-5-(trifluoromethyl)-1H-indol-2-
yl]methyl]benzoic acid,
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-3-fluoro-5-(trifluoromethyl)-1H-
indol-2-yl)methyl}-benzoic acid, methyl ester,

25  4-[[1-[[3-(1,1-dimethylethyl)phenyl|sulphonyi}-3-fluoro-5-(trifluoromethyl)-1H-
indol-2-yllmethyl]-benzoic acid,
4-[{[1-[3,3-dimethyl-2,3-dihydro-benzofuran-5-suiphonyl}-5-(chloro)-1H-indol-2-
yllmethyl]benzoic acid, methy] ester,
4-f[[1-[3,3-dimethyl-2,3-dihydro-benzofuran-5-sulphonyl]-5-(chloro)-1H-indol-2-

30  yl]methyl]benzoic acid,
4-[[1-[[3~(1,1-dimethylethyl)phenyl]suiphonyl]-3-methyl-5-(trifluoromethyl)-1H-
indol-2-yllmethyl]-benzoic acid,



Cy represents a phenyl group or a heteroaromatic group having 5 or 6 ring
menbers; and LG represents an iodine atom a bromne atomor a tosylate or
trifluoromethanesul phonate group; 20in the presence of a base, such as in
particular butyl-lithium (BuLi) or lithiumdiisopropyl am de (LDA), and of
a solvent such as tetrahydrofuran or ether, at a 28 tenperature from about
-78C to 0C, preferably at -8C, for a tiné fron1about 1 to 24 hours,
preferably 2 hours, to obtain the conpound of fornula XV: 5in whi ch: R

R2,, R3, R4, R8, RO, Cy and LG retain the sane neanings as in the starting
conpounds; b) if necessary reducing or oxidizing the conmpound of
formula XV according to a treatnent identical to that described in stage c)
of the second nethod, to obtain 10 the conpound of fornmula XVI R4 RL LG

Rz (XVl) B[ MtiB-€hl-dimethylBhylybenRBulphényl R8-trifRrom@haia tHGydot-@tydj-n t he

sane neanin 0, and RS and R6 each represent,
i ndependent ?ﬁﬁ}yn%&i}ﬁeﬂ% %Eérb&%h%%%ﬁ 'ggtwln%%)eﬁ’] a halo tgen atom a hsdroxyl

group:; or Hdl[&6! ﬂ@#lﬁ?thﬂé@éﬂﬂéﬁﬂwsvwh@%é] -e-auifemometdp- 1 d-indol-eh t hey are
attached, a Ny l4- ﬂhﬁd?b'—l%et(z@moz)c»ld 29 c) treating the conmpound of

BATERTR g e AN R e

t he phosphlnﬁhhm@gﬂéwmhna$mﬂmwcmm@nple tritert-butyl phosphine, of a

5 e LGB By SV PR

conpound of YdmahyH-Srilugrabenzry acid,N RSR6 R2\ -0 ,S- 0 \R8(1k) in which 121,

R2, R3, R4, B%[1-[RE(1, Raama%ziaﬂhgll)@ﬁeﬁ}e}salpﬁom}es-ﬁaﬂmrmaﬂylnmmon-a t he ,

starti N9;¢ On}l)l?m& yl]-6-methoxy-benzoic acid, {
3-[[1-[[3-(],]-dimethylethyl)-phenyl]suiphonyl]-5-trifluoromethyl-1H-indol-2-
ylJmethyl]-4-chloro-6-fluoro-benzoic acid,
3-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl}-5-trifluoromethyl-1H-indol-2-
ylimethyl]-5-pyridine carboxylic acid,

15 4-[f1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-triftuoromethyi-1 H-indol-2-
yllmethyl]-2-chloro-benzoic acid,
3-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl}-5-trifluoromethyl-1H-indol-2-
yl]methyl}-6-fluoro-benzoic acid,
3-[[1-[[4-methyl-3,4-dihydro-2H-benzo| 1,4]oxazin-6-yi]-sulphonyl]-5-

20 trifluoromethyl-1H-indol-2-yiJmethyl]-6-fluoro-benzoic acid,
4-[[1-[[3-(1,1-dimethylethyl)phenyl}sulphonyl}-5-(trifluoromethyl)- 1 H-indol-2-
yl]fluoro-methyl|benzoic acid,
4-[1-[3-(1,]1-dimethylethy])phenyl}sulphonyl}-5-(trifluoromethyl)-1H-indol-2H-
tetrazol-5-yl-benzyl,

25  N-[4-[{1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1H-indol-2-
yllmethyl]benzyl}-methanesulphonamide; and the pharmaceutically acceptable salts
of these compounds. '

The compounds of formula I according to the invention in which R5 and R6
represent a hydrogen atom can be prepared according to a first method consisting of:

30 a) reacting the compound of formula II



10The compounds of formula (1) according to the invention in which R5, RG,
and RO represent a hydrogen atom can be prepared according to a seventh
met hod consi sting of: a) reacting the conmpound of formula VIII
prepared according to stage a) of the aforenentioned second nethod with
prop-2-yn-1-ol in the presence of cuprous 15 iodide and of a catalyst
based on palladium for exanple bis(tripisenyl phosphine) palladiun(ll)

chl oride, and of an organic base for exanpl e dinethylam ne or
triethylamne, in a suitable solvent for exanple N, N-dinethylformam de, at
a tenperature between roomtenperature and the reflux tenperature of the
solvent, for a tine between 30 m nutes and 6 hours, to obtain the conpound
of formula XVII: 20 RL R2 (XVIl) 30 in which Rl, R2 and R8 retain the
sane neanings as in the starting cogpounds R9 b) reacting the

af orenenti oned conpound of formula source of brom ne, for
exanpl e phosphorus tribromde, in a s Sl vent, for exanple

di chl oronet hane, at room tenperature, B time fromabout 1 to 6 hours,
to obtain 5 the conpound of fornul arxV QH R2 SXVIII) in which R, R2
and R8 retain the same neanings as in the startlﬂg conpounds; 10c) reacting
the aforenenti oned conpound of fornmula XVIII with a conpound of fornula
XIX: R7 (Xléi 1§jn whi ch: Cy represents a phenyl group or a

het er oar omat i 8 up having five or six ring nenbers; R3 and R4 each
represent, i RdepdRdesach yepodscutnndapendprgty, ofzonikypdetbefe a hadiogen astomap bafegerat om
an al kyl groypnlaviiig %odpoa{} aﬁ@i E%p%@ﬁ% 1 B PYEHE Ylonth! leﬂibnaﬁ? f@ik)kéhxy

group 20 havin ﬁ%to a@; and R7 rep resentg roup

bi oi sost eri c%‘%ﬁ Ogﬁ?frt pkoxy jegou havingn it JufRrooth aPmid ’Eﬂ“B

sol vent, for SEXBMIIGE mtmbuy@ccgfo@tlhamgm tamctanyXdHe,-NHR, bheNRy esence of a
cat al yst bas f gﬁgggz conpl ex;

and of a sui ?drbﬁlgs aseﬂ%lf“!(j)gg1 a&%o e po %&@%a@%ﬁﬁgﬁ)a%gﬁ%nat a tenperature
25bet ween r B RSBk ]Ebfdé()%ﬁcﬁt‘ftrﬁaea halogematarargserliagl graundtavingel toot Gasban for a
Flne fromnabgumml to 6 hours, to obtain the conpound of formula Il: R4

in which RI, 8@%&Uﬁ@gmumioﬁ%hnﬁs(ﬁﬂd Cy retain the sane neanings as in the

starting 5 c

R8SO,CI (HI)
in which:

15  R8 represents an alkyl group having 1 to 6 carbon atoms, an aryl or heteroaryl group,
substituted or unsubstituted, a cyclic or heterocyclic group, substituted or
unsubstituted;
in the presence of a solvent, for example tetrahydrofuran, and of a base, for example
sodium hydride, at room temperature, for about 2 to 24 hours, to obtain the

20  compound of formula IV:

R9
R1
A\
N
R2 \ '
//S’/’O
o\
R8 (V)

in which:
R1, R2, R8 and R9 retain the same meanings as in the starting compounds;



The conpounds of fornulae | according to the invention, in which R3, R4,

R5, R6 and RO represent a hydrogen atom Cy represents a thiazolyl group
and R7 represents a COCH group can be prepared according to an eighth

nmet hod consisting of: 10a) reacting the aforenenti oned conpound of fornula
XVI1l with potassiumcyanide in a suitable solvent, for exanple

di chl oronet hane, in the presence of a pHése transfer catal yst, for exanple
t et rabut yl ammoni um brom de, at roomtenperature for atinme from8 to 24
hours, so as to obtain the compound of fornula XXX RL 15 R2 (XX) in which
RI, R and R8 retain the sane neanings as in the starting conpounds;

b) reacting the conmpound of fornmula XX in solution in a suitable solvent,
for exanple a m xture of tetrahydrofuran and water, wth diethyl

]9“ t hi thosphat e Btreactid@ thceomescahd o€ féﬁﬁiuman“&ﬂawbc%rﬁgﬁfmﬂlu]éﬂ@ﬁ\mg mtinme
rom about 1 6 [ t in 1 . n or muy XX .32 Rl NH2
R o) PR R R senin R fbub U5 R TRG Ul alole iR o T
starting conBtuikds, in the presegge peadebhiguches doppoignidr dhityl-Gthurh o Byki) ou t h
ethyl bro m)pMﬂa‘iﬁf@Bﬁgopk@fyﬁarﬁﬂé'(LBN),%H@ Q¥ 8Hiventls@th TRy BroRirB@BPLtherdh T OOM
tenperature for a ti rom about 12 to 36 hours, so a; tQ gl%%faln_fhe
conmpound bf ?Eﬁ“?ﬂﬂaé“rgﬁ'fo"f?%ouz 01%5 REY oY tFRPERTUCH Praferady abr/@ ReloF atiglen ¢ he
sane neani ngfomsabbi It fo4dioars; prefpratdyd® howds,; to dBtath)thé Lormemmad 9é formulydr ol ysi ng
the ester function of the conmpound of formula Ih, for exanple by the action
of a mneral base such as lithia accordi NgRLO Pr ocedures well known by a
person skilled in the art, to oftfain, after acid treatnent, the conpound of

formula Ii inits free acid form 15
B
A
N OAlk
T o
(0 S
R8 V)

10 in which R1, R2, R8, R9 and Alk retain the same meanings as in the starting
compounds;
c) reacting the compound V thus obtained with a compound of formula VI

R4
R3 R7

Br VD)

15 in which R3 and R4 each represent, independently of one another, a hydrogen atom, a
halogen atom, an alky! group having 1 to 4 carbon atoms, a hydroxyl group, an
alkoxy group having ! to 4 carbon atoms;

R7 represents a “COOR group in which R represents a hydrogen atom or an alkyl
group having 1 to 4 carbon atoms, a bioisosteric group of carboxylic acid, or a -CN

20 group, and
Cy represents a phenyl group or a heteroaromatic group having 5 or 6 ring members;
in the presence of a base such as sodium carbonate, of a solvent such as in particular a
dimethyl ether/water or ethanol/water mixture, and of a source of palladium such as
in particular tetrakis(triphenylphosphine)palladium, to obtain the compound of

25  formulala



(10 33 in which RI, R2 and R8 retain the sane neanings as in the starting
conpounds. The carboxylic acid function of the conpounds of formula
Ib, Id and Ik can be replaced advantageously with a bioisosteric group of
carboxylic acid according to nethods well known by a person skilled in the
art such as the nethods described 5bel ow. The conpounds of formula |
according to the invention, in which R7 i7fepresents a acyl hydrazi ne,

acyl hydrazi ne carboxyl ate or oxadi azol one bi oi sosteric group can be
prepared according to a nmethod consisting of: a) reacting the conpound of
formula Ib, Id, Ii or Ik on a carbazate in the 10 presence of a coupling
agent such as notably the reagent pair 1-(3-

di met hyl am nopropyl) - 3-et hyl -car bodi i m de (EDCl) /

1- hydr oxy- 7- azabenzotri azol e (HOAT), in anRgrgaR#c sol vent such as in
particul ar toluene at roomtenperature and %£§4 hours to lead to the
acyl hydrazi ne carboxyl ate of fogqula | m R3 ¢ RS R\ -0 ,S 0\
R8(Im 15in which R, R2, R3, R4 NR RG and Cy retain the sane
meani ngs as in the startlng conpo epr esents a hydrogen at om or
an al kyl group having 1 to 4 carb atlQs/ b) if necessary
deprotecting the aforenenti onedrg -oundNof formula Imaccording to a
procedure well known by a person skilled $ﬁ£}he art for exanpl e by
20treating the conmpound of formula I'm®@71hsan acid such as trifluoroacetic
acid in a solvent such as in particular dichloromethdie, to obtain a

acyl hydrazi ng; which: C) if necessary cyclizing the acyl hydrazine in the

presence of a condensat i ent as_carbonyl diim.dazole (CHl ) .in an
organi ¢ sol vért R %s &ﬂl %1% Ei'? ‘ﬁgﬁéetaﬁ'tth%%‘ et'@%’é‘?&it%r‘é RFEFGE 2 to

15 hours to ebmphumdshe 250xadi azol one of formula In: 34 RL R2 (In)

The conpounds of ,f

roprosents a sul SHoavieaR yBGRALE RIehd ARG UE (hbouhBol Riiliatle) o1y
can be 5 prefRiredmatcly demytion o appingeEd b é%h%ﬁgﬁﬁH@“@ﬁ“@ﬁ@ﬁgﬂ%@“Fﬁ@"@bnpound
of formula I Ryelll Bnovd b9ra Iplérswhtdmmdsml phoagmodebta, tafer peAsSeatRenf tie
coupl i ng agent 5%8@73 lgﬁ{tlc ar ge reagent pair

1- ( 3- di net hy FERPH SVT?’ épﬁ§lm85?8 @"'ni de hydrochl ori de /

4- di net hyl am nopyri dine (EDCl /DVAP) in an organic solvent such as

di chl oronet hane at roomtenperature for 12 té¥Q4(ﬂours. 10The conpounds of
fornulae | according to the invention, iRR3 I{f represents an isoxazol e

agy” angrsoxazol one group can
gCuf :

R2
o™
10 R8 (Ib)

The compounds of formula 1 according to the invention in which R9 is a
hydrogen atom can also be prepared according to a second method consisting of:

a) reacting the compound of formula VII:
R1

H

N
15 R2 2 (VI



a) activating the acid function of the conmpound of formula Ib, Id, i or Ik
usi ng carbonyl diimdazole (CDI) and reacting it wth the magnesi um salt of
t heet hyl 15 nononal onat e; b) cyclizing in the presence of
hydroxyl am ne and in a basic nmediumat roomtenperature for 2 to 4 days to
obtain the conpound of formula lo: 35 ﬁ% R2\ -0 0\ R8(10) in which R1,

R2, R3, R4, R5, R6, R8, RO and Cy retain®the sane neanings as in the
starting conmpounds; The cyano function represented by R7 in the conpounds

of formula | or Il can 5 advantageously be replaced with a bioisosteric
group of carboxylic acid according to nethods well known by a person
skilled in the art such as the nmethods descri bed bel ow. The conpounds

of formulae | according to the invention, in which R7 represents a
tetrazol e bi oiwghish &liand §2eaph wprestrd, ipdegeadandy &€ ooe ahotlpr taohyalroget atah, 2O

consi sting of,6a4Plhida hitk mﬁz@ﬂ]?,%f‘%kﬂ%rﬁ@{ ﬁ%}{nt?% h 104 datbon! a@oﬁﬁ‘%]ioijﬂglﬁglgs

represents a_cyano gr.oup, azi do n.in a solven

or t ho- xyl enefulyoos gatiply thafoserntedy o akkewy SrampaBRYiRgr]| ik 4ofarkaie aWBIsv@nt , t he
tetrazol e of gfoapnsti;, LOCFR3 tikrddyNix ol hdind6 ‘F]d%at%\s, NI, -NASR bR MR whi f,h

R, R2, , R . an .retain.t sane neanihgs as,in the
Starts hg ConbguaRIsent an 6dng AardDrontint Slof & i BVER BE S B i ordtbang
~invention, isulpivinete |&Fur epd Esreptasenin achydtizaz alam lor @i it er bunghedugikdr a

derivative gLQUPheHRY3S4 8bOALHAZO! one group can be prepared according to
a met hod consi st i ng. hydroxyl am ne sul phate on the

ing of : a), ad
cyano group Hftﬁﬁhfé%em?ﬁ%ﬂgf%w%ﬂﬁa#%i?qeg@revrqus ¥a which R7 represents a
cyano group, ini aisdltxmt puchssnoeeximile ppldiyd, atrtoven ehpetitura feod tigatof Su6A8as -
et hanol ; ti ained with ethyl chloroformate:
for 18 tlo0 24@1“5%%%B@%ﬁl&}é‘?&r%%aggg?o%ﬁg\?ﬁ\'vent to obtain after acid
treatnent, the conpound of formula Ig. NNO RIRO R6 R5 R2\ -0 .S 0" \

R8(1g) in which RlL, R2, R3, R4, R6, R8G RO and Cy retain the sane
meani ngs as in the starting compou L
R2 INH
O=?:O
R8

(VIID)
in which R1, R2, R8 and LG retain the same meanings as in the starting compounds;
b) reacting the compound of formula VIII with an acetylene derivative of
15 formula IX:

R3. T Ry

OH

in which R3 and R4 each represent, independently of one another, a hydrogen atom, a
20 halogen atom, an alkyl group having 1 to 4 carbon atoms, a hydroxyl group, an

alkoxy group having 1 to 4 carbon atoms;

RS represents a hydrogen atom, an alkyl group having 1 to 4 carbon atoms;

R7 represents a —COOR group, a bioisosteric group of carboxylic acid or a -CN

group, in which R represents a hydrogen atom or an alkyl group having 1 to 4 carbon
25  atoms; and



W may al so nention the conpounds of formulae | according to the invention,
10 in which R7 represents a thiazolidine bioisosteric group or a derivative
group such as the thiazolidinedione group or the thioxothiazolidi none group
whi ch can be prepared according to a nethod consisting of carrying out a
Knoevenagel condensation of a thiazolidine on the conpound of formula XXII
in the presence of an inert solvent such9as toluene, of a catalyst such as
pi peridine and in the presence of acetic acid. R4 R3 a. CHOR2 C" \
I5R8(XXI'11) in which Rl, R2, R3, R4, R8, and Cy retain the sanme neani ngs as

in the starting conpounds; The conpound of fornula XXI1I can be
obt ai ned according to a process identical to stage c) of the seventh
nmet hod, by reacting the aforenentioned conmpound 20 of formula XVIII with

th de L 7 th
venti o1 nCy pepr a3t frous by o fbiokdeiilalle sroup havhlS GRALRERES, [ DT
a mneral orinofgaFEEnen et cupians hedidtt i %é@!abféhb%ﬁﬁf‘|Q§ha4lla§’m"b§l“‘r¥'ga5t m,r 5

met hods E hat e@h@ﬂ@\@ighmbmwhbsphmemn1§dmm8&,ﬁid>rlic&d ahdlof B¢ oBfahic HaQE swhaanﬁpll e byd
m xi ng stoic i an
of “the base TTSRLN hietnin g, g syl B ox TRl Fop by rfpmpde, bt

m xt ur e, ‘andreflogrfot §bmimutésAd Bdiotitsetosabitain therronippendeldornyia dome of t he
reaction stages descri bed above, conventional nethods of 10 heating can be
repl aced advantageously with mcrowave heatigg using reactors adapted to

t hi s manner of reaction In this case, a | FﬁIIIEd inthe art wll
understand that the ' heatlnqk1t|nes will R < reduced, conpared with
the tines required with convemn jc¢ The foll ow ng
exanpl es of preparation of co Megto formula | 15will make it
easier to understand the invent] (gaese exanpl es, which do not
limt the scope of the inverg4-0n, pr i deS|gnates t he exanpl es
descri bing the synthesis of |nterned|a8 and "exanpl es" designates those
describing the synthesis of conpoundd of fornula (1) according to the

i nvention. 20The follow ng abbrevi ati onR8are used mllinole, CH3CN:
acetonitrile, DCM dichloronethane, DVAP: 4-dinet%€Pgn1nopyr|d|ne 25-
DVE: di net hoxyet hane, DMF: N, N-di met hyl f or mam de,

di met hyl sul piﬁoe@hi@ﬁ,m EOCIR3, Ra( &sdlmmyérﬂﬁcpqaﬁ@mé)smae %éamng@ag BoeHel m de
hydrochlﬂ%lde - % hydroxy 7-azabenzotriazol e, 30- H20: water, 38
Li OH: |Uﬂ@ﬁ9@F8§PW§‘ MySO4: negnesi um sul phate, NH4CI: armmoni um
chloride, NWP: & ifetchsskpy raitbbi cdneng The dai@UBd of ddinurs hy dhue geémminealr dronat e,

¢liminating the hydroxyl group of said compound by treatment with a mixture of

triethylsilane, diethyl etherate of boron trifluoride and an optional catalytic amount of
trifluoroacetic acid in a solvent such as dichloromethane, at room temperature, for a

15 time from a few minutes to 24 hours, or according to other methods of reduction well
known by a person skilled in the art such as treatment with zinc in an acid medium
after chiorination; or oxidizing the compound of formula Ic by treatment with
pyridinium dichromate in dichloromethane at room temperature for a time from |
hour to 24 hours; or substituting the hydroxyl group with a fluorine atom by treatment

20  with diethylaminosulphide trifluoride (DAST) in dichloromethane, to obtain the
compound of formula If



NaCl : sodium chloride, Pd2(dba)3: dipalladiun0)

tris(di benzylideneacetone), TFA: trifluoroacetic acid, THF:
tetrahydrofuran. 10 The nelting points (mp.) were nmeasured using
automati c equi prent (Optinelt) and the spectral values of Nucl ear Magnetic
Resonance were characterized by the chenjcal shift (8) calculated relative
to TMS (tetranmethyl silane), by the nunb of protons associated with the
signal and by the formof the signal (s for singlet, d for 15 doublet, t
for triplet, q for quadruplet, mfor nultiplet, sept for septuplet, dd for
doubl et of doublets). The operating frequency (in MegaHertz) and the

sol vent used are stated for each conpound. Roomtenperature is 20C + 5C. 20
PREPARATI ON | 4
1-R4-(1-nethy|ethyl)phenylIsquhonyll-S-(trPﬁ uor onet hyl ) - 1Hi ndol e

1.3 g (32.41 m\) of sodium hydride (at 6B%4N BiRY was added portion by
portion to a solution of 3.0 g\(% i fluoronethyl-1Hindole in
30 nL of tetrahydrofuran. The f[|ea e“was stirred for 30 m nutes
at roomtenperature, 25 then 4_25g & 9. 44 md) of

4- (1-net hyl et hyl ) - benzenesul ghonyl chlori & in solution in 8 nL of

t et rahydr of uran was added sl owy. Aftes$§1irring for 1.5 h, the reaction
m xture was hydrol ysed with water afl dxtracted with et hyl acetate.

The organi c phase was then washed with ggturated NaCl aqueous sol ution,
then dried over magnesi um sul phate and evapor at ed H¥er reduced pressure.
The 30 resigughight ai ned was purified by silica gel chromatography, eluting

wi th cycl oh e ssively.wi.th a cycl.ohexane / ethyl acetate )
it ur 5 ( 90/ A 1%, R RaRREHETR o Eretei ok daPe kG PRE Bl e B bpmBoft e e
conbi ned andR& end Bhtenclt edresentdngepesdent!s f anclanothes dulnatiogenetmur ehalegegi ve
6.36 g ofs 14[.4-( 1+ sl RO = .

(trifl uorsome%tﬁmf%%Eél%ﬁ@%@gﬁ%‘%g%e sol’?ééqb?l%fi)éll %OU:p’GQ% . 14 NWR

( DMB0d6, 3000IME3 jand R6 gorm, fogemher yvithsfiae Ca?‘?(@BatE’%‘e%‘t whighytheygaigeatiagheds gy 7. 49
(d, 2H), 6. 6&cldlkyt Hroup/h&bng G, toSBHarboB. Sidmedan ktiyien8. &6uf SC=CH}) 08al7 (d,

| H . PREPARATI.ON 5-Lchi.oro)-1[[4(1- met hyl et hypphenyl | sul phonyl | -

1H-i ndol e Cmbm“Aé#m%érQ?%g simlarly to preparation | starting from

5- chl or 0- 1H- i ndol ®,if n¢ressa0e Rpdetysmgphoenirrtiungion ob the asatonrd af penplevt.l i qui d

(quantitggi Ve ekahek -byllBWRidPMED dineradbhsMsoh & Fthle ddoldthe BHrocedufd (sept,

EII-.Ilzl)D , g 812_ Eg\?vélé ,]_y,,;')?w??@gsa( éf%g J](']J}]idjzbﬁgé@%%ﬁ\f% Q{ftqiﬁz,i nger( gc?d n;léa rﬁenz,' &1% (d,

1- p- (1, 1- di neintipolued hijfoyphlady lif sufrghaid/bim5- (tri fl uor omet hyl ) - 1H i ndol e
Wrking simlarly to preparation | starting from

3-tert-butyl benzenesul phonyl chloride, the expegied product was obtained as
a yellowsolid (yield = 9899 20 Mp. = 85C. PREHARATION |V

1-114- (1- et hyl et hyl ) phenyl | sul phony11- 5R% riftyorOkkt hyl ) - 1H i ndol e- 2- boro
nic acid 2514.03 nL (22.46 mWRig = e) of butyl-Iithium (BuLi)
was added dropwi se to a solutio : mV) of the conpound '
obt ai ned according to preparati n 50 ﬁb.g tetrahydrofuran cooled to
-78C. The reaction m xture was be@t&d~NO rR8M tenperature and stirred for
an additional 20 minutes. Afté&2 coolingitgy-78C, 5.87 nL (25.45 nM of
triisopropyl borate was added. The r §(bn 30 m xture was stirred at room
tenperature for 18 hours, hydrolysed W tR850 niL of W@@ r and extracted
with ethyl acetate. The organic phase was dried over gnesiun1sulphate and
evapor at under reduced pressure to give 6.5 g of a green oil. The crude

S v, Lok e S bl St LD e 4

- (chl ar.0) - - (1- e e phenyl ] sul pho -
T a0l e b St oL dorputa Vit (g P qhAiga Brorh RS MR BReYomaound of a1 ng
fromthe confoounld OHf abped astiorddiofg stiphpmydgamatdoopribing tpheagex peith ed

product was i %K#ﬂﬂ 1 ut S5further purification in the next
reaction. Pﬁﬁgkgk$$ ln&%ﬁn&éﬁﬂnﬂhﬁﬁ@

14[ 3- (1, 1- di net hyl et hyl ) phenyl | sul phonyl | -5-(trifl uoronethyl)-1H i ndol e- 2-
boronic acid




10Wrking simlarly to preparation IV starting fromthe conpound obtai ned
according to preparation Ill, the expected product was obtained and was
used without further purification in the next reaction. EXAMPLE 1

152-fl uor o- 4- 1] 14[ 4- (1- net hyl et hyl ) phenyl | sul phonyl ] -5-(trifl uoronethyl)-1H
- indol -2-yl I nethyll benzoic acid, methyl ester A m xture of 900 ny
(2.19 MM of the conpound obtained according to preparation IV, 540 ng
(2.19 mV) of 4-(brononethyl)-2-fluorobenzoic acid nmethyl ester, 126.46 ny
(0.11 mVM) of tetrakis(triphenyl phosphine)palladium 974.29 ng 20 (9.19 MV
of sodi um carbonate, 10 nL of water and 50 nL of ethylene glycol dinethyl
ether was heated at reflux tenperature for two hours. The reaction m xture
was diluted with water and extracted twice with dichloronethane. The

conmbi ned organi ¢ phases were dri el over magnesium sul phate and evaporated
under reduced pressure. The residueopyaiged was purified by silica gel
chromat ography, eluting 25with cycllg ané.A¥en progressively with a

cycl ohexane / ethyl acetate nixtuRZ (95/%:/v). The fractions contai ning

t he expected product were conbined andtitentrated to dryness under
reduced pressure to give 290 ng of 2-fluaﬁo-44{ -0-(1-

met hyl et hyfi phenyl i sul phonyl ]-5-(trifluoronethyl’)-1H i ndol-2-yl]nmethyl Thenz
oic acid nmethyl ester as a white solid (yield = 25%9. 30Mp. = 132C. 41
EXAMPLE 2 2if Wwhieh ®14R2[R§ dnd 1LG hdvd the Barké hichahdys Babd prviolisig U

| phonyl ]-5-(trifl uorgrret hﬁ%-l i dolt72-yl | nmethyl] benzoic acid 17 ng (0. 40
mVM) of 1ithi um hPFFELMEde WHECHRAEY a” sol ution of 180 ng 5 (0.34 mV) of
ester obt&i ned aecior di figpt t sbagex anphistute iin fbéned inf varebleapyapodiams aof dred 4 ni

of . water. Th%oﬁ_@ﬁ.\?ﬂoﬁpa@d)ﬁrbw&t WeSoslld ad Jn@rofﬂ:h@9}&5%9@1&9@@6&6@@9‘ ature
and then acidifi wih a’solu f IN hydrochloric acjd. A

1on of | yd . er
extracting t W"E‘é‘ﬁﬂla(tbﬁ adreaHN deatitAd A that desCrbrddn stege ak fahe Eecﬁﬁfgig’é@ogxer e
dried over nbghs reatticibaipdagricdbnd feviapocialoageruintiewhick dacleduprocswerke; t 0
give 175 ny ﬁfen2'f| uoro-4-[[1-[[4-(1-
10net hyl et hyTiphenyl ] sul phonyl ] -5-(trifluoromethyl)-1Hindol -2-ylinmethyl The
nzoi c acil® as a whin eeeemnd; sagey the| rgw=reamiom progust thus phiamed Hx Agopted dgoctly
152- et hoxy - 4yith[ phtdshifm(ih-a"®@Avant atdhyds)ip panhihs dloRhengst 4-thad frémfdbu@r et hyl ) -
1H indol- 2-¥hbrret hyl | benzoic acid, nmethyl ester Wrking simlarly
to exanple 17*8PYFting from 4- (brononet hyl )-2- nethoxybenzoic acid net hyl
ester and the coftpeufimternérttmnad dompamdd iof dortralip e man &t icbtained, byt feactmgpect ed
product was i woil (yield = 30%. 20 1H NWR (DVS0d6, 250
MHz) 8 =_1. 1%%%6&2(&0f%5%l9%ﬁ%(212pt Il H), 3.73 (s, 3H), 3.78 (s, 3H, 4.49
(s, 2H),186.58 (s, IH), 6.82 (dd, IH, 7.02 (d, 1H), 7.39 (d, 2H), 7.58 (d,
1H), 7.65 (dd, 1H), 7.72 (d, 2H), H 97 Rés JTH), 8.27 (d, 1H). 25 EXAMPLE 4
2-met hoxy-4-[[1-[[ 411- net hyl et hyl) p% EI phonyl] -5-(trifluoronethyl)-1Hi
ndol - 2-yl | met hyl | benzoic acid O rking simlarly to exanple 2,
starting fromthe conmpound obtai ne rding to exanple 3, the expected
product was obtai ned as a bei ge oi yield = 30 98% . 1H NVR (DWVS0d6, 250
MHz) 42 8 = 1.15 (d, 6H), 2.92 R8ept, 1H), 3Ry s, 3H), 4.48 (s, 2H),
6.57 (s, 1H), 6.82 (dd, 1H), 7.00 (d, 1H), 7.41 (d, 2H), 7.58 (d, 1H), 7.64
(dd, 1H), 7.73 (d, 2H), 7.96 (s, IH), 8.27 (d, 1H), 12.51 (s broad, 111). 5
EXAMPLE 5 in which R3, R4, R5, R7 and Cy have the same meaning as in product 1X,
4-115-chl or oz, 14[ 4- | et . oMo}~ j: - i yl1l-2-
fl uor obenzoi g&gce?h#$we%€¥ur§sb?ée(+?dgQFQ%F{}%? t?'rr%g&}sq Jr:rlfinla_li‘ir F&g%r%;g#ﬁ@%,
starting2@rofa BB {B¥Bnomet hyl )-2- fl uorobenzoic acid methyl ester and the

conpound obt ai nedhaesapstinag of ﬁqrﬂh%ﬂi&c@éﬂgmg 13816 intdiRioR 1P RBIAR Pieplisits Was
obtained as yel Low oryStal on{¥hs! dom and £7 is" Bibory TSOHTAN 55 Sso be

prepared according to a third method consisting of:

a) reacting the compound of formula VII as defined previously with an
25  acetylene derivative of formula XI:



4- [ [5-chloro-14[4-(1-nmethylethyl) ph enyllsul ph onyl] -1Hin dol-2-yll m
ethyl] -2- 15fl uorobenzoic acid Wrking simlarly to exanple 2,
starting fromthe conpound obtai ned according to exanple 5, the expected
product was obtained as white crystals (yield = 34%9. Mp. = 196C. 20
EXAMPLE 7

3-1[1-R3- (1, 1-di net hyl et hyf| phenyl i sul pﬁ%nyl | -5-(trifluoronethyl)-1Hindol -
2- yllmethyll benzoic acid, nethyl ester Wrking simlarly to
exanple 1, starting from 3-(brormrret hyl ) - benzoi ¢ acid 25 nethyl ester and

t he conpound obt ai ned according to preparation VI, the expected product was
obtai ned as an orange oil (yield = 15%. 1HNVR (DMS0d6, 250 MHz) 5 = 1.17
(s, 9H), 3.83 (s, 3H), 4.51 (s, 2H), 5 (s, 1H, 7.50 (m 3H), 7.68 (m
4H), 7.81 (s, 1H), 7.86 (m 1H), 7.95 (s, 1H), 8.28 (d, | H. 30 EXAMPLE 8
3-([1-[[3-(1, 1-di net hyl et hyl ) phenyR3 DR 5-(trifluoronethyl)-1Hi ndol
-2- yllmethyl |l benzoic acid 43 ing simlarly to exanple 2,
starting fromthe conmpound obt a=a ding to exanple 7, the expected
product was obtai ned as a bei ge _crys Fgél i ne powder (yield = 95%9. Mp. =
146C. 5 EXAMPLE 9 R5 (XD)

2-fluoro-4-0-[[3-(1, 1-di net hyl et hyl ) phenyl | sul phonyl1] -5-(trifluoronmethyl)-1
Hi ndol - 2-yl | met hyl | benzoi c acid, nethyl ester Working simlarly to exanple
1, starting hngrciRp landRd eatthgbiesay, inddpeudentp efiens anothet,d h*ydtdgyh awst,ar and

t he conpound i t I uct was
obt ai ned as }(])éwéaeﬁ %@gng]g%g{)?j gwlp Havm—geggtf%% lC%BOAN/Na/En%q% %O%%g

1. 16 (s, H)akaoggorhavig]l to % bquatongy) 6. 67 (s, 1H), 7 18 (m 2H), 7. 47
(t, 1H), 7.6R5@nd RéHach fepBSeftminddpdndent!ydof dike, anbitlks, athydroged atohi)an alloyl EXAMPLE
10

2-fluoro-4- [%r Bigavsxlg %Ltodtl1 (r:raé??'un Ifllifyall}ydﬁoxﬁygmuﬁ’l phonyl11-5-(trifluoronethyl)-
1Hi ndol - 2- y| ¢r Retang|§6 Bé'ﬁlzé‘i)g?thfﬁl"ﬂth the carbonvgpmi tiegw. llchlﬂl@r fg Qt@cmaﬁpl e 2,

starting. frOé?cl&ﬁ(y@%muﬂﬁm‘?é)@a\!d‘@%aﬁ%cﬁgﬁlg' a&gengle%a%m&(@ ofxpect ed

;1)rloduct Was gallq]go%ypgmua |ge crystals (yiel d = 144C. EXAMPLE

254- [ [ 1- 113-RI¢rtesdntyeh Iaydybgdoyp)l@\hmglyltd $uairbdm)atyﬂﬂ, and(trifluoronethyl)-1Hind

ol -2- yl I net
sim | a)r/I y”fo@%%é’“%Fﬂg%ng%ﬁé’F?? dﬁa& #Dr%@qﬁ@ _520r 6&{1 oé?r)} eri20| c
acid met hyl @sféﬂérpr&mcq G c%ﬁ%&ﬂ@dde@b’cfaﬁ ﬁfé@iyac'eaé%pﬁgnaﬂladlﬁmewhaqs. VI,

the expect ede)@mpwsﬁ;(tm&nsalbh@s ﬂﬁ\d)paﬂacﬁux’ﬁrdﬂmldel ind(of zﬁi ek am&%%e su%ﬂ abH NVR
(DNSOdG’ dle mx tr ﬁﬂ'a 1 H% \ (fst’ all_'[q g )(gﬁ) m cf'8 (S
- ‘%e%rs'(e mipg. ! 736“}?“3 1fjAmPle g I‘Hj‘ B
7. 70 (m 4H) reflvx dar FGminlikgs to 8h2$s,(td Jobthid the cAmpRRERARATIVENXI! |
4-115-(trifluoromethyl)-1Hindol-2-yll methylibenzoic acid, nethyl ester
In three separate reactors equi pped for mgpowave heating, a mxture of
9.44 g (32.88 nM of 2-io0do-4-trifl qugorret yl -aniline (or
2-io0do-4-trifluoronethyl -, 3 COOR

R2 H XTIy

20 in which R1, R2, R3, R4, R5, R6, R and Cy retain the same meanings as in the
starting compounds; '

b} if necessary reacting the compound of formula XII with a halogenating agent
for example [-chloromethyl-4-fluoro-1,4-diazoniabicyclo[2.2.2]octane
bis(tetrafluoroborate) at room temperature for about 30 minutes to 2 hours; to obtain

25  the compound of formula XXII



5 benzeneam ne), 6.3 g (36.17 mMV) of nethyl ester of 4-(2-propynyl)-benzoic
acid, 1.15 g (1.64 mM of bis-triphenyl phosphine palladium (l11) chloride,
0.31 g (1.64 mW) of copper iodide, 26.5 nL of triethylamne and 26.5 nL of
di met hyl f ormam de was heated 1 x 10 m nutes at 120C, then 2 x 3 m nutes at
120C in m crowave equi pnent. The conbi ned reaction m xtures were evapor at ed
under reduced pressure and the 10 resid@3e resulting was purified by silica
gel chromatography, eluting with a cycl ohexane / ethyl acetate m xture
(95/5; v/v) then cycl ohexane / ethyl acetate (90/10; v/v). The fractions
cont ai ning the expected product were conbi ned and concentrated to dryness
under reduced pressure to give 6.3 g 44[5-(trifluoronethyl)-
1Hi ndol - 2-yl ] met hyl Thenzoic acid nethyl ester as a light yellow solid
(yield = 619%9. 15Mp. = 127C. EXAMPLE 12
4-[[14[ 441, 1-di met hyl propyl ) phenyl | sul phong}l-5-(trifl uoronethyl)-1Hindol -
2- yllmethyl I benzoic acid 20A stock sol utign was Brepared by mxing 2.9 g
yTeps Rin solution in 14.5 ni

4-(1,1-dinethylpropyl)-benz: chlorlde in 700 'IL of NMP, and the
reaction m xture was stir%g 18 haurB6at roon1tenperature The 25

sol vent was then evapor at under Heduced pressure, &ndn500 ;1L of a

sat urated aqueous s o} u I rlde S added to the.residue
Thus obt ai ned SHFHE Rk ReaRr b Fonkor B SHCEHRR RS FRe Teeaiaheadt BF - of
et hyl acet at etaetingg cémpburafs; a sat ur at ed aqueous sol uti on of NaHCO3 were added
and the ngxtgﬁemﬁggéngghﬁbggﬁi&@s stirred vigorously. The aqueous phase was

extracted tw ce f ethyl 30_acetate. The or?anlc phases were
conbi ned and evasbFecare thedwmpaungd of deenla Kileanthe compound, af forayulEXdhys

formed was dtﬂlidfoﬁtiiﬂwtvht}ﬁhécﬂh afndtoetfcsraimyammsLHeﬁnemévfbhﬂ ih Hieadredned th 1. 2

mL of a stock.solutiaon .o pr ar.e di 25 ¢
of LiOHIin 33f ?rl‘L’e'gfsmh er) %}HP%% rrg&i OF gglfedl?yqt_‘f@% Aot d%i(ﬁl‘%e drlganl c
45 sol vent waba besgpbr gkadplandénmaydride,cg eoons targgmturanier ebait 2de 24 heutsas

di luted gyhth Jefahb@fxs%u@%%%%Icuﬁlbeahdﬁffbmnyrg ochloric acid and
extracted mnph a di chl or onet hane/ met hanol ghure (95/5;, v/v). The organic
phase was then evaporated under a nltrgggn s
purified by semipreparatiye S5HPLC, tR&
4-[[14[4-(1, 1-di met hyl pro o2
(trifluoronethyl)-1Hindol -
= 259% . 114 NWVR ( DMVS0d6, 500

rean%iﬁd the product was

C acid as a beige paste (yield

g = %2 (t, 311), 1.18 (s, 611), 1.55

(g, 2H), 4.51 (s, 211), g- , 1FN F&SZB (d, 2H), 7.45 (d, 2H), 7.65 (d,

1H), 7.69 (d, 2H), 7.85 (5 2H), 7,Q§f€% 114), 8.27 (d, 1H), 1012.92 (s

broad, 111). Working simlaQ¥y\to exanple 12, starting fromthe

correspondi ng sul phonyl chloride deriRéative, the conpdygds in the follow ng

exanples 13 to 26 were obtai ned. EXAMPLE 13 g

154- [ [ 14( 3- mst mduoppREng2,) R Bhdiy | R6, R amd Ly weraonthie pamie-riédningd ais -i the

yIInethylIbegéﬁh%cgﬁfgmﬁggﬁgrance bei ge paste Yield: 32% | FI NVR ( DMS0d6,

500 MHz) 20S = 3574 (s. 313y, 4.52 (s, 2H), 6.62 (s, 1H), 7.17 (m 1H),

7.25 (m 111R9 rvprS@ntScfhYE'Ffi)gen?wBBOY(%ﬁal%f)am‘% 46 (t, 1H), 7.65 (d, 111),

Z 87[Ed [1%11) 7di98reéﬁl?1g ) rea8t1(214ﬁ(dﬂlu(|:t1ﬂi)ls ob&n% (vith Dithiaeh h}'}Ldtﬂ))XIdEXA:\PléE 14
54-[[1-[(5 t hi on ri e -2-

yl I et hyl | oSSR sih t%ﬂx}g)dgér‘?é'%“ La rl’mg EhpLhly¥e! AFhOY 3; ‘i%\/ﬁg?ﬁvswa

500 MHz) 308 preferalgy lséloulzmobewthe(cgmpqq offvnmﬂa(kn 511), 7.53 (d, |

7.61 (m 214), 7.68 (d, 111), 7.93 (m 314), 8.01 (s, 1H), 8.24 (d, 111)

12.98 (s broad, 1H). 46 EXAMPLE 15

4-[[ 14(3-chl oro-4-fl uorophenyl ) sul phonyl | -5-(trifluoronethyl)-1Hi ndol -

yl I met hyl | benzoi ¢ aci d Appearance: beige paste 5Yield: 7%




111 NWVR (DWVS0d6, 500 MHz) = 4.53 (s, 2H), 6.71 (s, 1H), 7.30 (d, 211),
7.56 (t, IH, 7.66 (d, 111), 7.87 (m 411), 8.01 (s, IH, 8.26 (d, 1H
12.89 (s broad, 111). 10 EXAMPLE 16

4-[[ 1- (3-thi enyl sul phonyl)-5-(trifluoromethyl)-1Hindol-2-yll

met hyl ] benzoi ¢ aci d Appear ance: belge pazte Yield: 19% 15 1HNWVR ( DVMS0d6,
500 MHz) = 4.51 (s, 2H), 6.53 (s, 7.26 (d, 1H), 7.36 (d, 2H), 7.63
(d, 1H, 7.72 (m 111), 7.90 (d, 211) 7.96 (s, I'H, 8.23 (d, 1H), 8.59 (s,
1H), 12.91 (s broad, 111). EXAMPLE 17 20

44 1-[ (3, 4-di hydr o- 2H L5- benzodi oxepi n- 7- yGsul phonyl ] -5-(tri fl uoro-nethyl) -
1H i ndol - 2-yl I met hyl | benzoi ¢ aci d Appearance: beige paste Yield: 27% | HNVR
(DVB0d6, 250 MHz) 258 = 2.10 (q, 211), 4.14 (t, 2H), 4.21 (t, 2H), 4.50 (s,
2H), 6.65 (s, IH, 7.01 (d, IH, 7.10 (d, é}ﬂ,R 31 (d, 2H), 7.40 (dd,
111), 7.65 (dd, 111), 7.87 (d, 2H), 7. %éa%s ©OB3 (d, 111), 12.88 (s
broad, IH). EXAMPLE 18 30 R
44[ 1-[ P- (1- et hyl - 1H pyrazol -
ndol - 2-yl | met hyl | benzoi c acid A
(Dwvs0d6, 500 MHz) 8 = 3.90 (s, , 6.58 (s, 1H), 6.77 (d,
IH), 7.37 (d, 2H), 7.56 (t, | : , 7.77 (d, 1H), 7.88 (d, 2H)
7.96 (s, 1H, 8.05 (m IH, 817 (m I¢$" .26 (d, 1H), 12.87 (s broad,
111). 5 EXAMPLE 19 Rg

4-1[14(5,6, 7, 8-tetrahydro-5, 5, 8, 8-tetranet hyl - 2- naphtﬁgpenyl)sulphonyll 5-
(trlfluoronethyl) 1FL|ndoI 2-ylinmethylibenzoic acid Appearance: bei ge paste

10Yiel d: 16% 0 1 58
s ! iH) %M’g 4 %8 %ﬁé %@Z@nd]%}peé{g@’th%% %e&?%%s ;rglﬂ)g 2 (o
IH), 7.66 (dSta@FBCOWP‘B@ ﬁd 2H) .97 (s, 114), 8.31 (d, 1H), 12.91 (s )
Zriig 13‘-!3)54%1 15 Eﬂ%hﬁauﬁ@s of formula]accordm to the invention in wl%lch lf{|9 representtsh 1) - 1H
e ri fl.uoro
1S AR el e ol (Ll ety )
(DVB0d6, 500toMHehrtiBmeth®d 88nsising®k) , 4.56 (s, 214), 6.42 (d, 1H), 6.65 (s,

1H), 7.36 (d, 21
1I:|__|)4) 8. 30( (d, 1"@3 rea%bn‘égtg@ dcs()ﬂﬁ}rdgﬂ% of JBZS‘/?[tEj)XVAVII\t/IKD L’cﬁ@ akdlylentel Abrivafiv@®r( S

4-1[14[4- (1, torgplaeth é%fﬁvrl)qsﬁ‘éﬂgﬂbj ga BMGS’f(CPPFOW dRshdsmed 1y $falysty i ndol -
2- ylinmetthyl behaoipgilaiind such as for example bis(triphenylphosphine)palladium chloride,

and of an organic base such as diethylamine or triethylamine, in a solvent for example

1] -5-(trifluoronethyl)-1H
paste Yield: 27% 47 1H NWMR

dimethylformamide, under reflux, for 30 minutes to 8 hours, to obtain the compound
of formula le:

R4
R3 COOR
R1
DS
R2 \
879
07\
15 R8 (Ie)

in which R1, R2, R3, R4, RS, R6, R8, R and Cy retain the same meanings as in the
starting compounds;
b) reacting the compound of formula le thus obtained with lithium hydroxide in
20 a solvent such as tetrahydrofuran, at room temperature, for about 2 to 24 hours,
preferably 18 hours, to obtain the compound of formula Id as defined previously:



Appear ance: beige paste Yield: 27% 30 1H NVR (DVS0d6, 500 MHz) = 1.22 (s,
9H), 4.52 (s, 2H), 6.60 (s, 1H), 7.29 (d, 2H), 7.51 (d, 2H), 7.65 (d, 1H),
7.70 (d, 2H), 7.85 (d, 2H), 7.98 (s, 1H, 8.27 (d, li-1), 12.88 (s broad,
1H). 48 EXAVPLE 22

4-R1-[ (2, 3-di hydro-1, 4- benzodi oxi n- 6-yl ) sul phony1] -5-(trifluoronmethyl)-1Hn
dol - 2-yl I met hyl | benzoi ¢ aci d Appear ance:2s5bei ge paste 5Yield: 24% | FI NVMR
(Dvs0d6, 500 MHz) 8 = 4.23 (m 2H), 4.27 (m 2H), 4.50 (s, 2H), 6.61 (s,
IH), 6.96 (d, 1H), 7.12 (d, 1H), 7.32 (m 3H), 7.64 (d, 1H), 7.88 (d, 2H),
7.97 (s, 1H, 8.24 (d, 1H, 12.90 (s broad, 1H). 10 EXAMPLE 23

4-[[14] 3-(1, 1-di et hyl et hyl ) - 4- (et hoxy) phenyl | sul phony11-5-(trifl uoro-neth
yl)- 1Hindol-2-yl I nethyll benzoic acid Appearance: beige paste 15Yield: 32%
11-1 NWR (DVS0d6, 500 MHz) 8 = 1.19 (s, 9H), 3 8@ (s, 3H), 4.49 (s, 2H),
6.56 (s, 1H), 7.06 (d, 1H), 7.29 (d, 2H), 1H), 7.66 (d, 1H), 7.70
(d, 1H), 7.86 (d, 2H), 7.96 (s, 1H, o 90 (s broad, 1H). 20
EXAMPLE 24 R1

4-[[ 1- (et hyl sul phonyl)-5-(trifl garoe -2-yl I met hyl ] benzoi c

aci d Appearance: beige paste Yi @ NIVR (DVS0d6, 500 MHz) 5 = 1.06
(t, 3H, 3.52 (q, 2H), 4.4 LHF, 6 R61H), 7.39 (d, 2H), 7.62 (d,
1H, 7.91 (d, 2H), 8.01 (s 1 , 8. 07 (\§l,;§l) 12.94 (s broad, 1H). EXAWMPLE
25

304-[[ 1- (2- napht hal enyl sul phony1) - 5- 8 ri RBuor onet hyl ) - {. i ndol - 2-yl | met hyl ]
benzoic acid Appear ance: bei e Yi Id 30% 49 1 0d6, 250
M) 8 = 4. 60 (5, Cotgn cgmpgings ab F‘(;‘“g‘f’ g iygntiog} gan ajs Rfﬁi?a %Bccmﬁ% (d,
.2H), 7.98 (ntoaBﬁifthnﬁthbﬂcbﬁhxstihlg)of .33 (d, 1H), 8.65 (s 1H), 12.84 (s

broad, 1H). EXA%P

4- [[14[ 2- met hyl J‘egctﬁ%y ahorFTp%téor{iffll mIpO r(IJdnf/) forg] u&at ARl hho?%r?tledtemfﬂe) 1Hi nd
ol - 2-yli n®t h?@W‘@éﬁQ@fﬁ@@@h%lﬂppear ance: bel ge paste Yield: 15% 10NVR
(DVB0d6, 250 MHz) 5 = 1.02 (d, 6H), 2.35 R4, 3H), 2.82 (sept, 1H), 4.36 (s,
2H), 6.67 (s, 1H), 7.09 (d, 1H), 7.3 R77.31 (d, 1H), 7.44 (dd, 1H).
7.60 (dd, 1H), 7.82 (d, 2H), 8.02 (d, 06 (s, 1H), 12.86 (s broad,
1H). 15 PREPARATION VI I |

)

H (XIID)

in which:
R3 and R4 each represent, independently of one another, a hydrogen atom, a halogen
10 atom, an alkyl group having 1 to 4 carbon atoms, a hydroxyl group, an alkoxy group
having 1 to 4 carbon atoms;
R7 represents a -COOR group in which R represents a hydrogen atom or an alkyl
group having 1 to 4 carbon atoms, a bioisosteric group of carboxylic acid or a -CN
group; and
15  Cy represents a phenyl group or a heteroaromatic group having 5 or 6 ring members;
in the presence of a base, such as in particular butyl-lithium (BuLi) or lithium
diisopropyl amide (LDA), and of a solvent such as tetrahydrofuran or ether, at a
temperature from about -78°C to 0°C, preferably at -8°C, for a time from about 1 to
24 hours, preferably 2 hours, to obtain the compound of formula Ij:



4-[ (5-chl oro-1H i ndol-2-yOnet hyl | benzoi ¢ acid, methyl ester Wor ki ng

according to the procedure of preparation VII, starting from 4-

chl oro-2-i odo-aniline, the expected product was obtained as a beige solid

(yield = 5099. 20Mp. = 118C. Wor ki ng according to the procedure of

exanple 12, starting from preparation VIII and the correspondi ng

sul phonyl at ed derivative, the follow ng éxanples 27 to 29 were prepared. 25

EXAMPLE 27

4-[[5-chloro-1-[ (4-chl oro-3-net hyl - phenyl ) sul phonyl ] - 1Hi ndol-2-y11-

met hyl | benzoi ¢ aci d Appearance: beige paste Yield: 8% 30 1H NVR ( DVS0d6,

250 MHz) 5 = 2.27 (s, 3H), 4.49 (s, 2H), 6.50 (s, 1H), 7.32 (m 3H), 7.57

(m 2H), 7.62 (d, 1H), 7.70 (m 1H), 7.86 (d, ZFD, 8.03 (d, 1H), 12.98 (s

broad, 1H). 50 EXAMPLE 28

44[ 5- chIoro 1-[[3- (tr|fluoronethyl)phen?3 sulphong#] - 1H-i ndol - 2-yl I methyl | b

enzoi ¢ acid Appearance: beige paste 5%gl H NVR (DMS0d6, 250 MHz) 8
= 4.50 (s, 211), 6.55 (s, 1HM, 7.32 (g 37 (dd, 1H), 7.65 (d, 1H),

7.77 (t, 1H), 7.86 (d, 211), 7«8 »(m 3H), 12.84 (s broad,

111). 10 EXAMPLE 29

+H okt Yi] met hyli benzoic aC|d
Appearance belge paste Yi eRd: 17961H\Nt. (DVBS0d6, 250 MHz) 158 = 4.46 (s,
2H), 6.37 (s, 1H), 7.21 (dd, 1H), 79325 dd, 1H), 7.36 (d, 2H. 7.60 (d,
1H. 7.70 (dd, 1H), 7.90 (d. 214), ﬁRéd 1H. 8.53 (dd, 1H), 12.89 (s
broad, 1H). PREPARATI ON | X )
N p- i 0do- 4- (trifluoromethyl)-phenyl]-3-(1-nethyl ethyQbenzenesul phonam de
20 67.78 g (309.92 mM of 3-(1-nethylethyl)-benzenesul phonyl chloride was:
added dropwi wevlodler a period of 10 minutes to a solution of 72 g (250. 86
M) of 2- i ofp; Aot kB kRUORGMRENKD- ﬁaﬁ' d:j/ R&aih Mhe 38n&meahinBY b Gh MR %Hm"ghe
react|onfp1xture S stirred for 21 hours at roomtenpérature. Next, 42.22
g (752.57 mPPUBGY assi um hydroxi de and then 250 nlL of water and 125 nL of
di oxane wer e addexif n&feksary rediciag or sxidiging dhie contpound oBformelh [jaccordingao at ur e,
then 64 h°“rt??%tqe;{tcﬂiél{uc&r”%ecﬁﬁtdé%é‘nb%ﬁCfn &a é’ }Qf{he%egﬁlﬂrrﬁetﬁ‘&d tS%h% the
t emper at ur e, m Xt ure
and 325 niL ofommomndpffoseRiadri ¢ aci d, and extracted three tlnes mnth 500 niL
of ethyl acetate. The conbi ned organi c phases were dried over magnesi um
sul phate and evaporated under reduced pressuga The residue obtained was
purified 30 by silica gel chromatograph elluting with a cycl ohexane /
et hyl acetate m xture (90/10; v/v) then %'  A). The fractions
contai ning the expected prodi d concentrated to dryness
under reduced pressure to give b1
i odo-4-(trifluoromethyl)-phen et hyl ) - benzenesul phonam de as
a beige solid (quantitative yilg 3( DM50d6, 300 MHz) = 1.15
(d, 6H), 2.94 (sept, 1H), 7. LE R54(m 4H), 7.73 (dd, 1H), 8.11
(d, 51H), 9.99 (s broad, 1H). EXANPLEsSB 4- [ (RS)-hydroxy '
[1-[[3-(1- nethylethyl)phenyl]sulphoﬁylx 5-(trifluoro-nethyl)-
1Hindol-2-yl |l net hyl | benzoic acid, nethys ester 10A mixture of 117.72 ¢
(250. 86 HM) of N42-iodo-4-(trifl uoronethyl)- 0y
phenyl ] - 3- (1mredibnl et hyl ) - benzenesul phonam de (preparatlon | X), 52. 48 g

275. 95 opynyl ) benz |c acid nmeth er

(5 R o s Rl ot T B R REORI DR e ol Mediig i s Girging 14 1
mV) of coppetonfmupd;and) i odi de, 150 nL of diethylam ne and 500 ni of
di met hyl f or ng r The
sol vent was e\g/rg%glr{ét% aegn%ﬁxgsé}&ﬁﬂdéggg@%gg% e a]%td’ a’[lﬁjdlnli{%g G\al@i&é{)ﬁrl fied
by si | i ck geMtomhg bYipwd2EPRY, el uting with a cycl ohexane / ethyI acetate
m xture (95/&; RY/avidl thﬁi}mplt fIRS SHiMelng MhHoR oGyl WEKANS 4re Blitaledaget at e

m xture (70/30% éﬁ% Ege fractlons contai ning the expected product wer e
conbi ned and“CdHeeHHR o dryness under reduced pressure 20 to give 102

g of 4-[(RS)- hyad dwydeasspiy3hydrelysinp yheeestey | fupttion yif thesedngioony of fGmula (1),
(trifluor Omfo?é}r%;nﬂi%’?@ lactfsny bl g‘fn‘flﬁ@f!tlklgh‘g@&?dhcasaﬁt%-ﬂ eﬂf@&la)ﬂg ©3:68edfRs N

orange oil 1H NVR ( DVsS0d6, 300




8 =1.08 (d, 3H, 1.10 (d, 3H), 2.85 (sept, 1H), 3.86 (s, 3H, 6.50 (m
2H), 6.80 (s, 251H), 7.53 (m 7H), 7.95 (d, 2H), 8.01 (m 1H), 8.23 (s,
1H). EXAMPLE 31
4-[[1-[[3-(1- et hyl et hyl ) phenyl | sul phonyl]-5-(trifluoronethyl)-1Hindol -
yl I met hyl | benzoi c acid, nethyl ester 30154.3 nL (966 mM) of triethylsilane,
10 nL of trifluoroacetic acid and 122.427mL (966 m\V) of boron trifluoride
di et hyl et heratewere added successively, dropwise, to a solution of 102.7 g
(193.21 mV) of ester obtained according to exanple 30 in 1 L of
di chl oronet hane. The reaction m xture was stirred for 1 hour at 52 room
tenperature, then poured slowy into 1 L of ice water. After decanting, the
organi ¢ phase was washed successively with 0.5 L of mater 0.5 L of a
saturated aquequg, lﬂg'ep%ef&m F&‘RF R3SV ReCAt b&,”@%t‘i Ltr&itméé\@(t e _then
dried over maghesium S evapora t€d un uce pressufre. The
resi due obtaPW@Hm9¢N&§ﬂﬂW4ﬁwé&S@?e§Wﬁl@31gel chronatography eluting with
a cycl ohexane / ethyl acetate m xture (95/5; ‘%)cﬁhen progressively up to
cycl ohexane / ethyl acetate m xture (80/R28; v/lv).||The fractions contai ning
t he expected product were conbi ned and NCE &@ dryness under

ield = 78% . | HNVR ( DVS0d6,

reduced pressure to give 78 Rbf 44[ 1-
Rﬁlss (s, 311), 4.54 (s, 211),

560 (m 4H) . 7.91 (d, 211).

-1H i ndol - 2-yl i met hyl Thenz

oic 10acid nmethyl ester as a p
300 MHz) 5 = 1.08 (d, 6H), 2.86 Pt N
6.62 (s, 1H), 7.38 (d, 211), R245 (t, ll—j).
7.95 (m 111), 8.25 (d, 1H). 15 EXA
4-[11-[13-(1- et hyl et hyl ) phenyl ] sul p on’:ﬁ% 5-(trifluoronethyl)-1Hi ndol -
ylimethylibenzoic acid Wor ki ng si arly to exanplle) 2, starting from

L, comoundply BTy, 13, 1 K06 A0 S Rl ShESha 8 i ol 1

N- (2-i odo? 4- ¢lapting|cgmpewit hy| ) - pheny1) - 4- (1- met hyl et hyl ) - benzenesul phonani de
370 pi (2.09 MV @Emﬁn (c&mﬁ@hﬂyb&idﬂ&ih bemzeneatibp banlto Bdprepireeadtastimdded 25
toasolutlonoﬁ% tg% tm\/%(ti -iodo-4-(trifluoromethyl)aniline in 5
mL of pyridi Ked SIS P ur e was stirred for 18 hours at room
tenperature, thenapmacteg thetaforsmentigfed pompguedvf feoiule 1Grwigh ad Nidehyde
hydrochl ori ¢ jagifive ShRrliture was extracted with 3 x 10 nL of ethyl
acetate. The conbined organi c phases werergried over magnesi um sul phate and
concentrated under reduced pressure.pgshe fesi 30 obtai ned was purified
by silica gel chronmatography, eluting W ascycl ohexane / ethyl acetate

m xture (90/10; v/v). The fractions co g the expected product were
conbi ned and concentrated to dryne3s=gnde educed pressure to give 430 ng
of NN 53 (2-iodo-4-trifluoronethy 1-phenyl)-4-(1l-nethylethy |)-benzen

esul phondfn i deasa yellow solid (yield = 55%. M pXI\ 101C. Wor ki ng
simlarly to preparation X, starting fromthe correspondi ng 5sul phonyl
chloride derivative, the conpounds of preparations XI and Xl were

obtai ned.  PREPSRATI ON XI

N- (2-i odo- 4- RBrainH |R4ﬂOé’a6HBéﬂi‘¢é;Bntp hﬁeydn)ieﬁﬂy(df obreGhoiBED Y Ih@ﬂﬂ@géﬁ atb@na anledh

S P AR SR uollhbin? o s XeSbf iy ) RGO 01
9.99 (s tbﬁoa@roumslmﬂﬁglmﬁrowaWSX|l
N-P-1i odo- 4- (i gr%%ﬂé%g@ﬁmw@% Mllalh&el%aﬂinmlérgﬂs@ H”aetn@sl or?dJnﬂgleh;l%%@épxazi ne

6- sul phonam d Appear ance: orange solid Yield: 81% Mp. =

LG represents an iodine atom, a bromine atom or a tosylate or trifluoromethane-
sulphonate group;

20  in the presence of a base, such as in particular butyl-lithium (Buli) or lithium
diisopropyl amide (LDA), and of a solvent such as tetrahydrofuran or ether, at a



PREPARATI ON XI I |
25N- (2-io0do-4-(trifl uoronethoxy)-phenyl)-4-(1-nethyl et hyl)-benzenesul phonam
i de Wrking simlarly to preparation X starting from 2-iodo- 4-
(trifluoronethoxy)-aniline and 4-(1-nethylethyl-)-benzenesul phonam de
chl oride, the expected conpound was obta%ned as a brown solid (yield =
919 . Mp. = 72C. 30 PREPARATI ON XIV
N- (4- chl or o- 2-i odo- phenyl ) - 4- (1- met hyl et hyl ) - benzenesul phonam de 54
Wrking simlarly to preparation X starting from 2-iodo-4-chloro-aniline
and 4-(1-nmethyl ethyl-)-benzenesul phonam de chl ori de, the expected conpound
was obtained as a white solid (yield = 7599 . Mp. = 149C. 5 EXAMPLE 33
4- KRS) - hydr oxy[ 1- 1[ 4- (1- et hyl et hyl ) phenyl ] sul phony11-5-(tri fl uor o- met hoxy)
- 1H i ndol- 2teyiperagtrh fioinbemmid i B8°ade @°C npefeydblest -€7C, for a time frimbrakouwtg to
simlarly to I t ' ied in 10
preparation %fﬁ??gﬁﬁgégg é@?@@ﬂg%ﬁ%%ﬂk%hﬁggﬁgg?g?%ggp%gh?he formof a
yellow solid (yield = 69%. 1H NWR (DvS0d6, 250 MHz) 5 = 1.13 (d, 6H), 2.91
(sept, 111), 3.85 (s, 3H), 6.45 (m 211), 6.R% (s, 1H), 7.31 (m IH), 7.38
(d, 2H), 7.48 (d, 211), 7.63 (m 1H), R3 ) Ub, 7.92 (d, 2H), 8.12 (d,
1H). 15 EXAMPLE 34
1-[ [ 441- met hyl et hyl ) phenyl Ry
yl I met hyl | benzoi ¢ acid, nethy
exanple 31, starting fromthejiestd - anpl e 33, the 20 expected conpound
was obtained as a white soljPfyFeltN= 8L99H M p. = 103C. EXAVPLE 35
1-[[4-(1-nethy|ethyl)phenyRFsuIphonyﬂE:GL(trifIuoronethoxy)-lk#indoI-2- 25
yl I met hyl | benzoi c acid - Vbrkinﬁ?%inilarly to exanple 2, starting from :
the ester of exanple 34, the expected g®nmpound was obtained as a white '
solid (yield = 769%9. Mp. = 66C. 30 EXAMPLE 36 A
4- 1hydr oxy/[ 1in+HicK:1- met hyl et hyl ) phenyl ] sul phonyl ] -5-(trifl uoromet hyl)-1H nd
ol - 2-ylinmethyll henzoi g,agid t hyl ter. 55 \Wor Ki n imlarly to
oxanpl e 30, ElaRer kg Roofbr Be EYRI8 A EBRaPR came mesPLigs Fah ofF Xariiy
expect ed conpouprdnd®s obt ai ned as a yellow solid (yield = 83%. Mp. = 68C.
5 EXAMPLE 37 g)ﬁ
ro

Wrking simlarly to

) necessar?{| reducing or oxidizing the compound of formula XV according
4-111-[(3,4-d|h¥ -4-met hyl -2 enzoxazi n-6 su
iy

net hy H14—§)£ -y1) onyl 1-5- "
(trifl uor ometord rsatment idensicabloythatilrscribed in flags F)o%f%%ﬁ%coa imethodethghtaiast er
Wor ki ng 0 m thercbipbundeofdomhga ¥ starting fromthe conmpound from
preparation Xl |, the expected conpound was obtained in the formof a yellow
solid 10(yield = 53%%. Mp. = 80C. EXAVPLE %éh [ 5-chl oro-1414-(1 -m
et hyl et hyl ) ph enyli sul phonyll-1Hindolgk yl ]} hydr oxy 15nethyl | benzoic acid,
nmet hyl ester Wrking simlarl yRg exanp e 149, starting from
3- (1- hydroxy-prop-2-ynyl)- H i id ngt ester and the conpound
obtained in preparation XV, {# eXPe
solid (yield = 76%9. Mp. = : ARATHON XV

(XVD
in which:
R1, R2, R3, R4, R8, R9, LG and Cy retain the same meaning as in the starting
15  compound; and
R5 and R6 each represent, independently of one another, a hydrogen atom, a halogen
atom, a hydroxyl group;
or RS and Ré form, together with the carbon atom to which they are attached, a
carbonyl group (C=0);



4. -RIRS) - 1- hydr oxy- 1- net hyl - 2- propynyl | benzoi ¢ acid, nethyl ester

Under argon, 44.9 nL (22.45 m\VM of ethynyl nagnesi um brom de was added to a
solution of 2 g (11.22 nol) of 4-acetyl-benzoic acid nethyl ester in
solution in 25 40 nL of tetrahydrofuran and the m xture was stirred

overni ght at roomtenperature The reaction mxture was diluted with a
saturated aqueous solution of NH4CL and?2extracted 3 tines with ethyl
acetate. The conbi ned organi c phases were dried over nmagnesi um sul phate and
evapor at ed under reduced pressure. The residue was purified by silica gel
chr omat ogr aphy, eluting with a cycl ohexane / ethyl acetate m xture
30(80/20; v/v) and the fractions containing the expected product were
conbi ned and concentrated to dryness under reduced pressure to give 2.3 g

of 4-(1-hydroxy- - 1-2- { G,:@Gl I .a white
solid (yield = 3357@?3&%%%\%3 P%k}%@é@?“fé‘g%”fmﬂ’z?"“ﬂé*é“%@@"??ﬁéﬁ%a?fg‘)ﬁt“ 3.57
(s, 1H), 3. 8the(psesered)of ascapdyst Hasediqn paflagom (sgch afor ezamyge pgliadpy acetatgX AVPLE
29[ 1414 341 (1)f g _Iigar;dhoil‘" thehpl'llolsphgne tylpe suclzh ﬁs forlexalgplettri_tefrtl-butyl phos hirlle, 0{ I_al_ i ndol

- , 1-di e enyl ]sul phonyl | -5-(trifl uorpone - i ndol -
Lyt 1 oy SRS G PR S i e R b or ckam B GRENAI iRy o |y
to exanpl® 30ndestafhixi fog 30 nonutehie 48dtoers, wibedinméd domppumbafatmdalkKV and t he
conmpound obtained in preparation Xl, the expected conpound was obtai ned as
a beige solid (yield = 709. Mp. = 70C. 10 BXAVRLE 40
44[ 5- chl or 0- 1- 114- (1- et hyl et hyl ) phenyl i -1Hindol - 2-yl | methyl]
benzoic acid, nethyl ester i gﬁhy'to exanpl e 31,
starting fromthe ester of exaly conpound was obt ai ned
as a white solid (yield = 74%.
44[ 5- chl or 0- 1- R4- ( 1- net hyl et hyl
met hyl | benzoi ¢ acid Vor king sty y
ester of exanple 40, the expeghed conpoung
(yield = 79%. Mp. = 192C. 25 EXAMPLESPD
4-[[ 14[ 4- (1- net hyl et hyl ) phenyl ] sul ph nyI$85-(trifIuoroqﬁghyl)-lkkindoI-2-
yl | met hyl | benzoi c acid, nethyl ester Wor ki ng sim Arly to exanple 31,
starting from whish&lt &2, BB, B4atpIR6, B8, ROreedopretaie thecemganesdingeas iobheai ned
as a pink soli@inceheb8um. 7299 . 30 Mp. = 123C. 57 EXAMPLE 43
4-T[1-[[4=(1-met et hyl enyl i sul nyl | -5-(trifluoromethyl.)-1Hj ndol -2-
yl | met hyt¥ benzoi C¥Q%F?1XP3LE’BS 0 fo%ﬁlzﬁmég‘g’i“i’ﬁlﬁ g‘? (e Wﬁe%wﬁﬂﬂl‘é“éf E{ét ggt i ng
fromthe estetd 8P reprasapt @ Mdrogehatdn expbe pegacdmpoardtigwas abteh meghak a
white solid éé(lﬁﬁ"'g sp42% . Mp. = 227C. EXAVPLE 44
4-1[1-[(3, 4-di ydr%-4-nethy|-2FL1,4-benzoxazin-6-y|%su|phony|]-5-

10(tri f1 uor omet hy#) teaging e compgundaed foymuls W2 opreraied @ccordingye stagg a) of
Wor ki ng si ni hardfrehRn@dRAReEondlmethba it rop207R-1 1og i1e Slecprehce yptmireus37, the
expected.co %%pd %a%.obtaineg as a 1ié.e s?Iid HeLd = g4@?.hhﬂgh = 63C
15 EXAIVPI]_% 4#dide and of a catalyst based on palladitim; for example bis(tripheny! phosphine)
4- 1] 14( 3, 4- dpaliadium(l) nedtdride; 2iHd 107 -abeorgaxiazhase cloy | xempishdingetilyl@nine or
(trifluorometfylyantie] RiQ dinabid BN k&S BZRhAe AN dimethylformamide, at a

temperature between room temperature and the reflux temperature of the solvent, for

5Nyl | - 1H-i ndol - 2-yI 1 20
R® exanple 2, starting fromthe
%as obtained as a white solid

a time between 30 minutes and 6 hours, to obtain the compound of formula XVII:

20
R1
\
izg:: :N OH
R2 \
//S‘:’—O
O\

R8 (XVII)



Wrking simlarly to exanple 2, starting fromthe ester of exanple 44, the
expect ed conpound was obtained as a white solid (yield = 31%. 20 Mp. =
206C. EXAMPLE 46
4-1(RS)-1-[1-[[3-(1, 1-di net hyl et hypphenyl ] sul phonyl | -5-(trifl uoromet hyl)-1H
i ndol - 2-yl | ethyl | benzoi c acid, nethyl e§éer 25Wrking simlarly to exanple
31, starting fromthe ester of exanple , the expected conpound was
obtained as a beige paste (yield = 62%. 1H NVR (DVS0d6, 250 MHz) 5 = 1.13
(s, 9H, 1.62 (d, 3H), 3.83 (s, 3H), 5.03 (g, 1H), 7.01 (s, 1H), 7.28 (d,
2H), 7.43 (m 2H), 7.54 (m | H), 7.67 (m 2H), 7.83 (d, 2H), 7.99 (s, IH),
8.25 (d, 1H). 30 EXAMPLE 47
4-1(RS)-1-[1-[[3-(1, 1-di net hyl et hyl ) phenyl ] sul phonyl ]-5-(trifluoronmethyl)-1
Hi ndol - 2- yl | etviyith BéRDawel RE rathin B2 same mealfihgk anig the starkiag bympaundxanpl e 2,

tart f th b d
S5 whi 1o cryst al ?b?ﬁﬁ fngthe FERTREOAR S BERE S ERTCHAY Gy ghient e
113- (1, 1- di nbrefmya hW*}‘b}Hér@hOF@W%UthﬁWlde i @t suipplgosodyeat. nipr )examplendm 2-
yl'l methyl | beﬂiéﬁlbﬁmﬁ.@haﬁie ABb&W lteBfdr@ilre, for a tifle Tioxt Wit Ofto 39RufY 1d Opthid M) of

N42-i odo-4 r|quor t.h | ] 3-

(1, 1- dlnéihy SERTPYY @ﬁ&%ﬁ% %anlde obtained in preparation X, 90 ny
10 (0.52 nV) of 4-(2- propynyl) benzoic acid nmethyl ester, 9.08 ny (0.01 nmv)
of bistriphenyl phosphi ne pal |l adiRdqg (11) chloride, 4,93 ng (0.03 nV) of
copper iodide, 2 nL of triethylamfe~and- nL of dlnethylfornanlde was
heated 2 x 20 mnutes at 120C in i pmrent. The reaction m xture
was diluted in water and extract ed>Fgy etate. The organic phase
was dried over magnesi um sul phatR2 15 and vagorated under reduced pressure.
The resi due obtained was purified by Slb gel chromatography, eluting
with cycl ohexane / ethyl acetate then progR355|vz g,ﬁith a cycl ohexane /

et hyl acetate m xture (80/20; v/v). The fraction d ai ni ng the expected
product were combined and concentrated to dryness under reduced pressure to

gi ve 83 NU Of which R1, R2 and RS retain the same meanings as in the startm com ounds;
44[ 14][ 3- ﬁi 1- dlneth Iethgﬁ@ghenyl phonyl[-5-(trif

yly)-

201H i nddL- 2- yI | wEERRHNEH rf‘ene&eper?%mﬂm of &rmyla %‘%W@ %Efrmwvm eld =
38% . | HNVR ¢Obbods XIRO0 MHz) 8 = 1.17 (s, 9H), 3.85 (s, 3H), 4.52 (s, 2H),
6.59 (s, 1H), 7.36 (d, 2H), 7.47 (t, 1H), 7.67 (m 4H), 7.90 (d, 2H), 7.95
(s 1H), 8.25 (d, 1H). 25 EXAWPLE 49 o,

4-0-[[3-(1, 1- d|nethylethyl)phenylI§§Iphony1] 5-(trifluoronethyl)-1Hindol -
- yl I nmethyl]benzoic acid Yy BNIiRRarly to exanple 2, starting
fromthe ester of exanple 48, the ex d conmpound was obtalned as a white
solid (yield = 83%. 30 Mp. = 128C. EXAVPLE 49a
4-R1-1[ 3- (1, 1-di nmet hyl et hyl ) phd@yl)iBul p onyl]( Ik}rlfluoronethyl) 1H i ndol -
2- yllnmethylibenzoic acid; sodiumsalt 15.5 ng (0.39 m\V) of sodium
hydr oxi de was added to a solution of 200 ng 5 (0 39 mV) of
4-[[1- [[B&(lmiﬂdﬂnethylethyl)phenyl]sulphonylj-6 (trifluoronethyl)-

1H i ndol - 2- b ti

i xt ure vas: G el £ BAGLE AGlSToL 3 Heveriraftant BB WEs HGEnac "
vacuum t o obmempero5 ng of the sodium salt of

44[ 14[ 3- (1, Irghperhyhat ﬂé}!ﬂe%d?ﬂﬂqm/d Eﬂ@nﬂi@mﬁﬂd arfther, a hydrogen atom a haloge

(Gt L0 oA\ B b LS b SRRLS hgcﬁyxyl%?e% LSy el o

1H), 7.1 ( dhaviig)l to7 chgbotaforhs; Ia&d 7.62 (m 2H), 7.73 (m 21-1), 7.80 (d,

2 7.91 7
Tou 111-Ra. (X foheselsiy ré?ﬁ%l%”%gh%yﬂ}@s%‘eﬁ'% 9P gf FPPEGEhel A Pane i ndo
| -2- ylinet hngPlbelﬁzf’oﬂEah]@lS@VGﬂ ifer praad ¢ rreikRYe Pa st Wﬁ%@i@&lm

gy (0.39 MMV pedentd lo$(ahyﬂﬁlgﬁ)’%bdl)ﬂn) ﬁdnaamﬁfetﬂaaeemﬂ e rﬂd(aaipf)@ EH,OBr €
added to a solutlon ¥f 20

i et nyl et hy RG] SCR SHR 6 b AT Elg sSR! %ﬂabfﬁéﬁenﬂo% LSRR hyl The
nzoi ¢ 2@3Xaci bktweenrOomritmpdratuet anslithel raffunrtemperdine ofagbe solomt,nox & tine fivas
stirred over rated under vacuumto
obtain 110 ﬁkﬂ?ffﬁ2m§ggga%ﬁgﬁg@@%@@ﬁvp§gﬁgﬁgﬁg§ ane salt of

4-1[21-[[3-(1, 1-di net hyl et hypphenyl ] sul phonyl ]-6-(trifluoronethyl)-1Hindol -
2-yl I met hyl ] benzoic acid as a white solid (yield = 45%. 25 'H NWVR ( DVSO,
400MHz) 8 = 1.17 (s, 9H), 4.45 (s, 2H), 6.49 (s, 1H), 7.23 (d, 2H), 7.48
(t, 1H), 7.62 (m 2H), 7.72 (m 2H), 7.84 (d, 2H), 7.92 (d, 1H), 8.25 (d,
1H).




EXAMPLE 49c
304-[[1-[[3-(1, 1-di met hyl et hyl ) phenyl ] sul phony1] -5-(trifluoronmethyl)-1Hind
ol -2- yllmethyl |l benzoic acid; piperazine salt 15 mg (0.17 mV) of

pi perazi ne was added to a solution of 90 ng (0.17 mM of4-[[1 -[[3 -(1,1
- di net hyl et hyl ) phenyl ] sul phony1] -6-(trifluoronethyl)-1Hindol-2- 60
yl I met hyl | benzoic acid in 10 nL of tetra&hydrofuran. The reaction m xture
was stirred for 1.5 h at roomtenperature, then evaporated under vacuum
The resi due was then washed successively with petroleumether, then with
diethyl ether to obtain 8 ng of the piperazine salt of
4-[[14] 3-(1, 1-di net hyl et hyl ) phenyl ] sul phonyl ] - 6-
5(trifluoromethyl)-1Hindol-2-yl]methyl Thenzoic acid as a white oil (yield
= 49 . IHNWR (DMSO, 400MHz) 8 = 1.17 (s, 9H), 2.70 (s, 4); 4.45 (s, 2H
6.50 (s, 1H), 7.24 (d, 2H), 7.47 (t, 1H), 7.6R4m 2H), 7.73 (m 2H), 7.84
(d, 2H), 7.93 (d, 1H), 8.27 (d, 1H). 10 RREPARATI ON XVI
’ ®Fsul phonam de
4-chl oro-2-iodo-aniline
c e expected conpound was
5 IH NWVR (DVS0d6, 250 MHz) 8 =

, 7.46 (m 5H), 7.88 (d, 1H)),

Wrking simlarly to preparati
and 3-(1-nethyl et hyl ) benzenesul p
obtained as a beige solid (yield
1.17 (d, 6H), 2.95 (sept, 1H), d&
9.76 (s broad, 1H). EXAMPLE 50 =0
204-115-chloro-l-[[3-(1-nethy|ethyl)phgﬁ§i sul phony11- 1H-i ndol - 2-
yl I met hyl | benzoic acid, nethyl ester &or ki ng sigblarly to exanpl e 48,
starting fromthe conmpound obtained in preparation XVI, the expected
conmpound was obtained as a beige solid (yield = 19% . | HNVR (DVS0d6, 250
?/Hz) 1i|)55 ; Lllinlﬁhi(cti,Rl@H)Z,? Rg,.lmz(v,dm%andée% g:ta?xé ﬂﬁlsl(f_i')m,e rB&EQ)Alj\I/lgﬁé5gil‘(hs staptif)g, 6. 46
S, . q. , 7. : , 8. : :
4115-chloro-%yéﬁ%wggqnethylethyl) henyl ] sul phony11- 1H i ndol -2-yl |- 30
met hyl ] benzoi c 3Bf gompounds vﬁfowgeéiﬂ?ﬁorcanw the TeyeRHR, én phickRed RAnB>4 r om
t h?%_ gOWDQUPgRgfang%(RB%@'eE&t_ alt1 lgﬁié@gmgﬁtb%d %ﬁwﬂ Bﬂs%ﬁiiﬂatﬁigi&q) asd ®R7bei ge
SN? ( |2_ i g;(;;)_e 5. (@Feis T%Br%@?@?‘}p- ?)%lébr? yqrﬁ:gér&F accgf%mgq(\)l an eigl?th metl?od. consisting
3-(1,1-d!neth?lethyl)-benzenesu!phonanlde _ Wrking simlarly to
P8 ot P et hy Dbt WeToenieRERs cchipoul) of AT MIMELE eiesant 50
obt ai ned as SAMACLE 2SI (BB dorexpmple diglpromethphein iepkgishee of phase
%044|[ I14P£ §1 1|, Eraﬁfesm:fa_ the_tfgyd:@ap’rpmt X tetrhisut) lpimeopiuln mgjé,fak U m}ilaydt%re Tot i ndlol -
-yl I nmethy e arly to exanple
48, starting ?rﬁ%ﬁ@tﬁgqﬁ%n%%ﬁé ég%oaﬁéé tlljencof)nrpé)pa(g a{?g}lﬁ%*, t he expected
conpound was obtained as a yellow oil (yield = 42% . iff NVR (DVS0d6, 250
MHz) 158 = 1.19 (s, 9H), 3.85 (sR1 4.55 (s, 2H), 6.60 (s, 1H), 7.39 (d,
2H), 7.50 (d, 1H), 7.59 (m 2H), 7. H, 7.92 (d, 2H), 8.29 (s, 1H).
EXAMPLE 53 '
44[14[3-(1,1-dinethylethyl)phenleI2

| -6-¢Nrif1 uoromethyl )-1Hi ndol - 2

- 20 yl I methyl | benzoi c acid /g:i)
0"\
15 R8 (XX)

in which R1, R2 and R8 retain the same meanings as in the starting compounds;
b) reacting the compound of formula XX in solution in a suitable solvent, for
example a mixture of tetrahydrofuran and water, with diethyl dithiophosphate at a
20  temperature between about 80°C and 120°C for a time from about 1 to 6 hours, to
obtain the compound of formula XXI:



Wrking simlarly to exanple 2, starting fromthe conpound of exanple 52,

t he expected conpound was obtained as a white solid (yield = 17%. Mp. =

| 99C. 25 PREPARATION XVII1 N (3 -chloro-2-iodop henyl)-3,4-d ihyd

ro-4-net hyl-2H 1, 4- benzoxazin e-6- sul phonam de Wrking simlarly
to preparation X, starting from 2-i odo- ?j chl oroani line and

3, 4-di hydr o- 4- net hyl - 2H- 1, 4- benzoxazi ne- 8- sul phonyl chloride, the expected
30 conpound was obtained as a white solid (yield = 76%9. 1H NVR ( DMS0d6,
300 MHz) 8 = 2.79 (s, 3H, 3.29 (m 2H), 4.28 (m 2H), 6.79 (d, 1H), 6.95
(m 3H, 7.30 (t, 1H, 7.40 (d, 1H), 9.56 (s, 1H. 62 EXAVPLE 54

44[ 4- chl oro-1-[ (3, 4-di hydr o- 4- net hyl - 2H 1, 4- benzoxazi n- 6-yl ) sul phonyl ] -1Hi n
dol-2-yl I met hyl | benzoic acid, nethyl ester Wrking simlarly to
exanpl e 48, starting fromthe Rrqnmpound obt ai ed in 5 preparation XVIIl, the
expect ed conpound was obtained a dNHJ el d = 18% . 1H NWR
(DVB0d6, 250 MHz) =2.73 (s, 3 2H), 3.85 (s, 3H), 4.22 (m
2H), 4.52 (s, 21-1), 6.51 (s, 1 ‘d, 1H), 6.82 (d, 1H), 6.98 (dd,
1H, 7.34 (m 4H), 7.90 (d, 2HR2805(N1 .10 EXAMPLE 55

44f 4- chl or o-1-[ (3, 4-di hydr o- 4- et hyl - 2F+$" benzoxazi n- 6-yl ) sul phonyl ]-1Hi n
dol-2-yl | nmet hyl | benzoic acid Qgiklng simlarly to exanple 2,
starting fromthe conpound of exanple 54, 15 the ex@e¥bed conpound was
obtained as a white solid (yield = 21% Mp. = 236C EXAMPLE 56
4-1[14[3-(1, 1- hen ]sul nyll- 5- tr|fI oronet h 1H i ndol- 2-
20" yi et hyi ] P2 by DR TR g saite ReqihEicisty U e PR ampl o 2.
starting fromthe wceecpguthd @Mm@ma@pﬁdbhﬁum4XXIpﬁm[@Bﬂ(mommpwuvme in a

- di net hylgt S r Vi ol

et hyl ] - 5 GLRARYRON s ok CMS sl shorh GRRRLY foriiphbat oo

sol ution of %%P%#ﬁﬁ??%@dﬁﬁﬂ%ﬂFBBW@?mFH)i@“ﬂl%ﬂ1oronethane was added
dropwi se to a solution of 200 ng (0.37 MV of this compound in 10 nL of

di chl oronet hane cooled to -78C. The reaction mxure was stirred for 5
hours at -78C, then hydrolysed with 20 nL of vva er. After decanting and
extracting with dichl oronethane, the coMg phases were dried
over nagnesi um sul phate andrg¢oncentrat edynd r re uced pressure. As the
reaction was 30 inconplete, the~xe ut back in solution in 10 nL
of dichl oronet hane at -78C, 0.73 mM) of a 1M solution of BBr3
i n di chl oronet hane was added d¢0px . The reaction m xture was stirred for
3 h at -78C, then hydrol yse2w th mauer ﬁﬁter extracting twice with

di chl or onet hane, the conbi ned or gagﬁzﬁ 3 phases were dried over nagnesium
sul phate and concentrated under re pr essure. The resi due obtai ned was
purified by preparative |iquid chromatography, eluting vii®h H20/ CH3CN 0. 1%
TFA mi xt ur e. inWificH RB,(RZ ﬁﬂ&l&&tﬁirﬁtﬂélsﬁlﬁe hﬁ:@mﬁg@@qﬁﬂﬁ sdrofiedmpiRRgs; conbi ned

d trat d t. 4-T11-
1o (1 0 af et i EPRR R Sw IR G ine, B0 495 BN e pandag o Foltly *2l Ll e
t hyl ] - 2- hydﬁooxyfberriz cbofdhaectd)ra@f amitgrelebaso budh gsylitblachceordittg)to vbgedures 129C.

EXAMPLE 57 J0| known by a person skilled m the art, to obtain, after amd treatment, the
441- ( 3- br onp- benzene Pyﬂg ny ? trif uoronethyI4H-|ndoI ylnethyllben20|c
of formula If in"its {r

acid, met hylco#§Epd ec acid form:

S/YLOH
R1

R2

5 R8 (1i)



17 mg (0.71 mV) of sodium hydride (60% dispersion in oil) was added to a
solution of 83 ng (0.25 M) of

4-(5-trifluoromethyl-1Hindol-2-yl nethyl)-benzoic acid nmethyl ester
obtained in preparation VIl in 2 nL of DMF cooled to OC. After 15 stirring
for 5 mnutes at 0C, 140 ng (0.55 mV) of 3-bronobenzene sul phonyl chloride
was added dropw se. The reaction m xture&3was stirred for 15 mnutes at 0C,
then hydrolysed with 100 nL of a 10% aqueous sol ution of NF4Cl, then
extracted 3 tines with 50 nL of ethyl acetate. The conbi ned organi c phases
were dried over magnesi um sul phate and concentrated under reduced pressure.
The residue obtained 20 was purified by silica gel chromatography, eluting
with a cycl ohexane / ethyl acetate m xture (90/10; v/v). The fractions
containing t t t o dryness
nder e duceg?\gﬁréég?ﬁ ; g% tag& R?LP&ET"{@& &n&qudn’}f‘g@ a8 fHfkhE QBARIY O RNGEhdsS

441- (3- br onobenz dhesaib Bﬁ)dr?ya}?)d %lnﬁtrcrlwfdbr eeraraynds efHormuis b ddyanddk g3n be benzoi
¢ acid met hykefsk@raddmt o@srlyaﬁrge: 8 Blidighsfeyit %rﬁhp—oﬁ%ox NIVR £ddRAES o 300

MHz) 8 = 3.85 3H)

1H)) 7. 67 (mmegr'%ds v@ll l&no(vp b)&ﬁ)pe s'?ng%qkel% mlﬁs arj't;gugky af%? ﬁ'ﬁhog%H)d%ij“E’?fB

8.01 (s, iH) beldw24 (d, 1H). EXAMPLE 58

30441- (3-cycl oprquIcoaﬁaﬁﬁ@eﬁrﬂrmharrya&orémg% {Hetrareaﬂa; hﬁ(kvhi‘dﬁ‘ﬂm sy et hy

|1 - benzoic acid ester ng& nw% tri asrc otassrum
phosphate, 52358y hgdre@nezcwmdrermr Ffrréwrl%r] efradeﬁdg Pweostsmzamﬁﬁ%) 91 mv)
of paIIadiunp&@@kamaxmmdg&)Qﬁwﬂbd@tmnﬁmgwater wer e added to a sol ution of

110 mg (0.20 V) ,
4-[ 1- (3- br onoben? rrreeas?H & H%h Tp%mf‘r GO 8 et A Y B b B3R T - benzo

ic acid nBt h}@reSe@FerOfobit a¢0r#el1n& nagsehnpick 5B ariebiv rrg ('gagst mwlr ofl- (3-
cycl opropyl faﬁﬁaﬂylﬁmﬂfégfb - 3letﬁﬁ dﬁkbdafmﬁdé HEnEr) /Tmycrleapmaeﬁbeﬂmhwo% was

heat ed for at 1 mero ilute

ond ext r act s AT ah et S 17 pRECBRE s bPga et PR ey o
dried over mégritei2drhostsitp ket ¢o trdcpipdreziat exbenyliee of lodusledmpr essure. The
reacti-on was then started again |qaéheF$ané)cond|t|ons as previously (sane
anount of reactant). The reaction mxture ﬁS heated @r 1 hour at 100C in
m crowave equi pnent thq@1drluted RO W ed twice with ethyl 10
acetate. The conbi ned or gam ; drin ovér magnesi um sul phate and
evapor at ed under reduced gsi due mascburrfred by silica ge
chromat ogr aphy, el uting d R@ne / ethyl acetate mixture (90/10;
v/iv). The fractions congsi g tfe ected product were conbi ned and
concentrated to dryness under redye@d pressure to give 54 ng of

441- (3-cycl opropyl - benenesulphﬁhyl) 5-

15tr|fluoronethy1 1H i ndol- 2- ylneﬁﬁylkbenzorc acrd neth%k ester as a yel | ow
solid (yield. = 53%. 1HNMR (DNVSOd6 0O (m 2H), 0.96 (m
2H), 1. 925 mrn mhbchfgl &2, E{g §|_B.5 R_eﬁ g@ E{ganéﬁ)y re@urar,‘kre(sgme E}q?nmgs a)slm(t]ap 1H),
7. 1(33 (mFD4|‘|),sta?trr@4bo(r@ouﬂd§)and7 65 (d, IH), 7.90 (d, 2H), 7.97 (s, 1H), 8.23
20 1 E

2415 (3" vl of ORI eh RS AHB Ay B! Ay PRIk WS B0BF - 2- 1 ety 1 b
enzoi ¢ acid 25vwrbDulﬁg]esqsmryadelpyot@c@mexthmferemenmradtcrorrgaorm@mftﬂqemégtler of
exanpl e 58, LAREXPECH &eﬁ&r@quaﬂkm% gblaaichRd Raled iMhhd 8t 38 d@mpw ) d
=79% . M = 147 PREPA

301, 2- di kBt hy'eating {he sampay @H&hw a3y pqidysuel, a5 triflupygeetic acid in a
trifluoronet laalnaauhqﬂha:snatpemcular d1clﬂ1383rﬂﬂtmane,(tﬂ> ob&indjcybly dnaezt ey |
trifluoronethane QU of
1 (2ot byl - i ni dgg fﬁ&g&&ﬁl %ﬁmﬂg%éja%ﬁﬂ} ﬁ%ﬁl fn #e ggés%&e% a?cénlie&ﬁuw

di chl or onet hagntc sethe st arbyayl rrmeiarz cttBh nmxtaar ergRals sobepedsuebr 23 hour
at 0C, then gpntRehERhRd éinﬁtﬁfm Vtéﬁa eidlurdt AdMBHrO0D to 15 hours to obtain the

1, 2-di net,hy1- 3- eri di.ne- phonyl) 3H i m dazol -1-ium was obtai ned
as a whi {25 p(%ﬁ‘é? E) © 98"”“” % Mp. = 169C. 5 PREPARATI ON XX
N- (4-chl or o- 2-i odophenyl ) - 1- prperrdrnesulphonanide 0.23 g (0.90 nV

of 4-chloro-2-iodoaniline and 0.380 g (0.97 mV of 1, 2-

di net hy1l- 3- ( pi peri di ne-1|-sul phonyl)-3Hi m dazol -1-ium
trifluoronethanesul phonate 10 obtained in preparation XIX in solution in
3.5 nL of acetonitrile were heated for 30 m nutes at 150C in mcrowave

equi pnent. The reaction mxture was diluted wth ethyl acetate and washed
with water. The aqueous phase was extracted three times with ethyl acetate
and the organi ¢ phases were conbi ned and washed with a saturated agueous
solution of sodiumchloride. The organic phase was dried over nmagnesi um 15
sulphate and evaporated under reduced pressure. The resrdue was purified by

e .



20pi peri di nesul phonam de as a pink oil (yield = 35%. |HNVR (DVS0d6, 300
MHz) 8 = 1.47 (m 6H), 3.13 (m 4H), 7.45 (m 2H), 7.92 (d, I H, 9.13 (s,
1H). EXAMPLE 60

254- [ hydr oxyl 5- chl or o- 1- ( 1- pi peri di nyl sul phony1) - 1H-i ndol - 2-yl ] net hyl | - benz

oi c acid, nethyl ester Wor ki ng si T4Iarly to exanple 30, starting from
t he corrpound obtained in preparation XX’'the expected conpound was obt ai ned
as a yellow solid (yield = 88% . 30NVR (DVS0d6, 500 MHz) = 1.34 (m 6H),

3.11 (m 4H), 3.84 (s, 3H), 6.28 (s broad, 1H), 6.32 (s broad, 1H), 6.72
(s, 1H, 7.31 (dd, 1H), 7.47 (d, 2H), 7.71 (d, 1H), 7.87 (d, 1H), 7.93 (d,
2H). 66 EXAMPLE 61

4-115-chl oro- 1- ( 1- pi peri di nyl sul phonyl) - 1Hi ndol - 2- yl I met hyl | benzoi ¢ aci d
met hyl ester Wrking simlarly to exanp (3 starting fromthe
conpound of exanple 60, 5 the expect coppound S obt ained as a white
solid (yield = 17%. Mp. = 133C. Pl A
3- (1- hydroxy- 2- propynyl) - P al
(0.0115 nmol) of ethynyl o- Mva added to a sol ution of 0.7 g
(0.0043 nol) of 3-forrry|-be h ester in 25 nL of

t et rahydr of uran and the reag uleRéas stirred overni ght at room
tenperature. The reactiongy s Bluted with a saturated aqueous
solution of NH4CI and washed 3 timeg=@th ethyl acetate. The aqueous phase
15 was then acidified with 1IN hyg¥ochloric acid (Ha), then extracted 3
times with dichloronmethane. The conbRged chl ori nat ed Pégani c phases were

dri ed over magnesi um sul phat e and evapor at ed under éd" ced pressure. 563 ngy
of 3-(1- hydroxy-2- propynyl) benzoic acid was thus obtained as a white Fo
i0| i d6( {'79|g —16 @l\'ﬁ%ﬁl’ae%%m% %’Qhe' ifveatod, din %ic}l R5 45 (m
1‘;_? 1), 12. 98re?rses %gcpu?pﬂ-é%’)ylcg%wliblgﬁgstenc group or a deiglvatlve g‘I‘?)up can e ’

34[ 5- chl dr o-frefiréd fcbontindiiol tnesholl phesistinkgsiflcpiiglinglthe ddinpartd of Tordula 1585

hydr oxynet hyj ] e C MOF el ing the
3-(1- hydr xy Bgm%ﬁl %]@u]lgg?]nza(r)ﬂn}épé%:t%gg%%éﬂcj:aoé fycéu%hﬁ%%gprit Su%lq)?)s(%and t he
conpound obt RArtiaYe 1’l nfffﬁr epregeiti opaix| \i-G-fimedidueineriopyl bdwthy wabodinidened as

a white sol 'l@dﬁ‘dﬁhﬂirﬁie? H8MethyMniinopyrdfde. (EBCIDMNPY B 63 organic solvent such

3-[[5-chl oro-14 | et h h 11- 1H—|nd012yl]
met hyl | benzoP*&! éwi?r me@% Xtmom%ﬁﬂ)”% %Efysd"hﬁ @%WPE? exanpl e 31, starting
fromt hel(bpnpounﬁha)fcompawmﬂseoﬁsiqrrrmm Expeatimg ®othpo imentivas iobwvhicheB7as a
yel l ow sol i dregﬁébeﬁlltsd afi %{onlé\/lbﬂnso'stehzog' EFXAMELE e oroup such as
64[ 14[ 3- (1, 1-di met hyl et hy! ) phenyl I sul p -5 (tritlugro npethy|) 14 ndo1- 2
-yl ] hydr oxylﬁ@faﬁezlf&e QOBEP?TU’PWE%FF Plide’last&adnetmcwyﬁls Under an
argonhat rms;)herea) acdtividlinglthd &i®finbidn @ﬁthﬁc@rﬁb&?ﬁ@lﬂ f(ﬁrﬁxulﬂ)lb;m i driik wsingc = 1.6
M in hexane a ti.on 2. 62
1-(3-tert- bu‘fa%%gglﬁgggaék’l m‘uﬁlr] %d %e%?tm Iltu‘grltgrrté] o gnff—’ll’l 1 gff %eegﬁ'ellr ation
I11) in B0 mnomfrmaﬂ@taﬁeahydr of uran cooled to -8C. The reacti on m xture was .

stirred for 1.5 1530%119 erh% r@séﬂ&dofc}fyamy%lﬁé and’BG bRiBmeALMLd AT 433
ny (2.62 mV) of %/ rrly gl cotinate | 'fé%) tetrahydrofuran. The
reaction m xtF’EE‘P%raWé% ar it ?élaysf 8POBITHGE camBpun: ml"‘tl?eﬁ? diluted with water
and extracted with ethyl acetate. The organic 15 phase was dried over
magnesi um sul phate and then evaporated under reduced pressure. The residue
was purified by silica gel chromatography, eluting with a cycl ohexane /
ethyl acetate m xture (90/10; v/v), then with a dichl oronethane / ethyl
acetate m xture (80/20; v/v). The fractions containing the expected product
were conbi ned and concentrated to dryness under reduced pressure to give
522 ng of 6- 20{[ | -[[3-0,1 -d inethyl ethyl)phenyl] sul phonyl]-5-trifl
uorometh yl1-1H i ndol- 2-




yl Thydroxynet hyl} nicotinic acid nethyl ester as a brown paste (yield =
36% . 1H NWVR (DMVS0d6, 300 MHz) 5=1.22 (s, 9H), 3.90 (s, 3H), 6.54 (s,
1H, 6.60 (d, 1H, 6.74 (d, 1H, 7.51 (t, 1H, 7.66 (dd, IH, 7.73 (m 1H)),
7.80 (d, 1H), 7.81 (m 1H), 7.97 (m 2H), 8.25 (d, 1H), 258.39 (dd, 1H),
8.98 (dd, 1H). EXAMPLE 65
64[ 14[ 3- (1, 1- di et hyl et hyl ) phenyl | sul pha&syl ] -5-(trifl uoromethyl)-1Hi ndol -2
-yl] methyl]-3-pyridinecarboxylic acid, methyl ester 3027.87 pi, (0.38 m\V
of SOC12 was added to a solution of 140 ng (0.26 nmVM of the acid obtained
in exanple 64 in 1 nL of dichloromethane cooled to 5C, then the reaction
m xture was stirred for 4 hours at roomtenperature. The solution was then
cooled to 5C, diluted with water and the pH of this solution was adj usted
to 8 68 by addition of a saturated aqueous sol uti of sodi um hydrogen
carbonate (NaHCO3). After extraction with di yiret hane, the organic
phase was dried over nagnesi um sul phaRé angl“evgporat ed under reduced
pressure. The crude product was take k. of acetic acid and 83.75
mg (1.28 mM) of zinc was aBded. The re 5 was stirred for 7.5
h at roomtenperature, and fg AX terrperature. After

le t he sol vents, the residue was
taken up in dichloronmethane sad-twasked R6th water. The organi ¢ phase was
dried over magnesi um sul phB&e and evapey at ed under reduced pressure. The
resi due was purified by silica gel.cRFfomatography, eluting with a
cycl ohexane / ethyl acetate m xture (98/5; 10 v/v) and the fractions
cont ai ni ng the expected product were conbi ned and corit@ntrated to dryness
under reduceg, %ﬂeﬁsmr ®2f R39R¥q{54@{mRSaR9%Hd@y%Eﬁﬁ1 B8 Sirfe fn\éinﬂh & indd - 1H
NVR (DVS0d6, 40 1.18 (s, 9H), "3.88 (s, 3H), 0 (s, 2H),
6.68 (s, 1H)Sta‘7“n$2’° oungsy 7.48 (t, I'H), 157.63 (dm 1H), 7 67 (dd, 1H),
7.69 (t, 1H), 7. Thegmo fikdtionFe@ésehsed WyHR7 irBth2 3ofidaynds oﬂ?or(mi}a [1d4)1] c 95

(dd 1H).

RL-[[3-11, T‘%%&M t‘E” ﬁf’? 55’?%%%‘9’}‘1’ 2o ORg] cf“’“P (S ol ﬁ"‘i"f“‘ % ndol -
- 20 yl ] hydr 8%thes Y &insearled indhggrtpuch as thegetheds %ﬁcﬁ)f’?darl y to
exanpl e 2, sbalbh ng fromthe ester of exanple 65, the expect ed conmpound was
obt ai ned as an or nge sol OOC 25 PREPA XXI |
e (4 br om- o-1 | JBF comanyads oY Bitide Yiedkordb ap Hof) Brenio, SEI TN 5.
(trifl uor ometdpydspnts K tatdadle- bzmmemnsnoup can be prexmedmgordinm 110aa|r9€t sl

exanpl e 64 Staiding Jr' ltdgethem@%@h BF €RAUEAT bP TIDKE AL RPRepriden@ngd

4- br ono- 2- f | uor o- bénzal, ehg(g t he %N%ect d co%nd was 300btta| ned as a
bei ge sol i d EYAN0I HOW: 3GH) AL IRRHRY|t vesh yorthggeygens, 1 19gm @ger gy
6.52 (s, 1H) 060 B2hdss udddy refﬁlxMtl(ess,oNeni—hheté’tra’%@le(dffoﬂrtd}a Ip7. 42 (dd, 1H)
7.49 (t, IH, 7.57 (dd, IH), 7.67 (m 1H), 7.70 (m 1H), 7.74 (dm 1H),
7.88 (t, 1H), 8.02 (s, 1H), 8.26 (d, 1H). PREﬁAIRﬁTIO\I XXI 1 |

2-[ (4- brono- 2-fl uoro- phenyl)rrethyl] 1R[3[34 1-

di met hyl et hyl) phenyl ] sul phonyl ] -5- (trif| h I)N 1H i ndol e

Wrking simlarly to exanpRd 31, t A conpound prepared in
preparation XXIl, the expecteH obt ai ned as a col ourl ess oil
(yield = 10719% . 114 NMVR ( DMJOd 1.19 (s, 9H), 4.41 (s, 2H),
6.41 (s, 1H), 7.23 (t, 1H), BA4gt{dq IR, 7.52 (t, 1H), 7.58 (dd, 1H),
7.72 (m 4H), 7.93 (s, 1H)R28 30 (d,\ K. 15 EXAVPLE 67

4-1[1-[[3-(1, 1-di net hyl et hyl )phenyéb&ﬂ phony11-5-trifl uoromethyl-1Hindol -
- ylimethyll-3-fluorobenzoic acid RS A mxture of 136 ng (0.24 mV) of
2-[ (4- brono- 2-f | uor ophenyl ) met hyl ] - 1- (Ip)

[[3-(1, 14l ngy amcﬁtm hz)zpﬁ@nuhh@ m@wi@ -and iy r%{aupﬂhem@meaﬁlhigg z'i‘sdi9|tﬁ‘e
(preparation 20, XX of "pal | adi um acetate, 6.9

(0.02 m\M) of S"LaFti“tgéPB’tEPW hosphonl umtetrafl uor oborate, 94.75 mg (O. 36 mv)
of nol ybdenum heXae avipmyids oBforfidlaitictardidg tote indensionliin mhichiiobreptesentn 1. 63
mL of DME an r ' owave
equi pnent . %%%%{%ﬁ%z{&eoéé&%m%r%%g%opfﬁ f{ﬂ tlwémﬁp Qg&ﬁearsaagr?é‘gg%d]& n%r&{ e was
evapor at ed. vmeber]@rgpai@réaczcsrdmrm@uarredhwégorwtmg Pféd by preparative |iquid
chromat ography, eluting with H20/ CH3CN 0. 1% TFA m xture. The fractions
cont ai ni ng the expected product were conbi ned and concentrated to dryness
under reduced pressure to give 101 ng of 4-

[[1-[[3-(1, 1-di et hyl et hyl ) phenyl ] sul phonyl]-5-trifluoromethyl-1Hi ndol -
yl ] met hyl] - 3-fl uorobenzoic acid as a white solid (yield = 79%. 30 Mp. =
177C. 70




EXAMPLE 68
2- hydr oxy-44[ 14[ 4- (1- met hyl et hyl ) phenyl | sul phonyl ] -5-(trifl uoromethyl)-1H n

dol - 2-yl I met hyl | - benzoi ¢ aci d Wrking simlarly to exanpl e 56,
starting fromthe conmpound of exanple 3, 5 t he expected conpound was
obtained as a white solid (yield = 22% = 150C. O her exanpl es

of preparation of conpounds accordi ng tg6fornula (1) are presented bel ow
10 PREPARATI ON XXI V:

14- et hyl - 3, 4-di hydro- 211- benzo[ 1, 41oxazi n-6-yl | - sul phoni caci d( 2-i odo- 4-
chl or onet hyl - phenyl ) - am de Wrking simlarly to preparation X
starting from 2-i odo-4-chl orophenyl am ne and

2, 3-di hydr o- benzol[ 1, 4] di oxi n- 6-sul phonyl chloride, the expected 15 product
was obt ai ned as a) addirtgehgdsbidarqipie eduéphdagophn thel pyans go@p dI0IE comPRERANRATI ON
XXV:
[1413- (1, 1-di BeL iyl Sthyr e phony T ST BAony TS 28 T 1o rons: Ayl S TiiSo1- 2- y1
| 20 met hanol and OfaSUNeﬂfl%aChP%e‘B?ﬂ 8 g (37.25 mV) of

3- (1, 1-di net hyl ebhyhdtin¥48e c@dpourdd obtained w1th ethyl chloroformate for 18 to 24 hours

PSR L C ) e R

chloride, 0.35 g (1.86 m\) of copperR3odiftfe, of dlethylanine and 100

mL of 25 di methyl formam de was heatgd horrane ho der reflux. The

reaction m xture was diluked with e ﬁyl eflat eNand washed successively
wth water and then with a sa ¢ gueols sol ution. The organic
phase was dried over magnes 9 yat'k E:d concentrat ed under reduced

pressure to give 14.7 g of ;
di met hyl et hyl ) - phenyl]sul@honyl] Iuoronethyl-lk#indoI-2-yIknethano
as a 30 brown oil (yield = 96% Lﬁﬁfﬂ (300 WHz, DWVS0d6) 8 = 8.26 (d, 1H),
8.00 (s, 1H), 7.93 (m 1H), 7. 80de 7.75 (d, 1H), 7.64 (m 1H), 7.54
(t, 1H), 6.91(s 1H), 5.68 (t, 1H R 88(d oH), 1.7@) (s, 9H). 71

PREPARATI ON

[ 14] 4- (1- net I'H%RII en)/II'} lﬁS ﬁohyilR%a?dt C”?tﬁlgrﬂcl)err% S:anﬂisl 2 yl1-
met hanol Sw“mﬂﬁﬁwpwgléin1larly to preparation XXV startlng fron1the
conpound obt ai newm@m@@lmﬁnémth@rcs biads @R fokmulded BXREG @(dtﬂéﬁﬁ)ﬂidﬁbn Was

obtalned a bei solid y

T01 1 {4l o RyPRH R SPmbtept e RisrelDnd oo i arnib st A JEaHBhIgP PO 6t 1 uor
o- et hyl - | HhertbierolRingdibnergtdvanlthe thioxothigokdingnesgroip ahich cao bpipegparedt i on
XXV starting,dchRfidd Rea GRERAWMsiORH fq@ﬂryﬁﬁgc@lﬁdd Kﬂoév@n@e?@&{d%ﬁéaﬂgn XkL, the
expect ed product was obtal ned as an or an solid 919%.. 15 IHNNR (300
MHz, DMVS0d6) thaazeligine gn the carpoungd ajgormaula %115111 i téapmalcemﬁ)an ipery golygRt o) |
6.88 (s, |H) such.aBtblehe, dlﬂd)c,ata"éysﬁﬁmhfas pibkDidind afBin(thle pidtdnce 4f 8ti¢ Mid.2H), 3. 25
(m 2H), 2.79 (s, 3H). PREPARATI ON XXVI | IR4 :
20[ 5-chl oro-1- 112, 3-di hydr o- benzo[ 1, 48di.opd
1- net hanol Wrking simtjarly to
conpound obt ai ned accordi ng togRrgpa
obtai ned as an orange solid (yle ‘nﬁ . 25 114 NWR (300 MHz, DwMS0d6) 8 =
7.99 (d, 1H), 7.65 (d, 1H), Re4Z (m\ 24), 7.32 (dd, 1H), 7.02 (d, 1H), 6.74
(s, IH, 5.60 (t 1H), 4.83 (d, 2Hy?%Z.27 (m 4H). PREPARATION XXI X: 30
2-bronnné$hy| ~3-(1, 1- di met hyl et hyl )Rbhenyl | subptidiy11-5-t ri f | uor onet hy1-
1Hi ndol e 8. r

dropwi se to a sgﬁ%}d??lénlﬁ_zégﬂﬂ ?ng?g& %%&Bhﬂ{e%% &9&19{35%‘2 i @tgﬁﬁg

[ 14] 3- (1, 1- dFeFRROIWMSLE hyl ) - phenyl | sul phony11-5- 72

The compound of formula XXIII can be obtained accordmg to a process

o yl | - sul phonyl11-1H-indol-2-yl
ration XXV starting fromthe
XXI'V, the expected product was -

identical to stage c) of the seventh method, by reacting the aforementioned compound
20 of formula XVIII with the compound of formula XXIV



trifluoronethyl-1Hindol-2-yl knmethanol (preparation XXV) in 15 nL of
di chl oronet hane cooled to OC. The reaction m xture was stirred for 1 hour
at roomtenperature 20 nL of ethanol was then added slowy and then the
reaction m xture was poured onto ice. After extracting twice with
di chl oronet hane, the conbined 5 organi c phases were dried over MpSO4 and
concentrated to dryness under reduced pr3@ssure. The residue was purified by
silica gel chromatography, eluting with a cycl ohexane / ethyl acetate
m xture (95/5; v/v) then progressively with a cycl ohexane / ethyl acetate
m-xture (90/10; v/v). The fractions containing the expected product were
conbi ned and concentrated to dryness under reduced pressure to give 4 g of
2-
10br ononet hy1- 14[ 3- (1, 1- di met hyl et hyl )R¢henyl ] sul phonyl ]-5-tri fl uoronet hyl -
1H indole as a white solid (yielld3c 87% .cNop. = 80C. PREPARATI ON XXX:
152- (brononet hyl ) - 1-[ 14- (1- net hyl et iy ;,haenyl]sulphony11-5-(trifluoronethyl
)- 1H i ndol e Wrking simlarl y t¢ preparati on XXI X starting fromthe
conmpound obt ai ned accordi ng tg pﬂ$§= at-t'on XXVI, the expected product was
obtained as a white solid (yi Py % . 20 M p. XEO0C. PREPARATI ON XXXI :
61- 12- bronmonet hyl-5-trifl uoronet hyl -i ndol-1-y11-sul phonyll-4-nethyl-3, 4-
di hydr o- 2H benzo 4] oxazi,ne_.25Wor ki.ng. sj, m.l ar | 0 prepar,atjon I
Sttt g from  naTESHERS Sb R e Re b otals obbF ATHSR! GRRR 1By he
expect ed prodtydk, lesthobiEnereldonstgamc dasgngan be lobiayied |can&B¥pnal lyHudivRtHe300
MHz, DMSO0&l6) = : . 6 T miki (m
51 methods $haT a[gé %%l,l @%ﬂ%ﬁ-'ﬂ% (?5&2&2& %{?He]c_l Wihe Zrt, 1 Qgﬂnﬁ%sm%h@g%m

oH) . 7.08 (d a8 8 : 4.23 (m. 28, 3.2
2H), 2.80 ( S1st0§p|)0_metrptgarpp3mRﬁ\ ecgqidysdformula Ib, 1d, Ik, Ig, Ti'and of the base in a

2-br ononet hy 3olbertHuok @s for[dxampledidisrtsrar Wazalbdhod ndkiaxd, andthed lysphilpieny 11- 1H
i ndol e ﬁwsxgnéhggmﬁggilarly to preparation XXI X starting fromthe
conmpound obt aine accorglhg to preparation XXVIIIl, the expected product
was obt ai ned as & whineeofsthiei tpagtidne ptag@1dgscribad pvRe( 3oTveRtipnal m\@tmg) ofg =
7.99 (d, 14H) heafingOcdndbe |rgﬂlaceﬁ- AR ahidbeodkly. withORicrSwaveHheatifig Qkidgdreadihs 5. 16
(s, 2H), 4.26 $n1 4F2“ 1 EXA%ELE 6 . . i .

5- [ 11- 113- 048%PHgk 1y dt APPHEhenSReraan Jndhii1rss-a PPephsHdfgihyie #4 Vildol - 2-
yl I met hyl | - f undunst@xicthattbx Yhdating{Clides/ ®ilDbergredtly Sducel) caofipared with the times

5- (di hydr oxy 5 I.G todi34.4 ng (0.04 mV) 15 of
Pd(dppf)ClZ.%ﬁ%%%%wﬁg%§ﬁ§§ﬁgﬁgh%%?g8 mg (1.2 mV) of potassium carbonate
were added succed§f J@llqying examaplps o pisPyRion el fYNRYINgs agaopding to formula I

3_— br OE‘Der% Eylﬁw)illg(aﬁc (tféaslcrlto understand the ix}ve?tion. L 1h I _

i met hyl et hyl ) - benzenesul phony1):5-trif.| uqr onet 21H-in .(preparation
305 T4 of ToPRR B Yhikh 3ol ligdhe Koha ek iy dfe. s BRRE " N
heat ed for 20esignatesebe isamples dnrevibingt the Zg@hesih ef intpimpdegesvindn "esamples’acet at e
and washed 2Q@e$4aE8SBb¢ eYorVitduhbalfihead dr EoRPouNS Bf BtnulAl PakNaidy fRAUeouUs
solution. The aqrgani c phase was dried over magnesi um sul phate and =
concent r at ed* dH%W“P%duced pressure. The residue obtained was purified by
pr epar at 20e LC UTh¢ SallofwingatBiSlistioak ateiusgd:wi t h H20/ CH3CN/ 0. 199FA mi xt ur e.
The fractions coghﬁhqhngmgﬁe expect ed product were conbi ned and
concentrated to dryness undér reduced pressure to give 15 ng of 5.41-
25(3- (1, 1- di met hy CebRdpagsiv@hesul phonyl) - 5-tri fl uor omet hyl - 1H i ndol - 2- yl e
t hyl k furan-2-cacpomi ditllo@&iethaas, an orange oil (yield = 7% . [ HNWR (400
MHz, DMSQdo) = (sl, | 8.27.(d, 1H), 7.99 (s, 1H), 7.70 (m 4H),
7.50 (t, 1H), 7. 115‘?%{’- ﬁ-ﬂ&@ﬂ@l%r@l"eg.‘{mﬁﬂsu 6.40 (m 1H), 4.58 (s, 2H), 1.18
(s, 9H).230 EXAVMPDMEGlimethoxyethane,
4-1[1-1] 3- (1, 1- di s LB ivpBERYhigsul phony1] -5-tri fl uoromet hyl- 1H-i ndol-
2- yllnmethyll-thi gphene-2-carboxylic acid 74 Wrking simlarly to
exanpl e 69 st art i RY$PoHMeRyIelibp¥dRd obt ai ned according to preparation
XXI X and 4- (di hydEoGbD(Y-dimedhitlinh ppepel)SasthaxeatbodiimidedhydideRlogidgect ed

product was ObtaL@ﬁﬁA@?J@Hm&E%QﬂSb&EEU&%&Eld 3099. IH NWVR (400 MHz, DwMVBS0d6)
30 - H;O: water,



55 = 13.10 (sl, 1H), 8.26 (d, 1H), 7.95 (s, 1H), 7.72 (d, 1H), 7.68 (t,
1H, 7.73 (m 3H, 7.54 (m 1H), 7.48 (t, 1H, 6.62 (s, 1H, 4.44 (s, 2H),
1.17 (s, 9H). EXAMPLE 71

5-[(1-[[4-(1-nethyl ethyl)-phenyl]sul phonyl|-5-trifluoronethyl-1Hindol - 2-
10yl | met hyl | -t hi ophene- 2- car boxyl i c aci § ' Wrking simlarly to exanple
69 starting fromthe conpound obtai ned §cordi ng to preparation XXX and

5- (di hydroxyboryl)-2-thi ophene carboxylic acid, the expected product was
obtained as a beige solid (yield 6%9. Mp. = 199-216C. 15 EXAMPLE 72
4-[[1-114- (1- met hyl et hyl ) - phenyl i sul phonyl | -5-trifkoronet hyl - 1Hi ndol- 2-

yl i met hyl | -t hi ophene- 2-carboxylic acid Wrking simlarly to
exanple 69 starting fromthe conmpound obtai ned 20 according to preparation
XXX and 4- (di hydr bythdithiun xdrévidphene car boxylic acid, the expected
product was obt ai ASmAgrREAM sufiftlated (yield 39% . NMR (400 MHz, DMS0d6) 5
= 13.03 (s, 1H), 8 a(d, 1H), 7.97 (s, 1H), 7.75 (d, 2H), 7.64 (m 2H),
7.55 (s, 1H), 7.zhHeyl ammonignghloride,” 11y 4 46 (s, 2H), 2.93 (m 1H), 1.14
(d, 6H). 25 EXAVPNEIFN-nfethylpyiilidnk; met hyl- 3, 4-d i hyd ro-2H benzo

[ 1, 4] oxazi n-6-y1l 0 - b-

trifluor oémet hyl - 1@#?%1%“% ﬁ%‘-‘é’%‘*ﬁh“ﬁ{ Op%tf)hene- 2-carboxylic acid

Wor ki ng si m | ar | yNebl: esdinplcdis®est arting fromthe conpound obt ai ned
30according to prpgadias: QipaiePhm@) ehisedibeizZoNainexehae)/ ! ) - 2- t hi ophene _
carboxylic acid, ﬁiﬁlg expect ed. pr %duct was obt ai ned as a beige solid (yield
4% . Mp. = 120- 144¢ WIEroaceiiescie. 74 4. [11- R4-methyl-3,4- d

i hydr o- 2H benzo # TH¥iweiaxydefGranl) - sul phonyl11-5 - trifluoromethyl-1
H i ndol-2,-yl |l nethyll-thi ophene-2-carboxylic acid Wrking simlarly -
to exanple 69 starting fromthe conpound obtai ned 5according to preparation
XXX and 4- (di hy@h%wg@g;pg)ntszﬁm-na mma%mdtﬁﬁmqu@%wgummn%@p@&egb
product was @hf fhenpectas valubs OMVMNusRhd Maphétr] Resbhifice welbIMRark&8@zNHE,: tHoMB0d6)

8 = 13.10 LH), 8. d . 7..96 7.62 . 7.5 1H)
0 15 A0 i ) gty Ty U Gy g e
4.23 (t, 2H)progmgassociatedHyith thenignab andby theEanvPL Eherggnal (s forSingldt-d fqrd- m
et hyl- 3, s d jd O ?dlr;t?igfe@,_zlg_fgrlqlﬂdnﬁﬁé W& fdkipRy| RBORK Iskpfptet, dd for

z
15trifluoronet hyl -1 H i ndol met hyl'l -furan-2-carboxylic.aci d Wor ki ng
s 1 ar Ly ¢ oRublghor doueiet A Rgral ke fepNRucL SiopUarRH St Ah O Sebeeot Wiy 1 o

preparati on a¥Xéatedrfdr &ach dompelimdxyboryl)-2-furoic acid, the expected product

bt ai ned ' el do4% . | HNMR (400 MHz, DMSOdo) 208 =
Ygtsesg (gl nleH)?58%@&?%%6%%%&%%&?%?,él/()l—l), 7.96 Es, 1H), 7.65 (321, 1H),

7.05 (dd, 1H), 6.91 (d, 1H), 6.75 (d, 1H), 6.61 (s, IH), 6.44 (s, 1H, 4.51
(s, 2H),2¢. 2BrEPARATIONIZ24 (t, 2H), 2.78 (s, 3H . EXAMPLE 76 2554 [1- [
[ 4-m et hyl -3, 4-d hydro- 211- ben , 4 i.n-6-y1)-sul phonyll-5-
trifluoromet ?1'3‘4:@‘%:?%‘8“*-{'?&%[1?'%@? %@&ﬂ%ﬁn@yg%&@ﬁ}ﬁj 'é‘%é Wor ki ng
simlarly to exanpBe ©69.43tmayl) ofigodinmnhyidhide ¢anf8bid odp ek nédedapatonlibpg t o
preparation Igg% = di r -3zf i Ldy ot 3 pr oduct °
was obt ai ned as!’%ﬁﬁ?%@ﬁ&@owgb%?Q?é‘%/@"gs éﬁﬁ%ﬁﬁ@ﬁ%@%ﬁ%@?ﬁ%%f

tetrahydrofuran. The reaction mixture was stirred for 30 minutes at room temperature,

25  then 4.25 g (19.44 mM) of 4-(1-methylethyl)-benzenesulphonyl chloride in solution
in 8 mL of tetrahydrofuran was added slowly. After stirring for 1.5 h, the reaction

mixture was hydrolysed with water and extracted with ethyl acetate.
The organic phase was then washed with saturated NaCl aqueous solution,
then dried over magnesium sulphate and evaporated under reduced pressure. The
30  residue obtained was purified by silica gel chromatography, eluting with cyclohexane
then progressively with a cyclohexane / ethyl acetate mixture (90/10; v/v). The

fractions containing the expected product were combined and concentrated to dryness



8 =13.00 (s, IH), 8.27 (d, 1H), 7.99 (s, IH, 7.67 (dd, 1H, 7.17 (dd,

1H, 7.07 (dd, 1H), 6.92 (s, 1H), 6.78 (d, 1H), 6.63 (s, 1H), 6.40 (d, 1H),
4.56 (s, 2H), 4.23 (t, 2H), 3.24 (t, 2H), 2.78 (s, 3H). 76 EXAMPLE 77 5-

[ [5-chloro-1- [(2,3-d ihydro-benzo [1,4]d ioxin-6-3/11)sul phonyl] -1 Hin

dol-2- yl] nmethyl Eth i oph en e-2-ca rboxylic acid Wrking simlarly
to exanple 69 starting fromthe conpound9obt ai ned 5according to preparation
XXXI'l and 5-(di hydroxyboryl)-2-thi ophene carboxylic acid, the expected

product was obtained as a white solid (yield = 4%. Mp. = 196C. EXAMPLE 78
104- 0-chl oro-1-[ 2, 3-di hydr o- benzo[ 1, 4] di oxi n-6-yl ] -sul phonyl ] -1H i ndol - 2-
yl | met hyl Et hi ophene- 2- car boxylic acid Wrking simlarly to exanple 69

starting fromthe conpound obt ai ned according to preparation XXXI'l and

obt ai ned as. Y Sidieed PaRpeRERGRIE Y ol 3-REL D RyBKRREL TRUBRAIES o "2°
13.01 (s, | Htiflgoromethyl)- lfﬁ)ndoi;eacsan@nqngspghd (iedg=08e). 1H), 7.29 (dd, 1H)

7.12 (d, 1H) 'H 6 (OR1sOdE) 3006vA8) (s, 1H), 4.38 (s, 2H), 4.26 (m 4H).
EXAMPLE 7

2054[ 5- chl Por! L4 5928 RydrSrber Do L2384 ul Bhei b6l A Bh6hy R 198 Fndo1- 2-
yl i met hyl 3 - f 2HaB-@-(dariboRWbi(s, 1&0Dj 8117 (d, tH)Working simlarly to exanple 69
starting fromthe conmpound obtai ned according to preparation XXXI|I and

5- (di hydroxyboryl)-2-furqgic acid, the expected product was obtained as a
bei ge solid @é&mbglﬂlw 1H NVR (400 MHz, DMSOd6) 8 = 12.95 (s, 1H),
8.02 (d, 1H 5-(&16140)(1d[[44H}netﬂy1&3ylzpﬁ&;y¢]smpﬁwyl] nfza.({omh 1H), 7.16 (d, 1H),

Z’R(I%]F-’ A(Rg\TI jdlj) XXXI | ogk:hg sl_gli]ar?y 10 p@eparajflg}n I sta?tmg( Fron |§Qc’hlor0 %?I ﬂl%led'hge

301-[[ 3410 1- @;mmﬂayrcduﬁwa)s-q@tﬂeW|a]sgmebwmpl]d (Quangitatyt yBIdr i f | uor onet hyl -
i ndole 77 dimuf) reaction mxture was stirred for 10

T et iy Sgﬁyloﬂfé@zéﬁeéﬁquﬁ%?f’ 15?)3 RO e 38, i 4L 7ot 6 2700 @65 11 ng

for 1 hour, 1Hg 788Uule), 73 (GyAH)oT 96éd, WHY.h 500 nL of ice water and 100 ni
of I N hydrochloric acid and filtered on a Buchner filter. The solid 5 was
washed with water, then dried to give 14.9 g of 1-[[3-(1, 1-dinmethylethyl)-
phenyl | st phBREPARATIQNIIL 5.t rj f | uor onmet hy1- 1H-i ndol e as an orange solid

(yield = 959. [{Nl;l-dnnéiﬁ)ylm@ﬁ h&@lﬁﬁﬁ%ﬁ@ﬁﬂsmnﬂa@ﬂo\ﬁethyl) 1H-indole

E}gt ];(r)r myl-1- Xegg?/&\{ l]ﬂS snﬂj%r y]t%5c%gﬁﬁ)¥l 1S aCItgm{]g fro}nm%qgrt%t pyY' )

[4-formyl-1- h@tzmye_sulphprpyrqhdnndzf Wekempﬂgéwbdtwt ags dotitaing@Dasria wsfllomopbalgne was
heated to re ga@g%g 97 m (41.58 mM) of di-tert-butyl acetal

N, N- di meé[gyléf e was added slowy (the m xture becones 15 honbgeneous
as addit bce The reaction mxture was stirred for 2 hours at
reflux tenperature, then hydrol ysed with water and extracted w th ethyl
acet ate. Thew was then washed successively with a saturated
aqueous solu then of Nad, dried over nesi um sul phate and
evapor at ed uih-dfé‘r(lr@M@hﬂ)mgm@lpmllr%éﬁﬁlﬁér%%thﬁl)'r&“i@(91%%'@!‘9111@:a gel

chromat ogr aphyd eluting with a 20 cycl ohexane / ethyl acetate m xture

(viv). TR 11 ot BHP Rl ity ¥ Rd aEboRa R Gubed e BEERS Fed g
concent r at eddtopwikeytneswlwindar Fed(tbl/ pidssiuthe compgindeotfdibedhaccofding to

fornyl-1-nmet E;aéttrpw ﬁﬁL%fq&m%mrsn @Sdléh t(olﬁ'é"(,ﬁ“ﬂi%tr&)é'neﬁ vkdirERter as a
bei ge solid I'd = ON XXXV:

14[ 3- (1, 1-di WOeﬁOﬁvptemswwr? §m’ 5%?14/ %r ag. %@iﬂfqnab%% FERHSSt Afar ichelyige
Wor ki ng si m tarf8§rct &. mea(m%cmwp% tﬂls@iramtll tgattr wae added. fTheoreaotdnhy 1- 1H-

?glugg?: te%(%t he; 3?[23?\%%568 N;Feg eg %éﬂv%%&gr%u% S 186130&3 ! ﬂ)%hgiyyeﬁl\l«ﬂw 138 H dof

water and extracted with ethyl acetate. The organic phase was dried over magnesium
sulphate and evaporated under reduced pressure to give 6.5 g of a green oil. The
crude product was used without further purification in the next reaction.



78 EXAMPLE 80

54[ 1-[[ 3- (1, 1-di met hyl et hyl ) - phenyl | sul phony11-3-net hyl -5-trifl uoronet hyl -
Hi ndol - 2-yl ] - hydroxynet hyl | -t hi ophene- 2- carboxylic acid nmethyl ester Under
an argon atnosphere, 240 ng (4.5 mM of a solution of n-butyllithium 5 (c
= 1.6 Min hexane) was added slowy to % solution of 1.12g (3 mV) of

14[ 341, 1- dinethyl ethy I)-phen yl]sulp 8ny1]-3-nethy1-5-tri fl
uoromethyl-1H indo | e (preparation XXXIl11) in 12 nL of tetrahydrofuran
cooled to OC. The reaction m xture was stirred for 15 mmat 0C, then added
dropwi se at -78C to a solution of 433 ng (2.62 m\V) of

5-fornyl -t hi ophene-2-carboxylic acid nethyl ester in 12 nlL of
tetrahydrofuran. 10 The m xture was stirred for 30 mnutes at -70C, then
di | uted wi t hPREPARABI@N Vaqueous sol ution of 1\1114Cl1 and extracted three

e o o s SRBEATO e et R SATRLA AR A 11 1] 2BSifeadt 2 Over

magnesi um sul phate”and evapor press re resi due was
purified by silic¥ogene episiet Bypapptione [Vitsartinguiom gecsrmmonasd abtinedet hy|
acetate m xt wcer&r@roﬁ)repe/rataon it hememeeﬂe@ pevdaewds ¢tidivdd aetatiged 548610,
v/v). The fr{a ﬁ}r onsﬁc ) 3’& ng i e teé_pect ed product were conbi ned and
concent r at ed ¥ ero‘?"ﬂf gggoq,l,q TP BGERR pressure to give 1020 ng of

54[ 14[ 3- (1, 1-

di met hyl et hypmmﬂyﬂ(;ﬁlmhonyl] 3- met hyI 5-trifluoronethyl-1Hindol-2-yl11-
hydr oxynmet hy ylic acid nethyl ester as_an orange oi |
(yield = 20/3 135> lﬂwq‘;mef@gbehws 'Bkreeﬂw (tl‘lﬂme"omﬂry(!r) 1Hiigdole-259 (m 5H),
7.6 (d, 1H), boroA {cid 1H), 6.95 (m 2H), 6.78 (d, 1H), 3.78 (s, 3H), 2.22

(s, 314),,1.14 (s '
555 1112 1430 (1, 1 PSRBT S pbaion LY shestive SO the, soymeond OGS, onet hy
1- 1H i ndol - @cwdrngwmrmmﬂﬂw ﬂhcpmwﬁdlpém&%wmwrd:aW@ te@%wlthelgt er

Vor ki ng si m fhkdyp L&mcwmlteeﬁ&t&taaﬁad ng from

2-fornyl -thiazol e -carboxylic acid nmethyl ester and the compound obt ai ned
in preparation XXXII , the expected product was obt ai ned as an or ange oi |
(yield 40% . EXAMBRENVR (300 MHz, DWVS(ds) 8.53 (s, 1H), 8.25 (d,

|_|)
L L o i,
4-1[ 14] 3- (1 lllﬂal?rér Umgetlstlihepzein acig) methybpser 11-5-t ri f | uor omet hy1- 1H- i ndol - 2-
y1l1l- hydr oxynet hyIA rimdﬂi&&h)ﬂ S00hn@Y2119ImM) )df-tﬁ@l’cbﬁrpyuﬂdCoaﬁinéd according to

1,1-d hy| h 80 f
Lhe conmountPBEram O el b e dhitah P S BRR ke B (ilg trom
accor di ng toe%tmeriaﬁéﬁlnwl (KKKM) loé tetxplastripdenmilphsphingiaalladhimi AeH2bmga
goi)guzl eﬁi 0fd | Q(Mh/ﬁlﬁ‘ LBum ]cjaﬂmw&@ (16% Mflzwatmgb mL of eﬁlgﬂzen% él?ccﬁd 1H),
106. 63 (d, @W‘eﬂé’ ! 9‘%‘3'( Wasl_?ﬁ?}ed Hr 9@“"( f§mpgigjure %‘”7&’0(}5’“%@" refc%,eﬁ Wé"“"_pgl—l)

1.15 (s, 9H) waEXNMBY EviBBwater and extracted twice with dichloromethane. The combined

i ol - 2-yi | SEEHY PUReS Siels e BECRAbdh BHOIMte Sl ANt Wl TP 7Y
m) of tri etpryrsyrer éFrhé reed@zogtataﬁd w&srm@w@&devh@ aeirc&rmoeram gl'{tegoz mv)

of | b?r om4li ' e eivhy hy&&rr&anet théx bﬂégresgeeiwm AIIRYeHho P SlRiceBIGRRERE WBIY, tOo a
solutiron o

A[3- (1, 1-di n%/rhﬁ hgtfr(-rnl?nspfﬁ rrgrr"]*%trrﬁﬁgmeﬁpfgdu%@rrwﬂgbm%dr%ﬂdnoner@rfar?riet hyl
-1 H indol-® yrkieydrundymreduryd | prebsare go2 givar B8l iof c2-dlapeh-4rHtl HYA-(lest er
(exanpl e 80) I

i nst ant aneourg%%n%%?ﬁgﬂéngggulph &an ﬁﬂﬁ&mﬂl@thquqﬁngtg g% ya?hﬂﬁﬂ'ﬁﬁ‘%g |ed by
silica gel cHidmatubrsigiey 2 vaitaselit(iald i 23%ycl ohexane / ethyl acetate

m xture §®5/ BLp.wW MpecThe fractions containing the expected product were
conbi ned and concentrated to dryness under reduced pressure to grve 490 ny
of 5-[[1-R3-(1, 1-di nethylethyl)- phenyl] sul phonyl] -3 -nethyl-5-tri
fluoronet hyl-1Hin dol-2-yl] methyll-thi ophene-2- 25carboxylic acid nethyl
ester as a yellowoil (yield = 49%. |IFINWVR (300 MHz, DMsCQdo) 8 = 8.29 (d,
IH), 7.97 (s, 1H), 7.72 (d, 1H), 7.68 (d, IH), 7.60 (d, 1H), 7.56 (m 1H),
7.52 (m IH, 7.40 (t, IH, 6.95 (d, 1H, 4.72 (s, 2H), 3.75 (s, 3H, 2.80
(s, 3H, 1.12 (s, 9H . 30 EXAMPLE 84

2-R1-[[3-(1, 1-di net hyl et hyl ) - phenyl ] - sul phonyl ]-3-nethyl -5-trifl uoro-net hyl
1H i ndol - 2-yl | met hyl phi azol e-4-carboxylic acid ethyl ester 80 204 ng (1.72
mV) of SOCl12 was added to a solution of 200 ng (0.34 mM of




2-[[2-[[3-(1,1-dimethylethyl)-ph enyl] sul phonyl] -meth y1-5-tri fl
uoronethy I- 1H i ndol-2-yl khydroxymethy 11-th iazol e-4-carboxyl i ¢ acid
ethyl ester (exanple 81) in 2 nL of dichloronmethane and 12 ng of

di met hyl formam de (0.17 mV) cooled to 5C, 5 then the reaction m xture was
stirred for 24 hours at roomtenperature. As reaction was inconplete, 204
ng (1.72 mV) of SOC 2 was added tw ce attla 24-hour interval. The sol ution
was t hen evaporated under reduced pressure. The crude product was suspended
in 10 nL of hydrochloric acid and 109.15 ng (1.67 mM of zinc was added.
The reaction mxture was stirred for three days at roomtenperature. After
10 extracting three tinmes wth ethyl acetate, the conbined organic |ayers
were dried over magnesium sul phate and evaporated under reduced pressure.
The residue Mt ipfd ed by silica gel chrorrat ography, eluting with a

cycl ohexane m xture é90/ 10; % t hen (80/20) and the
fractions cohtEiondvl}- Hé (éﬂ'b"éhl’léﬂlyﬂi’ Wélsu(ﬂé‘f’éy origiifieeronsdhdbhdent rated to

dryness undeindotd ]&wbtwlmumeam give 58 ng of 2-[[1- 15

(13- (1, 1-di ety g4 ! & heonldesuhphonytlde mﬁsqﬁhefmtys&hlugﬁ% filg- L i nd

0l-2- yl] met hyl kt oxy I'c -acl

solid (yi®l d{G3Bmdd). of Epenmrringdaccurding DBegle lrcléengef@rahimfurel 89 (d,
}1H)28 ? 002( S 4 ndlIF)f wteAht FeacBbl mn?tur%&w{sdstlrﬂeb{)fmr T hé3s bt rooﬂn"&mg(ir\al%ge & 2H),
5- 0- [[g’ (14- H\eﬁefﬁ\ﬁ‘e&wp)a saiﬂaswm S ﬁﬁ%ﬁy“? fﬂ%aﬁét ﬁ?kp gXtpacing h‘%‘FBPP@ hyI 1Hi

ndol- 2-yl | rretlichlokemd:thmahﬁaee@bmd lbogayia Imaeaslwhraﬁﬂedrgve(r&lmem sofphdtet hi um

hydr oxi de wa 8 )

5-1[ 14] 3b($m %‘ngﬁgﬁ TQd %H Itétahen egsfljll %557&9{ ﬁf Wuo?é 4-[[1-[14-(1

ST uor et FginyieebyLinte BLIR 31( PR b dndba g Imehlbeazsiet hy!
ester prepar @adh@aamamlm@&]dﬁgg%)m of tetrahydrofuran and 5 nL of water.
The m xture ié_/r{;]ed for 4 days at roomtenperature and then acidified
with a sol ut hydrochloric acid. After extracting twice with

di chl or onet hane, t he conbi ned organic 30 | ayers were dried over magnesi um
sul phate, angxowapeia ed under reduced pressure. The resi due was purified

by silica ge_lﬂl_orra"‘s"' cl obex et h cetate

m xture (B0/ 200 et{) ‘Eﬂeﬁ‘ﬁaﬂb’ﬂeﬁéﬁl’ S'?]Bﬁ%%fghﬁ' OF‘eﬂ’(y?(M acetate
(50/50; v/v) mdﬁhe yﬂlrﬂﬂhylﬂf@zmemmﬂ, merh;yltekter expect ed product were conbined
and 43 concent raighp RS " dRimPRICCARRES SHLE HQuRInKEnRRA D O

di met hyl et hy MethemEbepEois upgitompthyL Ssieet a5 toopprwest saingd 2pserdingolo. 2-yl | m
ethyllthi °pF/E ardti GV QY brpectad pebdag voas\Whidikdsohiydlidw bitl(gield 529%). M p. =
171C. 5 50

24[ 14][ 3- rﬁ?%ﬁ%ﬁ p‘%“e‘lﬁ% ] sul phony11-3-nmet hyl-5-(trifl uoro-nethyl)
- 1Hindol - 25y=|1| hetda gHEt 2R lazentet i), daB 1) 76, gH), 4.49 (s, 2H), 6\81(kilhi,
simlarly t06%§%3@| ﬁ{)85 0§t(§rfIJU‘9 3f9r(gnmqhe; STSO(HJQH'?@@ (c%xqpfﬁ’"ﬁ’/’ﬁ(’d zi-lgot he

expect ed product solid ield 65%:
EXAMPLE 87 797, IH), 827 (d IH)

4-[[1-1[ 341, 1-di net hyl et hyl ) - phenyl ] sul phony11-5-trifl uoronethyl-1H i ndol-2
- 15yil %hy kJM h‘yl-pyrrol 2-yl -carboxylic acid Wrking simlarly
to exanple fromthe conpound of exanple 82, the expected
product was éﬂnethwed‘# H- [i%bhgﬁehséeﬁlhbfﬁp'(lgny&lsulp%%l] Sriftucromstisl)- -
PREPARATI ON J{p@¥b: vlj meth jbenzmc acid

[1R3(11d|rreth eth nyl I sul II- - qu | -1 H-i.ndol -2-y1
1- acetonitrile Wekkin “?ﬂ ﬁ% f’Oe’ﬂ'P osftarf‘%r WH%W%WdSe and
107 ng (1 64a<rdb)d1mg tpetangdé dmheyampeded pmdecta@ateobtaloechasalhetgeml 6ficl620 ny
(1.10 25brormmethy11 [ [3-(1,1

- di et h et h p hen suI phonyHq 5-trifluoronethyl-1H indol e obtained
accor di ng to S(Qf’é)@éw )4 nL of dichloronethane and 1 mL of water,
and the reaction mxture was stirred overnight at roomtenperature. The
reaction mxture was then hydrolysed with a saturated aqueous sol ution of
Na2CO3 and extracted twice with dichl oronethane. The conbi ned organic

| ayers 30 were dried over magnesi um sul phate, and evaporated under reduced
pressure. As reaction was inconplete, the residue obtained was redissol ved
in 4 nL of dichloronethane and 1 nL of water, in the presence of 35.34 ngy
(0.11 mM of tetrabutyl ammoni um brom de and 107 ng (1.64 mM) of potassium
cyanide for 82 4 hours at roomtenperature. After hydrolysis with a
saturated aqueous solution of Na2CO3 and extraction twice with

di chl oronet hane, the conbi ned organic |ayers were dried over magnesi um
sulphate and evaporated under reduced pressure to give 420 ng of

rr.~ 7 A




20 extracted with ethyl acetate. The conbi ned organic |ayers were dried _
over magnesi um sul phate, and evaporated under reduced pressure. The residue
was purified by silica gel chromatography, eluting with a cycl ohexane /
ethyl acetate mi xture (90/10; v/v). The fractions containing the expected
product were conbi ned and concentrated t48 dryness under reduced pressure to
give 320 ng of 2-[1-[[3-(1,1-

25di et hyl et hyl ) - phenyl ] sul phony1] -5-trifl uoronet hyl - 1Hi ndol - 2-y11-t hi oace
tam de as an orange oil (yield = 71%. |HNWR (300 MHz, DVsQdo) = 9.70 (s
broad, 1H), 9.43 (s broad, 1H), 8.20 (d, 1H), 8.01 (s, 1H), 7.75 (m 3H),
7.63 (d, 1H, 7.52 (t, 1H), 6.83 (s, 1H, 4.33 (s, 2H, 1.20 (s, 9H . 30
EXAMPLE 88 2-[ [I- [ [3-(1,1-dinmethylethyl)- phenyl] sul ph o nyll

-5-tri fI uor obret hy3 {d lH)N282 (2pt,yiIH), 8 &8 Ky, | IH) hit8dglBHdesdarho) 6S82ddd,d et hyl
ester LD, 74b (é%—??g%(@? (&orM.58Ya YT 6 LATRRY 2MAE2MR T RYESD! © @

sol uti on of h

2-[1-[[3-(1, &%lggé yi?e‘iih(§|byoq5hb1ﬁ3/|]su| phony1] - 5-

trifluoromethyl-1Hindol-2-yll-thioacetanm de (preparation XXXVI1) in 5 nL

of et hano I tion mxture was stirred overni ght at room tenperature,

then the %SOM evaporated to give 57 ng of :

24[ 14] 3- (1 14-<ﬂ[5ﬂcéﬂ¢1y>l-1et[H»,(llametpweﬂyl)pheﬁ;ﬂ]solwnb]lylﬂi-lﬂ-inﬂbhbwljnetﬁp;l]-z- I

H-indol-2-yl hnelBuhieidudd Shéndr &adpboxylic aci d et hyI ester as a yellow oil

(yield = 94% . 114 c?& ., DNVBO) (s, I—ﬂ 8.28 (d, 1H)

8.03 (s, IH), 7.79°f g4ﬂjmlal7ly48°(ﬁxaniﬂlﬁ lg, féﬂlm(*% frppp | &brglilom%@?)"%

g. [2? (Eq,3 214ﬂuor&be31@01(:tamd3ﬂlét)lyl ebtet 8nd the cﬁ&ﬂ;buncﬁ@b%ﬂ?édfaf &@Brding to hprelzparation dol -
11 1¢ tflu thyl -111-i ndo

-yl rretﬂdlll %lrrgg}g%é ) rl]a(;d:}f)rc q%‘%hgdéas fli%%r)f?a;\sg lsalkin qu%? to exanple 85

starting froMP! el 2d&fpound of exarrpl e 88, the expected product was obtained

as a brown oil (yield 33%9. NWR (400 MHz, DVMBCQdo) 5 = 12.95 (s broad, 1H),

8.35 (s, 1H , 111), 8.03 (s, IH) 7.72 (m 4H), 7.48 (t, 1H), 6.91

(s, 114), 4.553@@2#&%), 1.18 (s, 9H). 20 PREPARATI ON XXXVI 1 :

5(1- hydr oxy- 4)4[[Spnhle@riyﬂ[}{lmabylefhgl)ﬂhagﬂ]bnbp}ibnﬂ]-aﬂ indok2-] medntip2- 40

mL of etfglnyh{irﬁgp Eg’g fjom de was added dropwise to a solution of 1.7 g

(10 MV of ester of_ 5- forrryl-thl ophene- 2-carboxylic acid in 17 nL of

25 tetrahydrof ur aWOé@ag stmialpt example Re startieufiomdke sempped Pbteingd

m nutes at Ofecorliinf B@kathplers, WSexpedtEEptotiiit Gval BBtaied @ whits atydfal Gkl@GUEOUS

sol ution of Cl and extracted three times with ethyl acetate. The

conbi ned orgahi™ | ayers were dried over magnesi um sul phate, and evapor at ed

under reduceM}pFe@ﬁﬁEe to give 2 g of 5-0 - :

hydr oxy-ff op- 2-yny1) -t hi ophene- 2-carboxylic acid nmethyl ester as a brown.

solid 30(quantitative yield). Mp. = 67C. 84 EXAMPLE 90 5- |

[1-113- (1, 1-BXAMELE) ot hyp-ph enyl] su | phonyl]-5-triflu o

romet hy1- 1H3-|[1[dq13-(21 1- dyhéthmedam}iemlpnmmohyﬂist(tnﬂﬁmnaﬁhﬁ)-mcmdﬁlbpxyI ic

aci d net hyl f g‘ anmc tﬁrllegtto preparation XXV starting fromthe .

conmpound obth YRPHEeor ‘ltoyprepar ation XXXVII11 and the conpound

obt ai ned accor di n‘@{oﬂwaowmlaﬂnm gramyplle 11shatieg oot E(brpmonady Dvigszabeciined as

an orangss pamb@iyl dkedl fd IBYEeompdiNNR bt R M@r’dlr%\ﬁgﬂﬁﬁarﬁlon?‘ahgﬁe( %)@becﬂe& 1)7 10

8.04 (s, 1 ,
(d, 1I(—|) emgléfog‘&twfigﬁ’bta‘é‘k%gs "sora‘iéﬁ}"ﬂ @% Zéﬁ’ . 3.80 (s, 3H), 1. 17 (s,
9H). 10 EXAMPLEMRL(DMSOds, 250 MHz)

2. Y11 hydr oy TP baRane. BOCEr by D Eurat e Y 790 & UBHPFBR B ar 1 ot
¥ YH?786(m 1H), 7.95 (s, IH) 8.28 (d IH)
30
EXAMPLE 8
3-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1H-indol-2-

yl]methyl]benzoic acid



Wrking simlarly to exanple 85 starting fromthe conpound of exanple 90,
15 the expected product was obtained as a brown solid (yield 66%. Mp. =
90C. EXAMPLE 92

5-[[1-[[3-(1, 1-di net hyl et hyl ) - phenyl ] sul phonyl ] -5-trifl uoronethyl-1H i ndol -
2- 20 yll-methyll -thi ophene-2-carboxylic acid Wrking simlarly to
exanple 83 starting fromthe conmpound of4d3exanple 91, the expected product
was obtained as a white solid (yield 37%. Mp. = 110C. 25 EXAMPLE 93
5-R1-1[ 3- (1, 1- di net hyl et hyl ) - phenyl i sul phonyl | -5-trifl uoronethyl - 1H i ndol -
- yll-carbonylJ-t hi ophene-2-carboxylic acid nmethyl ester 136.4 ny
(0.36 MM of pyridiniumdichromate was added to a solution of 200.0 ng(0. 36
mV) of 5-[[ 14[ 3- (1, 1-di met hyl et hyl ) - phenyl ] sul phony11-5- 30

trifluoromethyl- 1|Wdr ggls.r%ux%)ghxdéwtzhyétﬁlﬁ%%ﬁnﬁe%&@aola%ydm&n@c' d

obt ai ned in exa di chl or onet hane he reaction

m xture was 8%90F @gﬁ%@wlaﬂt th xRSeI (RIS rablajed 35ea Oige wryrialingr e was
filtered on goWhat(penr n9iwy nmenbrane and the soI idwas rinsed with

di chl oronet h e filtrate was concentrated under reduced pressure and
t he residue pur| FI ed by silica gel 85 chromatography using

cycl ohexahe/ et hyI acetate (90/10; v/v) as eluent. The fractions containing
t he expect ed g OdpelE over e conbi ned and concentrated to dryness under
reduced pressure.

et ! et hy p2 PRy PO Bty DesnaHetpyauyl-S-(erifluoromethy- -

1H i ndol- 2- yiddud2hdhydtkylibhempbieneid? metisextgl | ¢ aci d net hyl ester was

DBOdS) 5 = 5. 31 (rgy Sy 8 %?ﬁf@' og: “m%sﬁmlh’éé‘“‘?m%@&?w
(m 214) 105 ggg()@bergﬂ)c acggi ggthglsestgﬁp p tgyped according to preparation
5-111- 113- (1 VAt eiebiet pEdanby) wishmiinddsdslop BO Bydnke b1 (yielt =xmgnet hyl - 1H i ndol-
2- yll-car bo%H %gbw %@-@g#goxyl ic acid Wrking simlarly to
exanpl e 85 st M ound of exanple 93, the expected product
was obt ai neddas1.46 Y 9Hom3.8dd, 3H)y4-83 (5, 2H9H6.67 GMIH). 194 T,CH)PREPARATI.ON
\)/%(XI X 5- (17hpeqr0xdh J;-ggqhhxmpfgpxg%i{/gpg@; hirpphene- 2- car boxylic acid

r ki ng S|mlarlyto preparati on 71 "starti'ng from

5-acetyl ¢ ?hlophene202 carboxylic acid, the expected product was obtai ned as
a beige soliﬁlwemm% 114 NWR (300 MHz, DMS0d6) 6 = 7.56 (d, 1H), 7.12

(235412014[ 3- (?‘{fﬁ]’m n;a% (? 41%“4%1%?"])@&%%” 9&%‘% %t Fi uorogil Pﬁyli{') -1Hi nd

ol - 2-y11-1- indel-gxlwet lﬂhqupv@@n%e 2-car boxylic acid Wor ki ng _
simlarly to pr echﬁ\kihQnSIer§tt@r é)laﬂg: 14 ronatirtige C@émomﬂdc@rlﬂio@h@%btﬁﬁ&m di ng

to prepa t|on i ned ng to ar t|on XI
the expe edaﬁog%%(ﬁj( %glpﬁ)eb§e{ﬁ?1g’§338§ é?r%ﬁté‘ %bg ‘V?eg%eacr )5P =
80C. EXAMPLE78%).

5-1141-[[3-( % diypphyl et hyl ) - phenyl | sul phony1] -5- (trifluoronethyl)-111-in
dol 2-y1] - 1-et henyl | -t'hi ophene-2-carboxylic acid 86 Wrking simlarly
to exanple 83 starting fromthe conpound of exanple 95, the expected

product was EXAVPES AS a white solid (yield 62%. Mp. = 195C. 5 EXAMPLE

ethyl ] - 3 LA Rl A RUAP drrhidy By Bl bt dizp 20V
exanmpl e 1|, sWﬂmth}@]-zﬂmﬁhm@mmmﬁmefﬁyhﬂstﬁt hoxyben20| c acid net hyl

ester and the compjid olahﬁm@d taccegaﬂpvag 1tosﬂaa1 I efpdh aul fbn%mét »-gxpect ed
pr oduct was obt ai ned a.s I EIN 6, . 250

MHz) - ?eflwxyleqq)zmcza@§ tngﬁma esﬁ_ej':l%/nde 4t 6/3;:0(@3 %‘1 q_l}tam -,BgC((I‘ 1ng3ﬁ)l)
4.45 (s, 2H) prepadifiod ¥], thd d3pected ﬁﬂ)d@ddyasklﬁ)ameﬂ B2 brawn ﬁziHIylela =B®%dd, 11-1),
7.38 (d, ﬁléngﬁ%(\@gbdélg@m;)esz (d, 1H), 7.70 (d, 2H), 8.06 (d, 111).
15 EXAMP ’

44[ 5- chl or 0- 847 b7 {s FEO R T2 yH).phEh (s PEuI4Hoty PHD: P14 Bdldd. .89 (ddihly | | - 2-
met hoxybenzoizg7ag) ), 7.49 (t, 1H), 7.60 (d, 1H), 7.70 (m, 4H), 7.94 (s, 1H), 8.28 (d, 1H).




Wrking simlarly to exanple 2, starting fromthe conpound of exanple 97,
202- met hoxy- 4- (i sopropyl - phenyl sul phonyl ]-5-(chloro)-1Hindol-2-yl]nethyl]b

enzoic acid was obtained as a yellow solid (yield = 99%. Mp. = 67C
EXAMPLE 99

2544 5- chl or o- 14[ 4- (1- et hyl et hyl )phenyl4%sul phonyl] - 1Hi nd01-2-yl I et hyl j - 2
- hydroxybenzoi c acid Wrking simTarly to exanple 56, starting from

t he conpound of exanple 98, the desired product was obtained as a grey
solid (yield = 90%. Mp. = 139C. 30 EXAMPLE 100 4-[1-T1 [ [4-(1-m

et hyl et hyl ) ph enyl | sul phony1] -5-(chl oro)-1Hindol-2 -y1]-1- hyd
roxyet hyl kbenzoi ¢ acid, nethyl ester 87 Wrking simlarly to exanple
30 starting fromthe conpound obtained in preparation XV and preparation
XV, the expeERE@AdbﬁﬁHMNdﬂhas obtained as a white foam (yield = 69%. Mp.

= 163C. 5 2y
114 (1 e POt T BT P sttt mety 9y

et henyl | - benzoi ¢ Bdhge S?@Wi‘;‘/fea%fs@qmp}?e for microwpys keatige. IFHXI“H? {946 gexanpl e
31 starting mmmm CENPBAUAG-40fr i fR PRt l:hﬁﬂl,ne1Qo¥hQ 1@a@ﬂqhﬂdor@m@ﬂl. Lt was

obt ai ned s eIIow aste i 7 N 0d6, 8 =
115 (. Br BenfSicgBNBERS gl TR ol @’f%xb e e EPp-Bopal Ba g
6.93 (d, 1H)l 17g$66(1 mM)aH)lus—m;mSnﬂplhhspmh&e palfad§gn (1) ctedjde, 7.37¢ (MMM) 7.88
(d, 2H), 8.04r¢ erll%ﬂ)de 15 BEAYR I!n% %me and 26 5 mL of dimethylformamide was
4[1[111441rreﬁ | 'et hyl) phenllsu ho hloro)-1 THYindof =%

et henyl | - bendsgisd la’&ﬂQimmutes at Hign W#F‘é‘?‘it?ﬁ %téz‘éﬁlﬁﬁ'lné“’l"’a"%?%‘?mﬁ@ f rom

t he conpoundThd cexbinpd eeatOdn rrtlhlﬁrdéaseréeﬂ'a}&ﬁhtéd MSexoieﬂmeﬂe;de@ﬁreaarﬂeﬂ@e

powder (Yd el sid g’ 4r%2>ultn%£ \MS rxﬁec? GDS' silica e]V%flr%' re])g) ?aph %ﬁut% Qith 2

pr epar ation Star’t rom the cor ondig he conrpodlndé of
prepar at i onscmohexme xhy) acexate |r411><tuxm( /é,nzei/vxl_thﬁm\eycéolmam hethyl PREFARATI ON
XL 25N 2-i ogay iy (vt/\gr trhB Uraetibnd h@ﬁx;htﬁém@%x%e&ewm&fewel kombined and

benzenesul phonam earance; brown oil Yield % 300
Mz) wnfer&@f‘@g dgyiess yndss reducedgprpssuge t@ﬁﬂ(ﬁ‘oég 3 ﬁ)l HS%@ toa&thﬁ . 7.40
(t, 1H, 7 5]]H(lmdol-ﬂlrj)l]maﬁbrl]lﬁﬁzcﬁdamd tehy! &sté%s adight veHpyw sélid Byi¢ld = @lih), 9. 55
(s, 1H) .4 AT{ XLl N-p-iodo-4-bronp-phenyll-3-(1, 1-di nethyl et hyl)
benzenesul pho am pearance: black solid Yield: quantitative Mp. =
145C PREPARATI ON XLI I

5N-[ 2-i odo- 4gkianPl.Bqronet hyl ) - 5-f | uor o- pheny11- 3-( 1, 1- di net hyl et hyl)

4-[[1-[[4-(1,1-dimethylpropy)phenyl}sulphonyl]-S-(trifluoromethyl)-1 H-indol-2-
yljmethyl}benzoic acid

20 A stock solution was prepared By mixing 2.9 g of the ester obtained according
to preparation VII in solution in 14.5 mL of NMP and 696 mg of sodium hydride
{60% suspension in oil} for 20 minutes. 500 plL of this solution was added to a
solution of 148 mg of 4-(1,1-dimethylpropyl)-benzenesulphonyl chloride in 700 pl
of NMP, and the reaction mixture was stirred for 18 hours at room temperature. The

25  solvent was then evaporated under reduced pressure, and 500 pL of a saturated
aqueous solution of ammonium chloride was added to the residue thus obtained and
the reaction mixture was stirred for 15 minutes. 3 mL of ethyl acetate and 7 mL of a
saturated aqueous solution of NaHCO; were added and the mixture thus obtained was
stirred vigorously. The aqueous phase was extracted twice more with 1 mL of ethyl

30  acetate. The organic phases were combined and evaporated under a nitrogen stream.

The residue thus formed was diluted with 5.4 mL of tetrahydrofuran and then
treated with 1.2 mL of a stock solution of lithium hydroxide (prepared by dissolving
1.25 g of LiOH in 34.8 mL of water) at room temperature for 18 hours. The organic



benzenesul phonam de Appearance: yellow oil Yield: 92% 1HNVR ( DMS0d6, 300
MHz) 108 = 1.24 (s, 9H), 7.19 (d, 1H), 7.53 (t, 1H), 7.64 (dd, 2H), 7.72
(d, 1H), 8.11 (d, IH. PREPARATI ON XLIII

N- p-i odo- 4- et hyl - pheny11- 3- (1, 1-di net hyl et hyl ) benzenesul phonam de

Appear ance: yell ow paste 15Yiel d: quantitative 1H NVR (DVS0d6, 300 MHz) 8 =
1.24 (s, 9H), 2.21 (s, 3H), 6.90 (d, 1HM5 7.11 (dd, 1H), 7.50 (m 3H), 7.64
(dd, 114), 7.68 (td, 1H), 9.55 (s, 1H). 20 PREPARATI ON XLIV

N[ 2- i odo- 3-chl or 0- 4-chl or o- pheny11- 3- (1, 1- di net hyl et hyl )

benzenesul phonam de Appearance: beige solid Yield: 65% M p. = 148C 25
PREPARATI ON XLV N-[2-i odo-6-f | uoro- phenyl1-3-(1, 1-di nmet hyl et hyl )

benzenesul phonam de Appearance: white solid Yield: 69% 30 Mp. = 133C 89
EXAMPLE 103 g dydie Rk é‘/ﬁ?&@féb{ Jngler tl?bg@llr sgregn' 'cm%it ﬁ%lr%ig\)'é W dilyted with

enyl ] sul phonyl | -5 - benzoi ¢ aci d, nethyl
ester ¥ SAHPPUEr F‘?}”‘t“?}’ é’)fah}ﬁl EY%@P}%W% @F'ﬁgmﬂ srreded cWithdund
obtained in alcbroecﬂﬁe’tﬁﬁneﬁﬂbtﬁﬂnoanﬂl)éu&1{9W5tr aXy)- 2Fher @pyHnyd )phasnzedse tieewl d, t he

?éﬁ%éééd 500K Q{ze‘é‘a‘f P4 21 QEn s RO Bldugf Yty i zb“‘@emepar%% (d,
6. 445 (dHPLE) the, dgaitigg 4lHng of 4351([%(,1 Itdnettylpgepytiphenpitisulpiiomd]l-F-m  3H) ,

7 65 (m 211 mﬂﬁorﬁfhe{ﬁyl) ﬂfﬁ)ndo?2%$]n(e’@ﬂyl}%b% On&idlzagéd\@(:@&éoﬁﬂgé (yibtd ERS)y. hydr oxy
p y

E))1 1Hi Lgo(llz ﬂ%t( ﬁ% é@g\q@n};m dsurret hyl ester Wor ki ng

simlarly t 08e=x&ﬁ’2)l(te3HQ kisatst 6HY .50, CHY, €6 GHY, G60 @i, hHy 1.20 (5 2H),

ti ield
D e o 1h N, (%w%%%ie BEEh A5 TR GRs SR SHDCT g8a L A & (Y ®
211), 6.60 (42949 roqdzlél(m 2H) 7.50 (d, 2H) 7.66 (dt, IH), 7.72 (dt,
1H), 7.79 (d, 1|‘|) Workifg sinhilarHp, emeﬁI@ mstaﬂhig fr&n@ﬁeé&res erdangZﬁlWLE 105

et w5188 detfyative Hieoonatnds T MO RBN AR RSN | 3 SRR binet oot or

Wrking simlarly to exarrpl e 30 starting fromthe conmpound obtained in 25
preparati on ¥klAnpieiexpected conpound was obtained as a yell ow oil (yield

= 809 2 9 6.47 (d,
IH, /o %51 ( d*ﬁﬁg-wg@y@geww@wsﬁ S%Grlﬁmomef&é;ﬂ{; 'a% '2511) 194 (d, (
3H), 8 08 ( nylj@kbhyljbenioicdiLE 106

4-[ (RS) - hydrﬁﬁ%&ar{cg%e %Cpla (i met hyl et hyl') phenyl | sul phony11-5-(nethyl)-1H nd
o]

-2-yllmeth enzoi c met hyl ester
' d: 32%

'H NMR (DMSOds, 500 MHz)

20 8=3.74 (s, 3H), 4.52 (s, 2H), 6.62 (s, IH), 7.17 (m, 1H), 7.25 (m, 1H), 7.33 (d, 2H),
7.36 (m, 1H), 7.46 (t, 1TH), 7.65 (d, 1H), 7.87 (d, 2H), 7.98 (s, 1H), 8.24 (d, 1H),
12.98 (s broad, 1H).

EXAMPLE 14
25  4-[{1-[(5-phenyl-2-thienyl)sulphonyl]-5-(trifluoromethyl)-1 H-indol-2-
yllmethyl]benzoic acid

Appearance: beige paste
Yield: 17%
'H NMR (DMSOds, 500 MHz)
30  8=4.54 (s, 2H), 6.70 (s, 1H), 7.42 (m, 5H), 7.53 (d, 1H), 7.61 (m, 2H), 7.68 (d, 1H),
7.93 (m, 3H), 8.01 (s, 1H), 8.24 (d, 1H), 12.98 (s broad, 1H).



90 Wrking simlarly to exanple 30 starting fromthe conpound
obtained in preparation XLIII, the expected conpound was obtained as a

- yellowoil (yield = 38%. |IHNWVR (DVB0d6, 300 MHz) 56 = 1.17 (s, 9H), 2.31
(s, 3H), 3.85 (s, 3H), 6.37 (s broad, 1H), 6.45 (s broad, 1H), 6.52 (s,
1H), 7.13 (dd, 1H), 7.30 (s, | H), 7.444%t, 1H), 7.50 (d, 2H), 7.61 (td,
1H), 7.67 (td, 1H), 7.78 (t, 111), 7.887°(d, I H, 7.93 (d, 2H). EXAMPLE 107
104- RRS) - hydr oxy[ 14[ 3- (1, 1- di net hyl et hyl ) phenyl ] sul phonyl | - 4- (chl or o) - 5-
(chloro)-1Hindol - 2-yl | net hyl | benzoi c acid, nethyl ester Wor ki ng
simlarly to exanple 30 starting fromthe conpound obtained in preparation
XLIV, the expected conpound was obtained as a yellow oil (yield = 85%. 15
114 NWVR (DVS0d6, 300 MHz) 5 = 1.20 (s, 9H), 3.86 (s, 3H), 6.48 (d, 1H),
6.57 (s, 1H)EXAMPLEdS 1H), 7.52 (m 414), 7.66 (td, 1H), 7.74 (td, 114),
7.84 (t, IH a I

2044[ 1-P- (1, 1 114 @ﬁt‘ﬂgr‘ﬁ hm;/lﬁoré%l%ﬁyl()ﬁllﬂ%gny 1- (te?@ygultff/ﬂdoﬁ| ndol - 2-
yl | met hyl | beﬂi’BFf@YHE?’Hm"r%’f yl ester \or k| ng simlarly to exanple 31
starting frOHp]bdaaanearﬂeigemﬁstef exanpl e 103, the expected conpound was

obt ai ned S @e{da woil (yield = 73%. 114 NVR (DvS0d6, 400 MHz) 256 =
1.13 (s, 3 (s, 911), 3.84 (s, 3H), 4.45 (s, 211), 6.46 (s, 11-1),
7.35 (d, 2115HNMRSQ)W@(16,J§1)&)MHZ) 44 (t, 114), 7.47 (d, 1H, 7.57 (td, 111),
7.58 (d, 1H)§=11&/(s m 61711%111 ), 3%0(d 212)13:)56 (€136, 196 (d,HH), tE%(#\MﬁLEH)l% 30

L e e

W)rkl ng si mIarIy to exanple 31
starting fromthe corrpound of exanple 104, the expected conpound was _
obt ai ned, ps l4 ss 0| I (y| eI d = 24% 91 | FI NMR ( DMS0d6, 300 MHz) 8
= 1.18 (s, (s, Iﬂ (s, 1H), 7.36 (d, 2H, '
7.47 (m 2H) 4Ii: @qh(eamlsumln}mylr-Sderl{luommq} yl)rlen(l@lc?-yllnythylil 74 QeazoigH)

7.91 (d, 2H)4ci®- 00 (d, IH. 5 EXAMPLE 110

441 1-[[ 341, 1.di net hyl.et h henyl I sul phonyl | -5-(trifluoro)-6-fluoro-1Hindo
| -2- yllnet h‘wﬁ’eﬁ'éaﬁ'f%lbf]ggéa%g net hyl ester Working simlarly to

exanpl e 31 s¥ald:ilA% from t he conpound of exanple 105, the expected conpound

LI oy R L e g
7.49 (t, IH? '7?%17(5(%!*) %@3 (S=H1)”7)57(Zﬁ1(d, i), T5bie 0, T%ﬂé,,l'?éé 12 (8, ‘lih),

(d, 114). EXAMPLE2H117.96 (s, 1H), 8.23 (d, 1H), 8.59 (s, 1H), 12.91 (s broad, 1H).

1544[ 1-[[ 3- (1, 1-di net hyl et hyl ) phenyl | sul phonyl ] -5- (et hyl ) - 1Hi ndol - 2-

yl I met hyl | benzoi ¢ acid, nethyl ester Working simlarly to exanple 31
starting froBXpMPbBdiound of exanple 106, the expected conmpound was

bt HRidro i - 8 = 1.16
?S alg nH)edz@s ?Igpiqkjfw Bid 12;9; ?B%enz&ﬂ(@ej) &H@E@pﬁwﬁpgﬁgiﬁ?g? 1H) yﬁg 15 (dd.
IH), 7.27 (s 1190 gethy! icagidy3 (y 114), 7.54 (td, 1H), 7.63.(t,

1H), 7.68 (tAppebtince:hed@ poste 3H). EXAMPLE 112 _

Yield: 27%
'H NMR (DMSOds, 250 MHz)

25 §=2.10 (q, 2H), 4.14 (t, 2H), 4.21 (t, 2H), 4.50 (s, 2H), 6.65 (s, 1H), 7.01 (d, 1H),
7.10 (d, 1H), 7.31 (d, 2H), 7.40 (dd, 1H), 7.65 (dd, 1H), 7.87 (d, 2H), 7.98 (s, 1H),
8.23 (d, 1H), 12.88 (s broad, 1H).

EXAMPLE 18 |
30 4—[[1-[[3-(1—methyl-lH—pyrazoLS_—yl)phenyl]sulphonyl]-5-(triflu0romethyl)—1H—
indol-2-yljmethyl]benzoic acid

Appearance: beige paste
Yield: 27%



2544[ 14[ 3- (1, 1- di met hyl et hyl ) phenyl | sul phony1] - 4-(chl oro)-5-(chloro)-1Hind
ol -2- yllnethyllbenzoic acid, nethyl ester Wrking simlarly to
exanple 31 starting fromthe conmpound of exanple 107, the expected conpound
was obtained as a colourless oil (yield = 65%. 114 NVR (DMVS0d6, 400 MHz)
308 = 1.19 (s, 9H), 3.85 (s, 3H), 4.53 (s, 2H), 6.57 (s, 114), 7.37 (d,
2H), 7.47 (t, 1H), 7.55 (d, 1H), 7.59 (t#d, 114), 7.69 (t, IH), 7.74 (td,
1H, 7.90 (d, 2H), 8.06 (d, 114). 92 EXAMPLE 113
4-[[1-R3- (1, 1-di net hyl et hyl ) phenyl | sul phony11-7-fl uoro- 1Hi ndol- 2-
yl i met hyl i benzoic acid, nethyl ester Working simlarly to exanple 30
starting fromthe conpound obtained in preparation 5XLV,

4-[ (R5) - hydroxy[1-[[3-(1, 1-di met hyl et hyl ) phenyl ] sul phony1]-6-(fluoro)- | H
i ndol- 2-yl | meti AR hpREsO & gmj]qHz{ret hyl ester was obtained, and was used

t hout further rifica ne on simlarl
ot o L% 3B 654 58% SenSe oL 4 ez on e P Bl i) LY
47% . 10 1H RER (eDRBENAR77 400 HYHZ B8 (d=21), TA6(R, 1191 B)05 @n,8FH)( 8,173H) ,1H4,. 55 (s,
211 6.61 111 7.21 (m | , 7.35 (d, 111), 7.41
(d, )211) 5 (gfgé?qq?ﬁ@(sfég%d 1dqll ) .62 (s,(111),H)7.70 (df, 111)? 7.92
d, 2 5 EXAMPLE 114
gf- [[ 1!_? [ 3- (1uxeivmiplgt typphenyl ] sul phony11-5-(trifluoronethyl)-1H i ndol - 2-

I | net hyl i be r.kj sim/|ar to.exanple 2, starting from
%/he corr%oundgéﬂ'@?‘g?tﬁ! Eet'iﬂt%f’fﬁéﬁeé}%éa%ﬁhg’f%ﬁﬁ&‘f%ﬁ&%ﬁﬁ%‘f%@- is a \g/]\,hi te
solid (yi el d(trifB@¥methMDH-indol-280fmetEXfdalzéic hitd
4-1711113-(1- | | sul ph 11-5- lid 1Hi ndol -

o et h%(ben %;@%aig%.ﬁ%@%y ot br 25204 29 mg (O 96 WM of tri basi ¢

ot ass h ° 14. 36 0. 05 of

g-(di -ItgrtpbﬂHWthBMBOﬁa)inragb[éllz |, m 44.05 ng (0. 05 mw of Pd2(dba) 3

wer e addedt oaso IO

di et hyl et hy L P REd: ﬁpﬁg?f} ﬁ?%fw% 430l nc?fh% IHP A1 Blasi caci d
met hyl ester 7&3 J%@td& 716(§O(dm_H027&Q(dxMH)of7 96y(s,r ot} diHe(d AHXO ni of
30 tol uene. T@gltsqgggd qQppm xture was heated for | hour at 100C in mcrowave
equi pmanﬁ] then dilutéd in 50 nL of HO (IN) and extracted twice with 100
nm. of et §/I acetate. The conbined organic |ayers were dried over nmagnhesi um
sul phat e andEX\ABT #1200 under reduced pressure. The residue was purified by

silica gel cetate
i xtur e (95 éaﬁ a2 f‘“ff‘?ﬂ“'a@%ﬁaﬂ’"ﬁ?%W‘ﬂrﬁ*‘a“?@%Eﬁéﬁﬁﬁfgffﬂn. A

expect ed pr oésiel tbﬂiﬁﬂ“ﬁ@ﬁaﬁﬁ‘d concentrated to dryness under reduced
pressure to gip @rﬁﬁeﬂﬂngﬁ adte[ [ 14[ 3- (1-

nmet hyl ehg(%(l )@hgnyde) sul phonyl ]-5-(pyrrolidin)-1Hindol -2-yl]nethyl] benzoic
acid, 5 hyI %t f as a colourless paste (yield = 15% . 1HNVR (DVB0d6, 300
Miz) 8 = 1.1H CBVIR gPMSQds WO MHZA H) 3 17 (m 4H), 3.84 (s, 3H), 4.41 (s,
§H)50 6d32 (15543‘%36 5.63519 4%(s1 7&@4@ éﬁ%lﬁ)%@é 221';!)74578&212 ; igi)

4- ER- R3- ( 1- et hyl et hyI )phenyl i sul phonyll 5-(pyrrolidin)- 1H-| ndol - 2-

yl]nethybgbeﬁﬂ PRE A Wrking simlarly to exanple 2, starting
fromthe'C e 115, 15 the expected product was obtained as a
bei ge povvder H{ {441, Ldgm%hquwwplwngmglphongﬁmguﬂqmethyl) 1H-indol-2-

4-[[1-[[3-(1 ]f}mdmmq)gyicﬁ:@ma)phenyl]sul phony11-5-(trifluoro)-6-fluoro-1Hin
dol-2- 20 vyi rrret h %nzm c_acid Wrking simlarly to exanple 2,

starting fro RSt exarrpl e 110, the expected product was
obt ai ned as XlaMlané/o powder (yield = 34%.

30 'H NMR (DMSOds, 500 MHz)
&= 1.22 (s, 9H), 4.52 (s, 2H), 6.60 (s, 1H), 7.29 (d, 2H), 7.51 (d, 2H), 7.65 (d, 1H),
7.70 (d, 2H), 7.85 (d, 2H), 7.98 (s, 111), 8.27 (d, 1H), 12.88 (s broad, 1H).



Mp. = 175C. 25 EXAMPLE 118

4-[11-[ P-(11-di net hyl et hyl ) phenyl | sul phonyl | -5- (net hyl ) - 1H i ndol - 2-
yl I met hyl | benzoi c acid Wrking simlarly to exanple 2, starting from
t he conpound of exanple 111, the expected product was obtained as a beige
pomder (yield = 249 . 30Mp. = 161C. g EXAMPLE 119

4-0-[[3-(1, 1-di net hyl et hyl ) phenyl ] sul ph ﬁyl]-4-(ch|oro)-5-(ch|oro)-1FLindoI
-2- methyl] benzoic acid Wrking simlarly to exanple 2, starting
fromthe conpound of exanple 112, 5 the expected product was obtained as a
white powder (yield = 61%. Mp. = 216C Wrking simlarly to exanple
12, starting fromthe correspondi ng sul phonyl chloride derivative and
according to preparation VII, the conpounds in the follow ng exanpl es were

obt ai ned. 10EEXAMIPLE 2220

4-1[1-[ (6- 1 dol - 2-
J1 ety 1 betidy et A SRR e b G B

( DvVB0d6, ZSOIHM -yEmethyl ngtgcagﬁ), 4.54 (s, 2H), 6.62 (s, 1H), 6.87 (d,
1H), 7.32 (dA I&H)ancg elpe(dste 1H), 7.86 (d, 2H), 7.98 (s, 1H), 7.99 (dd,

1H), 8. 27 %§54V8 66 (d, 1H). 20 EXAMPLE 121

4-R1-[4-cC Ioro t hyl - phe yl sul phony11-5- (trifluoronethyl)-1H i ndol - 2-
yI]nethyl]beﬁib@&Ré@N@C%bﬁﬁﬁﬁéﬂéb bei ge paste Yield: 22% 25NVR ( DVS0d6,

250 MHz) 8 =s2.2R% 2H’§th7ﬁn5§H 2,504 zfsﬁf( 3H)14Ds6 d71131} Aeb ( 2'rbl 7.55
(1,0_||) ) L ﬁé?m & (21857 880, 2087 oh O, 1) s 24 (81 12&5?5 broad, "0 &

4411- [ benzof uHan- 2- suIphony11-5-(tr|fluoronethyl)-lkklndoI
yl]nethyi benzoi c acid Appear ance: beige paste Yield: 10% 95 | HNVR
(DVB0d6, 250 MHz) 8 = 4.56 (s, 2H), 6.69 (s, 1H), 7.35 (d, 2H), 7.39 (dd
1H), 7.54 (t,zmﬂ_mo (d, 1H), 7.72 (t, 2H), 7.86 (d, 2H), 7.94(d, 1H),
8.01 (s.1H),4%n :F-(Ijl-difhuth ﬁtWﬂn& héﬂﬂlrs)ulplhlinyl} dS trlfluoro-methyl)-

I ndo

[ 4- pr opoxy-p trlf uor orret hy
yI]nethyIIbeﬂ§d¥ &;%ﬁgn ei ge paste Yield: 27%)10NNR ( DVB0d6,
250 MHz) 8 =APp@Binge: befgd)p,aste. 68 (sept 2H), 3.96 (t, 2H), 4.51 (s, 2H),

6.55 (s, 1§FDY] g994d ZFD 7.33 (d 2H), 7.63 (d, 1H), 7.74 (d, 2H), 7.89
(d, 2H, ﬁ@§ &6& 12.76 (s broad, 1H). 15 EXAMPLE 124
4- [[143 chloﬁ% AJ%(@ 6¥bﬁ¥p 9 phenylsulphonyll 5-(trifluoronethyl)-1H nd

ol - 2-yl | met hyH henzQ bE), 34 (sABHR al4n@e2HR &, e(spHgy, §.06i (d) k), 7% (d, 2H),
7.48 (d, 1H), 7.66 (d, 1H), 7.70 (d, IH), 7.86 (d, 2H), 7.96 (s, 1H), 8.27 (d, 1H),
12.90 (s broad, 1H).

20
EXAMPLE 24
4-[[1-(ethylsulphonyl)-5-(trifluoromethyl)-1H-indol-2-yljmethyl] benzoic acid
Appearance: beige paste
Yield: 9%

25  'H NMR (DMSOdg, 500 MHz)
8 = 1.06 (t, 3H), 3.52 (q, 2H), 4.42 (s, 2H), 6.50 (s, 1H), 7.39 (d, 2H), 7.62 (d, 1H),
7.91 (d, 2H), 8.01 (s, 1H), 8.07 (d, 1H), 12.94 (s broad, 1H).

EXAMPLE 25
30  4-[[1-(2-naphthalenylsulphonyl)-5-(trifiuoromethyl)-1 H-indol-2-yl]methyl]
benzoic acid

Appearance: beige paste
Yield: 30%



20 114 NWVR (DVB0d6, 250 MHz) = 4.54 (s, 2H), 6.70 (s, 1H, 7.32 (d, 2H),
7.38 (t, 1H, 7.43 (d, 1H, 7.66 (d, 1H, 7.80 (d, 1H, 7.87 (d, 2H), 7.90
(dd, 1H), 8.00 (s, 1H), 8.26(d, 1H), 12.82 (s broad, 1H). 25 EXAMPLE 125
4-0-[ 4- met hyl - 3- ox0- 3, 4- di hydr o- 2H benzol[ 1, 4] oxazi ne- 6- sul phonyl | - 5-
(trifluoronethyl)-1Hindol-2-yllnmethyl]benzoic acid Appearance: beige paste
Yield: 23% 30 | HNVR (DVS0d6, 250 MHz) 849 3.19 (s, 3H), 4.53 (s, 2H), 4.73
(s, 2H, 6.62 (s, 1H, 7.05 (d, 1H, 7.31 (m 3H), 7.40 (dd, 1H), 7.65 (dd,
1H, 7.85 (d, 2H), 7.97 (s, 1H, 8.31 (d, 1H. 96 EXAWPLE 126

4-[[ 1-[3-di fl uoronet hyl sul phanyl - phenyl sul phonyl ]-5-(trifl uoronethyl)-1H nd
ol -2-yl | met hyl | benzoi c acid Appearance: beige paste 5Yield: 14% 114 NMVR
DVS0d6, 250 MHz) 8 = 4.51 (s, 2H), 6.64 (s, 1H), 7.31 (d, 2H), 7.63 (m
7.

(
2H) , 87 i\ﬁ;ﬁ) 7.98 1 8.24 (d, 1 10 EXAMPLE
T 4 [l TR PR Bl St Dy ) Lt ndol - 2

[[1 3/ enylsu phony g)trlf uor one
yl 1 met hyl ] beﬁzzﬁ g0 éﬁ:?H (&r Hkb .3 56@1?91%1) pelSt(@. 9 84 @2@%1? I1(mp N
(DVB0d6, 250 38NI8ZY, 181)=8.03 @8 161, 8.644s, 1H),97.8413 bibkl),, 1H3. 77 (d, 2H), 4.51 (s,
2H), 6.55 (s, 1H), 7.00 (d, 2H), 7.33 (d, 214), 7.63 (d, 114), 7.75 (d,
2H), 7.88 (d, 2H), 7.95 (s, 114), 8.24 (d, 1H), 12.87 (s broad, 1H. 20
EXAVPLE 128 EXAMPLE 26
4-[[ 144- (3- ngt . 141 ndol - 2-
yl I et hyl ] Loy gzglﬁt“ﬁ)%g ffihadh PO v ghs'gg héIf-S ML ALY O
(DVB0d6, 250 indely-dlmethyl nealcas . 1.41 (rn 314), 2.59 (m 214), 4.51 (s,
2H), 6.57 (sAp;)wrancz I&de(pia,steZl—D 7.34 (d, 2H), 7.63 (d, 1H), 7.71 (d, 214),
7.87 (d, 2H) y:f4980fS. 8.24 (d, 1H), 12.75 (s broad, 1H). 30 EXAMPLE
129
4-[[ 144- {bor pHé‘iMRéDM&%RbWﬁanzenesul phony11-5- (trifl uoronethyl)-1H ndo

l(Df/s 3611I6rret2 gxélslszorz 6H91<2!43$ APRIERD B2 &pt, 0] g@3@@§tn), 6% (¥ |i7.09%, |1H)N?/§
oH), 7.54 (d7l\%‘zlﬁji )gSI(éd ﬁjilf‘w E/dd8j7ﬁ? i#H)“?) 38?%@( aﬂlo%%(%éﬁ?d 1H)
12.87 (s bro8ds (§HYD), BZMIVRL 1))

4-[[ 1-[ (6- phenoxy- 3- pyr|d| nyI)suI phonyll 5-(trifluoronethyl)-1H1indol -2-

yl I met hyl L benzal ¢ aci d Appearance: beige paste 10Yield: 18% I HNVR (DVB0dS,
500 |\/|—|2) PREPARATION VIII

4-[(5-chloro-1H-indol-2-yl)methyl]benzoic acid, methyl ester
Working according to the procedure of preparation VII, starting from 4-

chloro-2-iodo-aniline, the expected product was obtained as a beige solid (yield =
50%).
20 M.p.=118°C.
Working according to the procedure of example 12, starting from preparation
VIII and the corresponding sulphonylated derivative, the following examples 27 to 29

were prepared.

25  EXAMPLE 27
4-[[5-chloro-1-{(4-chloro-3-methyl-phenyl)sulphonyl]-1H-indol-2-yl}-
methyllbenzoic acid
Appearance: beige paste
Yield: 8%

30  'HNMR (DMSQdg, 250 MHz)

8 =227 (s, 3H), 4.49 (s, 2H), 6.50 (s, 1H), 7.32 (m, 3H), 7.57 (m, 2H), 7.62 (d, 1H),
7.70 (m, 1H), 7.86 (d, 2H), 8.03 (d, 1H), 12.98 (s broad, 1H).



5 =4.53 (s, 2H), 6.61 (s, 1H), 7.08 (d, 1H), 7.16 (d, 2H), 7.27 (t, 1H),
7.34 (d, 21-1), 7.43 (td, 2H), 7.63 (dd, 1H), 7.88 (d, 2H), 7.99 (s, 1H),
8.19 (dd, 1H), 8.26 (d, 1H), 8.67 (d, 1H), 12.93 (s broad, 1H). 15 EXAMPLE

131

4-R1-[ 4- (3, 5-di net hyl - pyrazol -1-y1) - phegél sul phony1] -5-(trifluoromethyl)-1H
. beige paste 20 Yield: 21% 11-1

NVR (DMS0d6, 250 MHz) 8 = 2.16 (s, 3H), 2.34 (s, 3H), 4.53 (s, 2H), 6.13

(s, 1H), 6.58 (s, 1H, 7.36 (d, 2H), 7.66 (dd, 1H), 7.70 (d, 2H), 7.91 (m

i ndol - 2-yl | met hyl | benzoi ¢ aci d Appear an

4H), 7.98 (s, 1H), 8.27 (d, 1H). 25 EXAMPLE 132
4-[[1-1(3, 4-di hydro- 2, 2-di net hyl- 2H 1- benzopyr an- 6-yl ) sul phonyl ] - 5-
(trifluoronmethyl)-1Hindol-2-yllnmethyl] benzoic acid Appearance: beige

paste Yi el d: EXQ0BDRS (DVS0d6, 250 MHz) 8 = 1.24 (s, 6H), 1.71 (t, 2H),

2.64 (t, 2H)4[§ 0&51 [[g?}mﬂéoﬁﬁleelﬁi_&p%mﬁ u(ﬁagm&gﬂ)fﬁtﬂdoliﬁﬁ (d, 2H) 7.45

(s, 1H), 7.49
1H), 12.63 (DeH HZOH—&CI 98 EXAMPLE 133
4- [ [ 1- 14- et hppppheny trigeghasey! ] - 5- (trifluoronet hyl) - 1Hi ndol -

yI I rret hyI bepz 41014%“ d Appear ance: beige paste 5Yield: 21% NIVR (DwVB0d6, 250
2 2H), 4.51 (s, 2H), 6.56 (s, 111), 7.32 (d,

2H) 7.35 (d, NMB(DMWG,(E@MIM 7.73 (d, 2H), 7.86 (d, 2H), 7.95 (s,
1H), 8.24 (ds=U4Hho Lé {s(sh1iep szl(&liﬂ) #@7%“@13'5 5344, IH) 777 (t, 1H),

3I1I[ ﬁifhgf } B?ﬁggf‘g bt ‘K&p%ﬁr{gé tlr?Jié‘Bg‘é %ﬁéﬂﬁsﬁﬁm' ngO% 114 NVR

(DI\/BOd6 250 MHz) 5 = 2.32 (s, 311), 4.51 (s, 6.55 (s, 114), 7.33 (dd,

(dghye Al 72 (d, 2H), 7.88 (d, 211) 794(s 1H), 8.23 (d,
1 8 ﬁ%@ﬁﬂm 20 B AV 15
4
|
(DVB0d6, 250

111), 8.25 (t] NMB (DRISOA.,(X50 MHy), 12.82 (s broad, 1H). 30 EXAMPLE 136
4-[[1[ 4- gl osgme(e,yi}g)uls@b%nm ﬁzf%d' ihy@@@r{&a m@ 75&@ aﬂ@hé’o(ld, 1 r

|1 thyllb 2% 11-
Vovboan. boolamidd. TE.7 SR T 3 o bes o8 (0 g1, 12804 bepadal). 7. 5o (a0

2H), 7.64 (dd, 1H), 7.83 (d, 2H), 7.87 (d, 2H), 7.98 (s, 1H), 8.23 (d, 1H),

12.86 (s broggppARarioN Ix
N-[2-iodo-4-(trifluoromethyl)-phenyl]-3-(1-methylethyl)benzenesulphonamide
20 67.78 g (309.92 mM) of 3-(1-methylethyl)-benzenesulphonyl chloride was
added dropwise over a period of 10 minutes to a solution of 72 g (250.86 mM) of 2-

iodo-4-trifluoromethyl-aniline in 216 mL of pyridine and the reaction mixture was
stirred for 21 hours at room temperature. Next, 42.22 g (752.57 mM) of potassium
hydroxide and then 250 mL of water and 125 mL of dioxane were added. After
25  stirring for 5 hours at reflux temperature, then 64 hours at room temperature and a
further 8 hours at reflux temperature, the reaction mixture was poured into 21, a ice-
water mixture and 325 mL of 10N hydrochloric acid, and extracted three times with
500 mL of ethyl acetate. The combined organic phases were dried over magnesium
sulphate and evaporated under reduced pressure. The residue obtained was purified
30 by silica gel chromatography, eluting with a cyclohexane / ethyl acetate mixture
{(90/10; v/v) then (80/20; v/v). The fractions containing the expected product were
combined and concentrated to dryness under reduced pressure to give 128 g of N-[2-

.24 (d,

[[1 R6 (4- Mﬁm@nowﬁwewlmml)}%rm%ﬁﬂhnghwbqnfzpmctshet hyl)-1H i ndo

-2- ylimeth dargb@émﬁ[g’é gkd Appearance: beige paste Yield: 20% 25 | HNWVR
éﬂ (m 8H), 4.53 (s, 211), 6.57 (s, 1H), 6.75 (d,

114), 7.32 (X M{ 7, 63 (dd, 111), 7.74 (dd, 111), 7.88 (d, 2H), 7.96 (s,

i



5 EXAMPLE 137

4-[[ 144-f 1 uoro- phenyl sul phonyl11-5-(trifluoronethyl)-1H i ndol - 2-

yl I met hyl | benzoi ¢ aci d Appearance: bei ge paste 10Yield: 8% | HNMR ( DMS0d6,
250 MHz) 8 = 4.51 (s, 2H), 6.58 (s, IH), 7.35 (dd, 4H), 7.64 (dd, 1H), 7.90
(m 4H), 7.97 (s, IH, 8.24 (d, 1H), 12.91 (s broad, 1H). 15 EXAMPLE 138
4-[[ 1- 14- et hoxy- phenyl sul phonyl ] -5- (tristl uor onet hyl ) - 1H i ndol - 2-

yl I met hyl | benzoi ¢ aci d Appearance: beige paste Yield: 16% 20NVR ( DMS0d6,
250 MHz) 8 = 3.79 (s, 3H), 4.51 (s, 2H), 6.53 (s, 1H), 7.02 (d, 2H), 7.33
(d, 2H, 7.63 (dd, 1H), 7.77 (d, 2H), 7.88 (d, 2H), 7.94 (s, 1H), 8.25 (d,
1H), 12.94 (s broad, 1H). EXAMPLE 139

254- [ [ 144- pr opyl - phenyl sul phony11-5-(trifl uoromet hyl)-1Hi ndol -

|1 hyl]b
Vi) 506 Lo Mg Ao HRRS BRI Q?'ﬂ%ﬂéﬁ)t'lfbéﬂz%}léiulfﬁ&/&rﬂgsaéQ'\@ 5, 500

1H), 7.31 (dsolwuaﬂ?ﬂ%we(yafld)zm 7.63 (dd, 1H), 7.72 (d, 2H), 7.88 (d, 2H),
7.96 (s, 1H) H3IMA (ONMSAdE) 300 NiGR) EXAMPLE 140

1 it iyl T behzol o L a kD g Kl '%ﬁs?%%y W 24985 Rk Gonsods,
500 Miz) 8 =1H),82096 bre@e) [H1. 19 (m 2H) 1.25 (m 2H), 1.50 (m 211), 2.58
(t, 2H), 4.51 (s, 211), 6.56 (s, 1H), 7.32 (d, 2H), 7.34 (d, 2H), 7.63 (dd,

1H), 7.72 (dj 211!l 7.88 (d, 2H), 7.96 (s, 111), 8.24 (d, 1H). 10 EXAI\/PLE
141 44[ 14(3 yl ) sul phony11-5-(trifluoronethyl)-1Hi ndol -

yl I met hyl ] ben-z[(RS) IBair [Saﬁlaneﬁhylelolmnﬂnepﬁlmmplﬂ(ﬁﬂ]d -(riflad96- mdNiyiR- ( DIVISOd6
R SR e e O TN I
1H). 20 @(ANPLE 1A2 mixture of 117.72g (250.86 m M) of N 2- 10do-4-(tr1ﬂuoromethyl)
4-R114-trifl wér@qe;-tmmm@lw@w ﬁdﬂlzé}ﬁ@ﬂ}éﬂdnaﬁndd ri {preraromt hyy)y, 1Hseadql - 2-
yl I met hyl | bg e [ A %stze0 CY gl : 21% 2% tI HN 4(g DVB0d6,
500M428%%59%a@? *%’9% “@5?1{ %‘f{) 9%%/5) 7.66
(dd, lH) 7. 8689 nhM)ZH) bis 1r1g&nyhbho@lhjne mallggdiufs (II)]_H)Iorut_e 257 £ d14.1HpM) of
copper {cuprous) iodide, 150 mL of diethylamine and 500 mL of dimethylformamide
15  was heated for 30 minutes at reflux temperature. The solvent was evaporated under
reduced pressure and the residue was purified by silica gel chromatography, eluting
with a cyclohexane / ethy! acetate mixture (95/5; v/v) then progressively with a
cyclohexane / ethyl acetate mixture (70/30; v/v). The fractions containing the
expected product were combined and concentrated to dryness under reduced pressure
20 to give 102g of 4-[(RS)-hydroxy[1-[[3-(I-methylethyl)phenyl]-sulphonyl]-5-
(trifluoromethyl)-1H-indol-2-yl]methyl]-benzoic acid methy! ester as an orange oil
(vield = 82%).
"H NMR (DMSOdg, 300 MHz)
& = 1.08 (d, 3H), 1.10 (d, 3H), 2.85 (sept, 1H), 3.86 (s, 3H), 6.50 (m, 2H), 6.80 (s,
25  1H), 7.53 (m, 7H), 7.95 (d, 2H), 8.01 (m, 1H), 8.23 (s, 1H}.

EXAMPLE 31
4-[[1-[[3-(1-methylethyD)phenyl]sulphonyl]-5-(trifluoromethyl)-1 H-indol-2-
yljmethylibenzoic acid, methyl ester

30 1543 mL (966 mM) of triethylsilane, 10 mL of trifluorcacetic acid and
122.42 mlL (966 mM) of boron trifluoride diethyl etheratewere added successively,
dropwise, to a solution of 102.7 g (193.21 mM) of ester obtained according to

example 30 in 1 L of dichloromethane. The reaction mixture was stirred for 1 hour at



EXAMPLE 143

304-[[113-chl or o- phenyl sul phony1] -5-(trifl uoronethyl)-1H-indol -2-yl | met hyl ]
benzoi c acid Appearance: beige paste Yield: 20% 101 1HNVR (DMVS0d6, 500
VHz) = 4.54 (s, 2H), 6.71 (s, 1H), 7.33 (d, 2H), 7.56 (t, 1H), 7.63 (t,
1H), 7.66 (dd, 1H), 7.75 (dd, 1H), 7.795§dd, 1H), 7.89 (d, 2H), 8.00 (s,
1H), 8.24 (d, 1H. 5 EXAMPLE 144

4.1[ 1. 14- phenoxy- phenyi sul phony11-5-(trifl uoronmethyl)-1Hindol - 2-yli met hyl ]
benzoi ¢ acid Appearance: beige paste Yield: 14% 10NVR (DVS0d6, 500 MHz) =
4.50 (s, 2H), 6.55 (s, 1H), 6.97 (d, 2H), 7.12 (d, 2H), 7.28 (t, IH), 7.32
(d, 2H, 7.45 (d, 111), 7.47 (d, 1H), 7.63 (dd, 1H), 7.83 (d, 2H), 7.88 (d,
2H), 7.97 (s, 1H), 8.24 (d, 1H). 15 EXAMPLE 145

44[ 143- tri f | wonotestpeoyre pthem yiosted phowly| intob1 (it of ﬁdeumtonmﬂtftquc)eeanﬂngndml -2-

%’vagggyl ggg&%HZlE G wé@%?{eﬁ%@ esQ@élg%l?‘?ﬁtSeL Yif%eﬁier %?SDd gata]'r %R

4H), 7.87 (daqugpﬂs seylu@@ (0§ pqtqq);mng cgﬂgor@eﬂe a:m:q) E§(A@§pp_vgteg_4 en ried over

254h0| l[ﬁ' - chinageshinpheplyste 3nd ub@amed hinder (rédu\c;fadl éﬁsgﬁe(tyme?\lesiuhb ldﬁdx((i)ﬂdegZ )2”5]0
met hy Z0j ci pear an as i el :

MHz) 3086{ 4" g%ﬁ‘ rlﬁjed%%sehcg gg roma %apﬁyf, %Litm(ngﬂQ yc gﬁeggne Oe,th)g)l\lg/ffs?tat?' 62 (d,
2H), 7.65 (danixtes)(95/8; #ov)(iben pm@ressmel%um dio CXH))heX?n©8 ethyl e@H)ate @imre( d,

1H. 102 EX{%W(—)E viA/ The fractlons contammg the expected product were combined a

4-[[ 144-chl oro- 3-di f| uor rret oxY, ‘?F@élg hon lf S5-(trif ororretq__kll) 1H nd
ol - 2-yl i met HSARCEURIRS {0 AT u@FﬁérepA%tgéV% Aot -1k

( Dl\/BOd6 250mbﬂ1-iybethyl)phshyﬂ@ulblsqnyﬂlrﬁ (tr1ﬂu<ﬁ'3m(381yl)l-11ﬂ)' inddl-321]6thyPbnzok. 38 (t,

}12 88 (sﬁk(q"d‘?‘% esfel alflpaf koL pft ibfh= A, 799 (s 1), 8. 25(d, 1H

p- f | uor o- S-HNMR @M@@ém@pwm ndol- 2- yI i met hyl | benzoi ¢ acid, nethyl
ester &= 2180 g@H)GQ SBMep@le? 3.5 (s, SRR ety bifh: 662 @nﬁjbf&(d 2H)
di azoni abi cy;{4 2}ﬁ G%Ct an@?ﬁébe%ﬁl g 512 gﬁgja& added, af 0C, to a
sol ution of g & t&ithdd eparatlon VIl in 50
mL of acetonitri I e.

15 EXAMPLE 32
4-[[1-[[3-(2-methylethyl)phenyl]sulphonyl}-5-(trifluoromethyl)-1H-indol-2-
yljmethyl]benzoic acid

Working similarly to example 2, starting from the compound of example 31,
the expected product was obtained as a white solid (yield = 88%).
20 M.p.=175°C.

PREPARATION X
N-(2-iodo-4-(triflnoromethyl)-phenyl)-4-(1-methylethyl)-benzenesulphonamide
370 pl (2.09 mM) of 4-(1-methylethyl)benzenesulphonyl chloride was added
25 to a solution of 0.5g (1.74 mM) of 2-iodo-4-(trifluoromethyl)aniline in 5 mL of
pyridine. The reaction mixture was stirred for 18 hours at room temperature, then

poured into 5 mL of an aqueous solution of IN hydrochloric acid. The mixture was
extracted with 3 x 10 mL of ethyl acetate. The combined organic phases were dried
over magnesium sulphate and concentrated under reduced pressure. The residue
30  obtained was purified by silica gel chromaitography, eluting with a cyclohexane /
ethyl acetate mixture (90/10; v/v). The fractions containing the expected product were
combined and concentrated to dryness under reduced pressure to give 430 mg of N-



15 The reaction mxture was stirred at roomtenperature for 20 hours, then
diluted in water and extracted with ethyl acetate. The organic | ayer was
washed with a solution of M (IN) then NaCl. The conbi ned organic |ayers
were dried over magnesi um sul phate and evaporated under reduced pressure.
The residue was purified by silica gel chromatography, eluting with a

cycl ohexane / ethyl acetate m xture (85/5B5; v/v). 20 The fractions

cont ai ni ng the expected product were conbi ned and concentrated to dryness
under reduced pressure to give 310 ng of the desired product as an orange
powder (yield = 29%. NWVR (DMS0d6, 300 MHz) o=3.83 (s, 3H), 4.23
(s, 2H, 7.40 (m 3H), 7.49 (d, IH, 7.85 (s, 1H), 7.93(d, 2H), 2511.45 (s
broad, 1H). EXAMPLE 148

4-111-1R3-(1 gpﬁj Iﬂﬁmt f | yor gmet hyl)
-1Hi ndol- 2- yl(é 1@0?#{?%%@0&%@%%2(: h?rth% ‘1’1‘;*5 §ex§%@%ﬁ@=‘1§r€%§léﬂ I %’rl yarrtso

preparation pellay &ﬁﬁ(ﬁﬁkﬁéﬁ’@ he corrpound obtained in preparation XLVI and
3-tert-butyl mpheaydsal phonyl chi or| de the expect ed product was obtained in

t he form of ayel I DI\/Bd6 400 MHz 103 =
T8 (o ory - 3 aa iRy Sie werigon aneanit S GCasdEbondigE /5,
(d, 1H, 7. 59ulphqny1Hﬁloriﬁﬂd}:rl(thwell-ﬂ)le; conPpRuds, ofl phieparati@s K, an@HK]! 8eB3 (s, |
H, 8.38 (d, slhyed EXAMPLE 149

54-111-R3- (1, 1-di met hyl et hyl ) phenyl | sul phony11- 3-f | uoro-5-(trifluoronethyl)
-1H indol -2-yl I nmet hyl kbenzoic acid Wrking simlarly to exanple 2,
starting fromltﬁtmmmmx[ of exanple 148, the expected product was

Lo the procelis e ehifpdnieihil Pusnatill ) b Renal e 1 2 rom 1 ne

correspoﬂt@ll ngﬂlﬁbbmﬁyl at ed derivative, the foI | owi ng exanpl es were
pr epar ed. IMpbdzarice Owhite solid _
154-[ 1- P—chl o) 44[%) uor o- phenyl sul phony1] -5-(chl oro) - 1Hi ndol-2-yl | rmethyl]
ben20| c acid Aég ance: beige paste Yield: 7% | HNVR (DVB0d6, 250 MHz) 208
4.49 (s, 2! NMREBMSNd:130MAzB1 (d, 2H), 7.35 (dd, 1H), 7.55 (t, 1H),
Eng/P(Lg (o) 8 =182 k1), 30 o,/ 758 (m? S8, 727200, 91/ o (! PRI dos BEART. 1H)-
4[ [ 1- [ bi pheny)-4- sul phony1] - 5- (chl or0) - 1Hi ndol - 2- yI I net hyl ] benzoi ¢ acid 25
Appear ance: bei ge paste Yield: 7% 1 HNVR (DVS0d6, 250 MHz) 8 = 4.51 (s, 2H),
6.44 (s, 1H pot.3 ofRy 7-47 (m 3H), 7.63 (dd, 2H), 7.67 (dd, 1H),
7.81 (m 2H); = 7.89 (d, 2H), 8.05(d, 1H), 12.84 (s broad, 1H).
30 EXAMPLE 15&[2 iodo-4- (trlfluoromethyl)pheny]]-3 4-d1hydro-4 methyl-2H~1 4-benzoxazine-
4- [ [ 144- pr opylsuRiieRayingid phonyll 5-(chloro)-1Hindol -2-yl ] nethyl] benzoic
aci d Appsgra ce: beig F 104 Yield: 26% 1H NVR ( DMS0d6, 250 MHz) =
0.83 (t, H) PEG%%CMI‘&‘%Q) 1 57 (t, 2H), 4.47 (s, 2H), 6.40 (s, 1H), 7.33
(dd, 5H), 7.80lddd% 1H), 7.68 (d, 2H), 7.87 (d, 2H), 8.03 (d, 1H), 12.85 (s
broad, 1H). Rpp =127°C.

PREPARATION XTI
25  N-(2-iodo-4-(trifluoromethoxy)-phenyl)-4-(1-methylethyl)-benzenesulphonamide

Working similarly to preparation X starting from 2-iodo-4-
(trifluoromethoxy)-aniline and 4-(1-methylethyl-)-benzenesulphonamide chloride, the
expected compound was obtained as a brown solid (yield = 91%).

M.p. =72°C.

30
PREPARATION X1V
N-(4-chloro-2-iodo-phenyl)-4-(1-methylethyl)-benzenesulphonamide




EXAMPLE 153 44[ 143-fl uor o- 4-f | uor o- phenyl sul phony11-5-(chl oro) - 1Hi ndol -
yl I met hyl | benzoi ¢ aci d Appearance: bei ge paste 10Yield: 10% 1H NMR ( DVSOd6,
250 MHz) = 4.49 (s, 2H), 6.49 (s, 1H), 7.34 (m 3H), 7.59 (dd, 1H), 7.63
(d, 1H), 7.70 (m IH, 7.82 (dd, 1H), 7.87 (d, 2H), 8.05 (d, 1H), 12.89 (s
broad, IH). 15 EXAVPLE 154

4- R1- P-f | uor o- phenyi sul phonyl ] -5-(chl oréfl- 1H i ndol - 2-yl I et hyl] benzoic

aci d Appearance: beige paste Yield: 18% I FI NVR (DVS0d6, 250 MHz) 208 = 4.49
(s, 2H), 6.49 (s, 1H, 7.34 (m 3H), 7.58 (m 5H), 7.88 (d, 2H), 8.03 (d,
1H), 12.80 (s broad, 1H). EXAMPLE 155

44[ 1-[4-tert-butyl - phenyl sul phonyl ]-5-(chl oro)-1Hi ndol - 2-yl ] net hyl ]

benzoi ¢ 25aci d Appearance: beige paste Yield: 21% 114 NVR (DWVS0d6, 250 MHz)
8 = 1.22 (s, 9H), Warldidg ¢syilablifl)to papdaitips X shiting Tro2D2-(ato-LE)iprofanBidne(abd, 1H),
I 1%" (d, 1 Ogll)f N%Be&ﬁeé%&l@beﬁf@nesuﬁp%aﬁﬂie %m)ondg R (ere&é]dl)comiagurﬁp W& broad,
4-[[ 1-[ 4- tri PhlagpdAEet WBNSSPHdHpldTPRbny 1] - 5- (chl or 0) - 1H i ndol - 2-yI ]

met hyl | benzoNp acigedppear ance: beige paste 5Yield: 10% 114 NVR ( DMS0d6,
250 MHz) 4 47 (s, 2H), 6.46 (s, 1H, 7.32 (d, 2H), 7.35 (dd, 1H), 7.49
(d, 2H, 5. 63 | H, 7.86 (d, 2H), 7.91 (d, 2H), 8.04 (d, 1H), 12.58 (s
broad, 1H). W 157

4-[[1-12, 3- dj i _1Hi ndol- 2- vl |

rre% Lyl] ben20| c ’3?%‘3{ ilrztd(%g*é&ﬁ%‘ealﬂg’eﬁ Hﬁ@?gﬂ%f}@@@ﬁ @)oi'i}-]l VR ( DIVBOéG,
250 MHz) 8 =1 -!2@0 ¢ryllmeghyll henagiq acid szmst Yeester (s, 1H), 6.95 (d, 1H), 7.08

l(3 dd, dll'? 7.30 ( MWofltihg sitnifatiy( @, edabfple 20 8tarfisy fidhl) theScdddholifld obtdined1id. 88 (5
roa

204-1f 14 trPfFPaJNEtﬁ%n *ﬁ? A0 X cgmeowd v ohraiped i o e o SIORt ) benzoi
c acid Appeafyafﬂée@ ige paste Yield: 11% 11-1 NMR ( DMS0d6, 250 M—|z) 258 =

4.48 (s, 2H) 1y B (bISOEas0 Mﬁ{(d 2H), 7.36 (dd, 1H), 7.64 (d, | H),

ZH§34 (EiAMZDE) 5?37(4%11), b (ept 1h 3 8840 38 825 1 2846 7216; §), 655100030

4-111- 14- et hyHy, G138y ZH), PAB Ky, I2H)57.68 brhort) 7 6K d,r2d0),17.22 ¢, PHivek 12yid] 1lenzoi c
acid 30 pAppearance: beige paste

EXAMPLE 34
1-[[4-(1-methylethyl)phenyl]sulphony}]-5-(trifluoromethoxy)-1H-indol-2-
yllmethyl]benzoic acid, methyl ester

Working similarly to example 31, starting from the ester of example 33, the
20  expected compound was obtained as a white solid (yield = §1%). '
M.p. = 103°C.

EXAMPLE 35
1-[[4-(1-methylethyl)phenyl]sulphonyl}-5-(trifluoromethoxy)-1 H-indol-2-
25  yllmethyl]lbenzoic acid

Working similarly to example 2, starting from the ester of example 34, the
expected compound was obtained as a white solid (yield = 76%).
M.p. = 66°C.

30  EXAMPLE 36
4¥{hydroxy[1-[[4-(1-methylethyl)phenyl]sulphonyl]-S-(triﬂuoromethyl)—lH—
indol-2-yllmethyl}jbenzoic acid, methyl ester




Yield: 24% 114 NVR (DMS0d6, 250 MHz) = 1.12 (t, 3H), 2.62 (q, 2H), 4.48
(s, 2H), 6.40 (s, 1H), 7.34 (m 5H), 7.60 (dd, 1H), 7.69 (d, 2H), 7.87 (d,
2H), 8.03 (d, 1H), 12.89 (s broad, 1H). 106 EXAMPLE 160

4-111- 141- chl or o- phenyl sul phony11-5-(chl oro)-1Hindol-2-ylinethyl] benzoic
aci d Appearance: beige paste Yield: 19%5 114 NVR (DVMS0d6, 250 MHz) 8 =
4.46 (s, 2H), 6.44 (s, 1H), 7.34 (m 3H557.59 (m 3H), 7.80 (d, 2H), 7.88
(d, 2H), 8.02 (d, 1H), 12.89 (s broad, 1H). EXAMPLE 161 10

4-115-chl oro- 1- [ ( 3- net hyl phenypsul phonyl ] - 1Hi ndol - 2-yl | met hyl ] benzoi ¢ aci d
Appear ance: beige paste Yield: 24% 1H NVR (DVS0d6, 250 MHz) = 2.26
(s, 3H), 4.49 (s, 2H), 6.46 (s, 1H, 7.34 (m 3H), 7.42 (d, IH), 7.48 (m
2H), 157.58 (m IH, 7.61 (d, 1H), 7.88 (d, 2H), 8.01 (d, 1H . EXAWMPLE 162
4411- [4-isop rop ] g Sz¢h G - ' - hyl
benzoic acid 20 ?§§?@§§§§?§E§Fggkp s%gngg%@kq%g%f%??kﬁgggﬁﬁé%%é%pg%o VHz)
= 1.22 (s, 3Pyeparplion X the expactedcompopad waggbtainedsas g ypllowgplid gyidd &%) ) |
6.97 (d, 2H Mp.383¢Cn 3H, 7.60 (d, 1H, 7.68 (d, 2H, 7.88 (d, 2H, 8.03
(d, 1H), 12.89 (s broad, 251H). EXAWMPLE 163

4-[[ 5-chl oro- 1- ( 2- napht hal enyl sul phony1) - 1Hi ndol - 2-yl | net hyl ] benzoi ¢ aci d

Appear ance: EXAMPRFI%E 30 Yield: 9% NVR (DVBOd6, 250 MHz) = 4.56 (s,
2H), 6.43 - {di m 2 H. x .6- - , .69 3H),
85 (d oty Uiy Aposdil ¢ yBeiphofiL 00 LD

1 2 . 2 .61
107 EXAMPLE _(Ltgg'luoroélgt’hyl)l_PH-ianol-%-ygl]tﬁydr(l)_)?y’me%hﬁ]tgeclil’zoic acid, meth8y?es er
44[ 1- [ 3- chl or o- ph&uorkiagl piholayly | tob-ekedpler ), btartingd dron2 - the | caahfayinll Femzoi ¢
aci d Appear apge, ' Leld: 0 I .= 4.49
R e SHF??%’:*@;‘?L DRSS p e st s SRR ([BRO 6 602 MEY soti” 0 (7
1H), 7.640(d(vigldy= 53075 (m 211), 7.87 (d, 2H), 8.03 (d, I H), 12.87 (s
broad, 1H). EKpMPRECLE5 10
4[ [ 1 44- met hoxy- phenyl sul phony1] - 5- (chl oro) - 1Hi ndol- 2-yl | net hyl ] benzoi ¢
aci d Appearance: beige paste Yield: 25% | HNVR (DVB0d6, 250 MHz) 158 = 3.79
(s, 3H), 4.4EXAMPRH)I8 6.37 (s, 1H), 7.01 (d, 2H), 7.32 (dd, 1H), 7.34 (d,
2H), 4-[[5-chloro-1-[[4-(1-methylethyl)phenyl]sulphonyl]-1H-indol-2-yl]hydroxy
15  methyl]benzoic acid, methyl ester
Working similarly to example 30, starting from 3-(1-hydroxy-prop-2-ynyl)-
benzoic acid methyl ester and the compound obtained in preparation XIV, the
expected compound was obtained as a yellow solid (yield = 76%).
M.p.=71°C.
20
PREPARATION XV

4-[(1RS)-1-hydroxy-1-methyl-2-propynyl]benzoic acid, methyl ester

Under argon, 44.9 mL (22.45 mM) of ethynylmagnesium bromide was added
to a solution of 2 g (11.22 mol) of 4-acetyl-benzoic acid methyl ester in solution in
25 40 mL of tetrahydrofuran and the mixture was stirred overnight at room temperature.
The reaction mixture was diluted with a saturated aqueous solution of NH4Cl and
extracted 3 times with ethyl acetate. The combined organic phases were dried over
magnesium sulphate and evaporated under reduced pressure. The residue was purified
by silica gel chromatography, eluting with a cyclohexane / ethyl acetate mixture
30 (80/20; v/v) and the fractions containing the expected product were combined and
concentrated to dryness under reduced pressure to give 2.3 g of 4-(1-hydroxy-1-
methyl-2-propynyl)benzoic acid methyl ester as a white solid (yield = 33%).
"H NMR (DMSOds, 300 MHz)



7.58 (d, 1H), 7.74 (d, 2H), 7.89 (d, 2H), 8.03 (d, 1H), 12.89 (s broad,
1H). EXAMPLE 166

44[ 1- p- met hoxy- phenyl sul phony1] - 5- (chl oro) - 1Hi ndol - 2-yl I met hyl ] benzoi ¢ 20
aci d Appearance: beige paste Yield: 27% NVR (DM50d6, 250 MHz) 8 =3.74
(s, 3H), 4.47 (s, 2H), 6.46 (s, 1H), 735? (t, 1H), 7.24 (ddd, 1H), 7.33 (m
4H), 257.45 (t, 1H), 7.61 (d, 1H), 7.87°(d, 2H), 8.03 (d, 1H), 12.89 (s
broad, | H). EXAMPLE 167

4-1[ 1- 14-f | vor o- phenyl sul phony1] -5-(chl oro) - 1Hi ndol -2-yl ] et hyl | benzoic
aci d Appearance: beige paste 30Yield: 19% NVR (DVS0d6, 250 MHz) = 4.47
(s, 2H), 6.42 (s, 1H), 7.87 (m 5H), 7.61 (d, 1H), 7.90 (m 4H), 8.03 (d,
1H), 12.89 (s broad, 1H). 108 EXAMPLE 168

4-115- chl or 08 £ 11§24(s{ 3N 3G ket 1] DBy BHIb 6y DI DAV fs 2. 1103 (6l 3H).2-

yl i net hyl | benzoi c acid Appearance: beige paste 5Yield: 19% 1H NVR ( DVS0d6,
250 MHz) 8 = 0.53 (t, 3H), 1.18 (s, 6H), 1.56 (q, 2H), 4.46 (s, 2H), 6.43
(s, 1H), 7.25%&)3_,9. 7.34 (dd, 1H), 7.45 (d, 2H), 7.61 (d, 1H), 7.66 (d,
2H), 7.85 (d4-[2)-[[381AXdiaathylédhy])pRenS silphbriydps(triftdoromethy AVPldd 61-G9

44[ 5- chl of o- 1; - &3- pvr L di.n 1] - 1Hi ndol- 2-yl | mret hyl | benzoi

M Ap%eaylélgg]&d;ﬁ’té’fr%gﬁy]pb;ég?%c b YREh %%%111 NVR (DVBOdS. 500 MX!Z) g =

3.88 (s, 3H), 4.5Woflsng ximilagy 46 exampled)30, staBng drom Hhe eteg3obiginedHp, 7. 34

g_g;i’ ?2_') 1907-(91%8£rgﬁi0nl|‘jii\f %1(188166( ¢o b‘ll;nd B%%Yneﬁdi}) phéParatBn 081, ( the fPecteld. 63 (d,
, : S broad, . 0

44[ 114- pent yFQWﬂa!“?ﬁP%W%fﬁg@@%?ﬂ%@@ﬁﬁﬁpﬁbol- 2-yl I methyl | benzoic

aci d Appear akep:=HECge paste Yield: 10% 25 114 NWR (DVsS0d6, 500 MHz) 8 =

(s caiy 18 1l TG (adr 119, 768 (d, o), 787 (d. 2k, 8 03 (d.

S, , . m , . , , . , , . , , . ,

1H), 12.89 (EXAMBBE4) 30 EXAMPLE 171

4-0-chl oro- 14I[@cﬂl&&ﬁ1£[{ﬂﬂ@ﬁﬂét}x§!dhﬁﬂ)?ﬂyﬂﬂ}sﬁ oigip172imylbl-2®1]hy| | benzoi ¢ aci d
ear ance: bel ast.e Yi,eld. 10% 1H NVR (DVS0d6, 250 MHz 109 5 = 2.32

(Agl,o 3H), 4. 4‘7“’(‘8’?]"’%‘%62‘“%?’3’9‘“?‘5‘?’} ‘/", 7.33 ?“‘:“ 51-1), 7.58 %d, 1H), 7.68 (d,

21-1), 7.88 (d, 2Wprkigg 6iniladly to lxample 391 stagingrfoan thelddjer oEXMVRpIE 387 the

544[ 143" 14| gemmb.a BRR P deas BRI b whitte S PiyRIa 2Hadgydol- 2-yl | met hyl ]

M.p. = 99°C.

benzoi ¢ aci

EXAMPLE 41
4-[[5-chloro-1-[[4-(1-methylethyl)phenyl]sulphonyl]-1H-indol-2-yl}
20  methyl]benzoic acid

Working similarly to example 2, starting from the ester of example 40, the
expected compound was obtained as a white solid (yield = 79%).
M.p. = 192°C.

25 EXAMPLE 42
4-[[1-][4-(1-methylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1H-indol-2-
yl}methyl]benzoic acid, methyl ester

Working similarly to example 31, starting from the ester of example 36, the
expected compound was obtained as a pink solid (yield = 72%).
30 M.p.=123°C.



Appear ance: beige paste Yield: 23% 11-1 NVR (DVS0d6, 500 MHz) 105 = 4.51
(s, 2H), 6.45 (s, 1H, 7.28 (m 1H, 7.36 (m 3H, 7.54 (m 3H), 7.62 (dd,
1H), 7.86 (m 6H), 8.09(d, 1H), 12.90 (s broad, 1H). EXAMPLE 173

44[ 5-chl oro-1-[ (3, 4-di hydro- 2, 2-di net hy1- 2H 1- benzopyr an- 7- yOsul phonyl ] - 1H1
5i ndol- 2-yl I net hyl ] - benzoi ¢ acid Appearance: beige paste Yield: 17% 114 NWR
(DVB0d6, 500 MHz) 5=1.24 (s, 6H, 1571 (t, 2H), 2.64 (t, 2H), 4.48 (s,
2H), 6.45 (s, 1H), 6.76 (d, 1H), 207.31 (d, 2H), 7.32 (dd, 1H), 7.43 (m
1H), 7.46 (dd, 1H), 7.61 (d, 1H), 7.87 (d, 2H), 8.04 (d, 1H), 12.90 (s
broad, 1H). EXAMPLE 174

44[ 1- (1. 3- benzodi oxol- 5-yl sul phonyl) - 5-chl oro- 1Hi ndol - 2-yl ] net hyl ] benzoi c
25aci d Appearance: beige paste Yield: 30% 114 NVR (DMS0d6, 500 MHz) 5 =

4.48 (s, 2H)E NBLESs3 2H) 6 42 (s 1H) 7 oo (d 1H) 7 19 (d, 1H), 7.32
(dd, 1H), rg‘s—%ﬁw 0 (d 9 (d 2H, 8.03
(d, 1H), 12 e l-HaK}-mgit ylzﬁyl)phq@@lsmwtﬁ( orometiyl) L -indol2

4- [ [ 5- chl or oyljme{i 1 pREAMKK ¥cid- pyrldlnyl)sulphonyl] 1H i ndol- 2- Anethylibenzoi

Z Zg' ?SApFZ)ﬁi)ar anceg\/ bﬁlngf ;ilargf Ee @Qﬁi%&%@ng/g; (%%Q%xﬁggt%, 7 33

(dd, 1H),57. sgpemdcgmpou . Vap azmedzqsbawmte@shqwi 4299).88 (d, 2H), 8.05 (d,
1H), 8.15 (dgqpléh78. 64 (d, 1H), 12.90 (s broad, IH. 10 EXAMPLE 176
4-[[5-chl oro- 1 (et hyl sul phonyl) - 1H i ndol - 2-y|]nethy||benzoic acid
Appear ance: beige paste Yield: 24% 15 1H NVR (DVS0d6, 500 MHz) = 1.04 (t,
3H), 3.47 (QEXAMPIE BB (s, 2H), 6.34 (s, 214), 7.32 (dd, 1H), 7.41 (d,
E;')ANPZ E6?7(7d zt-z{gﬂ(s,ﬂdiﬁ;d&%-najeihﬁ)l-ﬂil,g?be(&oxa%ﬂ&-yl)%ﬁpﬁgnﬁﬁs-br oad, 1H).
44[ 1- [ beh oc Girhopom ety hddi-indob2 odlmeshph bemaoic agish, methylester hyl i benzoi ¢ aci d
éﬁil)oeagagie:( bei gevwaRBihg sithi®irl; toﬁ%aﬂabllef\ﬂ\ﬂs(aﬁhﬁoﬁ@n t%gstéﬂ-&)( eﬁug Ee=377‘,1-6t31§-_02(((j S,

, 6. S m : :
114), 257.GSGfFEFFQeTfﬁ?’p"“P%gﬁaS(O[%‘“%%S “(?“%7*0%%@1‘2‘?1)7%/‘7) 90 (d, 1H), 8.02 (d,
1H), 12.86 (M.proéifC.1H). EXAMPLE 178

4-[[5-chl oro-1-[ (3, 4-di hydro-2H1, 5- benzodi oxepi n-7-yl ) sul fonyl] - 1Hi ndol -2

- 30 Anaeth | L. met hvl i benzoic acid
y XAMP{ APS

4-f[1-[(3,4-dihydro-4-methyl-2H-1,4-benzoxazin-6-yl)sulphonyl]-5-
(trifluoromethyl)-1H-indol-2-yljmethyl]benzoic acid

Working similarly to example 2, starting from the ester of example 44, the
expected compound was obtained as a white solid (yield = 31%).
20  M.p.=206°C.

EXAMPLE 46
4-[(RS)-1-[1-{[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1 H-
indol-2-yl]ethyl]benzoic acid, methyl ester

25 Working similarly to example 31, starting from the ester of example 39, the
expected compound was obtained as a beige paste (yield = 62%).
"H NMR (DMSOds, 250 MHz)
8 =1.13 (s, 9H), 1.62 (d, 3H), 3.83 (s, 3H), 5.03 (q, 1H), 7.01 (s, 1H), 7.28 (d, 2H),
7.43 (m, 2H), 7.54 (m, 1H), 7.67 (m, 2H), 7.83 (d, 2H), 7.99 (s, 1H), 8.25 (d, 1H).

30
EXAMPLE 47
4-[(RS)-1-[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1H-
indol-2-yl]ethyl]benzoic acid




Appear ance: beige paste Yield: 25% 1H NVR (DMS0d6, 500 MHz) 111 8 = 2.10
(m 2H), 4.14 (t, 2H), 4.21 (t, 214), 4.46 (s, 2H), 6.48 (s, 114), 7.01 (d,
111), 7.08 (d, 1H), 7.31 (d, 2H), 7.34 (dd, 1H), 7.37 (dd, IH, 7.63 (d,
IH), 7.88 (d, 2H), 8.02 (d, 1H), 12.88 (s broad, 111). 5 EXAMPLE 179

41[ 144" -f1 uor o- bi pheny1l- 4- sul phonyl1] - 5- (5 hl or0) - 1H-i ndol - 2-yl | net hyl ]

benzoi ¢ aci d Appearance: beige paste Yield: 9% 10 114 NVR (DMVMS0d6, 250 MHz)
8 = 4.50 (s, 2H), 6.44 (s, 111), 7.32 (m 5H), 7.61 (d, 1H), 7.80 (m 8H,
8.09 (d, 1H), 12.91 (s broad, 1H). PREPARATION XL VII 15

N- p- i odo- 4- chl or o- phenyl ] met hanesul phonam de Wrking simlarly to
preparation I X, starting from 2-iodo-4-chloroaniline and nethanesul phonyl

chloride, the expected product was obtained in the formof a yellow oil
(quantitative yi eMgrking similRy(DBeEgle Z0taripg fropothe-eswr @6 egamplg #6) thez 38

(d, 114), 7. é&et@d corhpdund wasbtdithd ab Khite 9 Qéﬁls(glelcﬂ—ﬂréi% ).EXAMPLE 180
4[ [ 5- chl or o- %neéﬁg{:sul phony1l) - 1H i ndol-2-yl] nethyl] benzoic acid, nethyl

ester 25Wirk arly to exanple 48, starting fromthe conpound
obtained in preparation XLVII, the expected conpound was obtained as a

white solid aif EﬁSO/() M p = 143C 30 EXAMPLE 181
4[ [ 5- chl oro-%ﬂ'e‘r‘kg“:u phonyl) - 1H i ndol- 2- rg met hyl ] benzoi ¢ aci d
Wor ki ng sim HI31( lé‘;tlaﬁféw@ﬂyyl)rﬂteaﬁﬂswwﬁ (fﬁéluesqmthw 1&iil-2- 180, the

expect ed cong% §HMﬁl@,qﬁem§1@téml te powder (yield = 88%. Mp. =
244C. 112 P

33 di et hy 1-.2, 3 RS Phard B 0.7 BV of DEriodo ArfribycgumethyD)-phenyld-ry

(102.56 mv) ©f; l-éunhqblilul'vthyﬂ)-a@mmntaulmonmwon obnaing8 nt ofepetatiph &ilhe?0mgs added
dropwi sej@t @51 4N c?fQi kﬁt—rf‘i‘%‘%‘w) &n@&c%@ﬁetﬁﬁl 8, 90s 0B ¥l - bls- O

di hydr o- benzg{pgr an in e reaction m xture was stirred

at roomtenp ?@fl%‘wrs%'?m%@a ‘t‘PE’eé )acﬁif’rtdl"’ieﬁ 93tmg £9-P2 M rb&pPRRSG iRdiSr 20
hours and evapdr af widthy etne ARCUMD of dimethy[Térenapid&civaOiiearddd X126 midsted &ten

diluted in 2 0 or n 77.,86
of oxaryl "cny Ea miab§ MO AIERIRT N e bF AR Ay il haleh Hg 1 ™
m xt ure vvas extracted gvitht ethplorpetabnd &e @rganic }151@166 8s Hoed syertrhagnesvapoipheied under

reduced pg esm &va P&‘ﬂteﬁh@ldéﬁ%ﬁg&@ R8N eHe v@mue%taiﬂeady&ypuﬂfba%@ SR
chr omat ogr ap

a
utin he en W n
thy acer a hehiprtiesihig) eigy 618 SSHIaheRiEf ehbleeBln ARl R Rt e
product wer eacyoloharade aimihyioamremm natece (89/20; wigs Thanil@rtioneducedingy gesure to
252 vel | ow oeoed Pfﬂi’dﬁg“_‘”%? et ARG b R ’S*@d%ﬂ?‘%' o
4.22 (s, 2+)i0 GY&P puol 4l tahdigusahylet byl ppnyd butrieny! Sy FON XLI X
20 20  1H-indol-2- yl]methyl]benzow acid methy] ester as a white solid (yield = 38%).

N- (2-i odo- 4- tﬁw%% ’yiooﬁ\qﬁnyl) 3, 3-di net hyl- 2, 3-di hydr o- benzof ur an- 5-

sul phonam de
=1.17 (s, 9H), 3.85 (s, 3H), 4.52 (s, 2H), 6.59 (s, 1H), 7.36 (d, 2H), 7.47 (t, 1H),

7.67 (m, 4H), 7.90 (d, 2H), 7.95 (s, 1H), 8.25 (d, 1H).

25 EXAMPLE 49
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-3-(trifluoromethyl)-1H-indol-2-
yljmethyl]benzoic acid

Working similarly to example 2, starting from the ester of example 48, the
expected compound was obtained as a white solid (yield = 83%).
30 M.p.=128°C.



Wrking simlarly to preparation X, starting from
4-trifluoronethyl-2-iodoaniline and

3, 3-di nmet hy1- 2, 3-di hydr o- benzof ur an- 5- sul phonyl chl oride (obtained in
preparation XLVIII1) the expected conpound was obtained as a yell ow oil
(yield = 2563% . | HNWVR (DVS0d6, 300 MHz) 8 = 1.25 (s, 6H), 4.33 (s, 2H
6.93 (d, 1H, 7.30 (d, 1H), 7.41 (d, 1HF9 7.55 (dd, 1H), 7.71 (d, 1H), 8.10
(s, 1H, 9.74 (s, 1H. 30 113 EXAMPLE 182 4-[1[1l- [3,3-dimethyl-2,3 -d

i hyd ro-benzofu ran-5-sul phonyll -5-(chloro)-1Hindol-2- yll nmethyl]
benzoic acid, nethyl ester Wrking simlarly to exanple 48, starting
fromthe conpound obtained in 5 preparation XLI X, the expected conpound was
obtained as a white powder (yield 509. Mp. = 160C EXAMPLE 183

104-[[[ 143, 31%%'3'@?,*]%]@% 3-di hydro benzofuran 5-sul phonyl ] -5-(chloro)-1Hind

0l1-2- yllnme j-gglfhe sane conditions_as in Exarrpl e
2, starting M[lt%(bhdgﬂeﬁb’m)é){&?ﬂﬂ&“ ny{]r%(fés&yeeqreﬁh&’éﬁ%uml-
obt ai ned as byﬁ@dﬁ:“j Yoluin 53199% Mp. = 1900 15 EXAMPLE 184

31ﬁ|1 ﬁ&gn[ 32(3&| | hydﬁi?ﬁe@r@y ‘P‘L@é’ﬁf% QPE’E‘S‘%&?& f“% S"'“ﬁ't r I"%bg@%ﬁtghyl :

simlarlysto(eXamphe &4,4- é[tle[t&-(lnbdhm@lmlcthel)mm&mhdlooﬂﬂ-ér(tréhmmmtz@yi)-

preparation Médl- 2 gnéhﬁ%eﬁ%%aew?@Hﬁ%ﬁ&?ﬁgﬁmf&rﬁﬁ W%Re&ISHnfaIROUNd
was obtai.ned as a col ourless paste DVS0d6, . 300 MHz)
8 = 1.14 (s, wgﬂftlrrezi Qsrnig taglrb)om 4e rin“gre §|_qj1 g_te% &ndeﬂ_‘éicutgn écboletam I H),

7.21-8.37 (mM93 mgHyf RS SoXibPLlsElt 185 4-[[1-[[3-(1,1-dimethylethy)phenyl]sulphonyl]-6-

3-111-113- ( 1(t%ﬂ9érﬁ§1}e{ﬂ¥/beltﬁ¥r{d)o[@§rﬂél lﬁ@]{bﬁ%@iﬂd 2 IRhivion (§1ng'-f ézl'bpf omet hyl )

- 1Hi ndol - enzolc a
simlarl ifOto %MI(BMSP 490MH2) ng from exarrpl e 184, the expected 30

cormound Yﬂis&bi%%@Hﬁdfﬁ] webHpve. PR&t (FHﬁy}'Ei@ 5H§257°4/485(§11211 mg@a) 6@28286( 300
_ , s
4H) 7.56 (t%gfﬁl}1 8§%((§d2 h?iﬁ%%é ?b ‘i‘ 7.71 (dd, 1H), 7.78 (tdm

1H), 7.98 (s, IH, 8.31 (d, 1H). 114 EXAMPLE 186
3-111-[[3- (1pdkaRg haﬁ)lbet hyl)phenyl]sul phonyII-3 nmet hyl - 5- (trlfluororret hyl )

- 1Hi ndol - 2-y king simlarl xanmpl e 2,

startingl¥r oi‘n[lth3'ébi1@mSThYBEWl’é“IQS’IP]FWHSS @XHB’@E’ Fnetdy (‘kg

thl fiu ﬁg ?i §i\1]igﬁtﬂyqbemuiet dcidyirB(1ey droxibgthyDAminom etBie. salt EXAIV:DLE 187t yl)-
| r

THLD i ndod- 2-y1 ] hyuPe oD Sty SHoR IR antioflb b Bad UbL latiaRe

similarly toweskampldsdoatot ar t belaidtr omft RO0CBEP A0 Momafhedtariblnit

obt ai ned in pireRRANARYIYheX Pl phoANILenEE Ak rﬂetﬁ rmtia@azzo Rethy/fiengipect ed
pr oduct S (H)b ai dyga}iheamlpl 9 El)ir(& 3/ 321 ‘(ﬁ egq : 9%1%21 EXAVPLE
188 44 }[/1\@ E'C‘% E] mf. f tf f’ﬁ@‘t‘fé Qt)%re?ﬁ(ﬁ OBﬁ’W‘ TS S i qyginfEnt 4t ipom
et hyl - 5- (tri fdmperaures hitleh - levbpataidd 2-upbér medchyin] tobesitaine ldOimg wét hyd ester
Working sim m%ﬁ%{% rti fropythe n e 187,
20: t he expeck EIA %r(;x&uct ln%‘%gea%gd agg}i eﬁ ow ?g@ﬁﬁy Eﬁyﬂdﬁﬁet@@tﬂﬂh

pheny |sulphonyl]-6-(trifluoromethyl)-1H-indol-2-ylJmethyi}benzoic acid as a wh:te

solid (yield = 45%).

25 'HNMR (DMSO, 400MHz)
&= 1.17 (s, OH), 4.45 (s, 2H), 6.49 (s, 1H), 7.23 (d, 2H), 7.48 (t, 1H), 7.62 (m, 2H),
7.72 (m, 2H), 7.84 (d, 2H), 7.92 (d, 1H), 8.25 (d, 1H).

EXAMPLE 49¢
30 4-[[1-[{3-(1,1-dimethylethyl)phenyl}sulphonyl]-5-(trifluoromethyl)-1H-indol-2-
yllmethyl]benzoic acid; piperazine salt
15 mg (0.17 mM) of piperazine was added to a solution of 90 mg (0.17 mM)
of  4-[[1-[[3-(},1-dimethylethyl)phenyl}sulphonyl]-6-(triflucromethyl)-1H-indol-2-




1HNVR (DMSOd6, 300 MHz) 8 = 1.12 (s, 911), 2.26 (s, 3H), 3.83 (s, 3H), 4.56
(s, 211), 7.21 (d, 2H), 7.40 (m 211), 7.56 (s, 111), 7.65 (td, 1H), 7.71
(dd, IH, 7.83 (d, 211), 7.97 (s, 1H), 8.30 (d, 1H). 25 EXAMPLE 189
4-[[1-0-(1, 1-di net hyl et hyl ) phenyl | sul phony11- 3-net hyl -5-(trifluoronethyl)-1
Hi ndol-2-yl | net hyl | - benzoic acid \%r king simlarly to exanple 2
starting fromthe ester of exanple 188, The expected product was obtai ned
as a white powder (yield 91% . 30 Mp. 90C 115 EXAMPLE 190
54[ 14[ 3- (14. - di net hyl et hyl ) - phenyl | sul phonyl ] -5-tri fl uoronet hyl - 1Hi ndol - 2-
y11- net hyl phi ophene- 2-carboxylic acid, nethyl ester : Wor ki ng
simlarly to exanple 185 starting fromthe conpound obtained in 5exanple
90, the expected product was obtained as a yellow oil (yield 93%. 1H NWR
(D\VB0d6, 400yNmedhyhbenzoicpeid(ig 10gm) of BirgigydfefuraHlhe agt®n(rgixti@edyas §irgdt (s,
éH)2,7 (76051|(_|;jibrllgﬁ %%@E(e?gfﬂéfﬂre, therP BvdpBrateiflinder vachumdGhe Fdfidue wad9nds. 1H)
44[ 1-p- (1, 1- ma;?@'&f‘ﬁy?fé’é%‘ﬁw wiiherstreleupn siheinihen veth digthyh gshese ohipin 8 ms ofdol - 2-
yl | - hydr oxynttehy 1gipdrariet hylsall H- pyr r al-[{ B{[3HA dadibegletley e [sophinli-est er
Wor ki ng sém | 4 j 0 e 0 btai\ned in
pr epar ati%n ttﬁph%ﬁﬁl%ﬂ]‘%ggpk@o ?i@%ﬁww@&%&rﬁé %-82‘?@%) '(};Q'%lgt él,/!’)t he
expect ed 15priddMR (RHSQ KO as a yellow oil (yield 5%4. 111 NMWR
(DVB0d6, 3005MHz)7 (s, FH)L 2179 (6.5%); £ID (s, BHED. 056 7.23{5,&14),87.45@1}1%% (d,

gr 1H), 7.44 (t,

m)i7?'581(513(%%)3%-9%2‘%(@33:7 @J%)%?’%Z‘?J (‘ggﬂégi 1H). 8.23 (d. 1H).

20 EXAMPLE 192

4-{[1- 1135 (1p ATEL thyf ) - phenyl i sul phonyl | -5-trifl uoronethyl -111-i ndol
-2- yll-net h%‘%—h’% pyrr.ol -2-t¥l -carboxylic acid, nethyl ester

vor ki ng si m Neffralorg-Zsiedambenyl)-3(d apethylgtiylobenzpresalphepamideaxanpl e 191, the
(2?)% 83% t ed0 gr oducWovkisg @ih‘gﬁilye@p&paﬁti&{ g;y\?ami@%iffm( %bﬁlé)ﬁb-ﬂé)@gﬁﬂl]ﬂd%g (

, 4 = S 7 . S 4. S,
>H), 6.61 (d?”%efhsy_ée@)b%ﬂ?&ﬁ%@%? 5%1?‘81?’ t_?tlﬁ)ef‘l-!’@??eﬂz’ioﬂ’?‘gm?s%?%‘ied(lﬁ 3H),
7.72 (dd, 1Hpbeige g8id(gieldl#p1%B. 25 (d, 1H). 30 116 PREPARATION L
14[ 3- (1, {5 di ek ebgodeewdisy! phonyl | - 1H-i ndol e Vor ki ng
simlarly to_pr ration_1 _starting_from 1HindoJe and_3-0 , 1-

di met hyl et hyP)- bhEAIEH: BISARPLCHPo7 05dS (1) Teltpenr Bl BR8ddeIMEs 6Bt ai ned
as a 5brown biohd,(IfD)el d = 99% . 1H NMR (DVS0d6, 300 MHz) 8 = 1.22 (s, 914),
6.84 (d, 1H), 7.25 (t, 1H), 7.35 (t, 1H), 7.51 (t, 1H), 7.60 (d, 1H), 7.72
(d, 1H), 7.78 (d, IH, 7.84 (d, 111), 7.87 (t, 114), 7.97 (d, 114). 10
EXAVPLE 193 E LE. (1, 1- di net hyl et hyl ) phenyl | sul phonyl | -
1Hi ndolz@®@- thusyaﬂ@mggBl{twnhéasﬂz HpR&iylsulphbohyil-125#nabl-2- Wor ki ng

.S

simlarly to_ex arti rom the conpound obtained in preparation
L and net hyIyli'p?tg'?hg?%é’%é‘{’é?eqﬁwe“@fpect ed product was obtained as a
15yel | ow oi | (yi eWarkdu@gpimiliey NVRxaDhBOHS , st800e Kidm) the compound obtained in

preparation X V], the expected compound was obtained as a beige solid (yield = 19%).
"H NMR (DMSO0d6, 250 MHz)

25 6= 1.10(d, 6H), 2.87 (sept, 1H), 3.85 (s, 3H), 4.50 (s, 2H), 6.46 (s, 1H), 7.47 (m, 8H),
7.91 (d, 2H), 8.03 (d, 1H).

EXAMPLE 51
4-[[S-chloro-1-[[3-(1-methylethyl)phenyl]sulphonyl}-1 H-indol-2-yl]-
30  methyl]benzoic acid |
Working similarly to example 2, starting from the compound of example 50,

the expected compound was obtained as a beige solid (yield = 29%).
M.p. = 181°C.



6 = 1.17 (s, 914), 3.85 (s, 3H), 6.41 (d, 1H), 6.48 (d, 1H), 6.57 (s, 1H),
7.22 (t, IH, 7.32 (td, 114), 7.45 (t, 1H, 7.52 (m 3H), 7.67 (td, 2H),
7.81 (t, 1H, 7.94 (d, 2H, 8.02 (d, 1H. 20 EXAWPLE 194

4- R1V- (1, 1- di net hyl et hyl ) phenyl I sul phony1] - 1H i ndol- 2-yl | net hyl i - benzoi c
acid, nethyl ester Wrking simlarly to exanple 31 starting from
t he conpound obtai ned in 25Exanpl e 193, 6lhe expected product was obtai ned
as a yellowoil (yield 81%. 1H NVR (DVS0d6, 400 MHz) 6 = 1.15 (s, 9H),
3.85 (s, 3H), 4.47 (s, 2H), 6.47 (d, 114), 7.23 (td, 114), 7.32 (td, 1H),
7.37 (d, 2H), 7.44 (t, 1H, 7.49 (d, 1H, 7.57 (dt, 114), 7.62 (t, 1H),
7.68 (dt, 1H), 7.90 (d, 214), 8.05 (d, 1H. 30 117 EXAMPLE 195 4- |
[1-113-(1 J-dimethylethyl)ph enyl] su |l p honyll-1Hin dol-2-yl]

met hyl kbenzopR @ ghT xyy Vorking siml arIy to exanple 2 starting from
the ester of e 5ex pected product was_ obtained as a white
powder (yi el H-Geigdg-5-(rifuorempetiyd)-phewyboArthtrdipethylethyl)-benzene-

(4- brono- 2. - fdigpsmdrdeet hyl - phenyl ) - 1-[[ 3- (1, 1- di met hyl et hyl ) phenyl ] sul phon

1110 5-(trifl 2. et hanol imilarly t
Lxanpl o é4r'sta?? | ROFERE ) sipilab ot FRARBRC X, ) sy ar PR 1
4-brono- 25f | (toﬂom@mmwliymlbemzzmddélf(;}dedlmeﬁyl@lwﬂ)@cwuewmhpoﬂn@hkmde,oﬁtea| ned
gszgn(graga)ee)t&@féﬂQMﬁqﬁ&ﬂ]dwa@%%amé(ﬁl\@a(vm\@m Qdfd g@&@-l\vﬂzi%) 158 ;01(59 g i{) 9?') Y
(t, 1H), Mlecr %‘&'; 7.66 (td, 2H), 7. ’73 (dd, 1H), 538 (t, 1H), 8.02 (s,
1H), 8.27 (d 1H). PREPARATI ON LI |

202- [ (4- br ongs 'Mi?ﬂ r9- 5- nmet hyl - benzy11-1-[[3- (1, 1-

di et hyl et hgg’%ﬂry%-:u phony11-5-(trifluoronethyl)-1Hindol e Wor ki ng
simlarly0todd H%-I(blSllmeﬁb’!ﬂthﬂhd‘eﬂb’@ﬂh"l’@‘ﬁo@rﬁémr%@t&b’ﬂéﬁ lfhloﬂr?epar ation
LI, the expeygﬁgﬂgglﬁpmaag’smmymmd as a coI ourless oil (yield 50%

1H NVR ( DVS0Od 9
640 (s 1H) ek siiaty jexametd us. S o g pothbougd et £
(t, 1H, 7.7 ﬁrepar,atld.rl-D(VHZ ﬂ%axpsqtedl‘tq)mpcan@@«a@ dbtamlebi as a yeosvpil B'le_lgﬁ 42%)

4-R1-[[ 341, 14111!% ]sul phonyll-5-trifluoromethyl-1Hindol-2-
5 uor o-

30 yil met hyl enz C )

oxampl 6 6 863 H?mﬁﬂ)ﬂw o6 b 1 L b 1 e
expect ed conpdemﬁk QER 7013t (&, BEK),?aQQ@i QH),t8e2958) §ifh. (yield = 44% . Mp. = 195C
118 PREPARATI ON LI 1|

(4- br ono- 2- I- %yl) 1- E3- (1, 1- di et hyl et hyDphenyl | sul phony11- 5-
(trifluorome Fndol e- 2- net hanol Wrking simlarly to exanple
64 starting ﬂf[ﬂn{[3-!651ﬂhmpﬁwiﬂihzihnlmnmﬂw!phme’ﬂir@ﬁaﬂhlor@neﬂhwl) ~1dhindol-2-

4- brono- 25 f | yghRemy1BeADI¢ Rg@zal dehyde, the expected conpound vvas obt ai ned

or) - 2,27 (5, ) WagkiSs Syl cxgmale X aiar g rorg tscrupodbof exdple £ )y
7.34 (dd, 1H)h,e eipébﬂec(aﬂ)mpbhbld wés d@aifitd aslHyhite sdil (et = 2F)0). 7. 74 (dd, IH)
7.94 (t, 5%2 8.27 (d, 1H). PREPARATION LIV

24( 4- brom) 2 Bt hy genzyl] 1- [[3-(1, 1-di net hyl et hyl ) phenyi j sul phonyl k5-
(trifluoronmethyl)-1Hindole 15Wrking simlarly to exanple 31, starting

from t hexgonmprurh RRTPONECVIID
N-(3-chloro-2-iodophenyl)-3,4-dihydro-4-methyl-2H-1,4-benzoxazine-6-
sulphonamide

Working similarly to preparation X, starting from 2-iodo-3-chloroaniline and
3,4-dihydro-4-methyl-2 H-1,4-benzoxazine-6-sulphonyl  chloride, the expected
30  compound was obtained as a white solid (yield = 76%).
'H NMR (DMSOds, 300 MHz)
& =279 (s, 3H), 3.29 (m, 2H), 4.28 (m, 2H), 6.79 (d, 1H), 6.95 (m, 3H), 7.30 (t, 1H),
7.40 (d, 1H), 9.56 (s, 1H).



preparation LIIIl, the expected conpound was obtained as a colourless resin
(yield = 69% . 1H NWVR (DVS0d6, 300 MHz) 8 =1.19 (s, 9H, 2.05 (s, 3H),
4.28 (s, 2H), 6.14 (s, 1H), 7.05 (d, 1H), 7.35 (dd, I H), 207.46 (d, 1H),
7.54 (t, 1H, 7.67 (dd, 1H), 7.73 (dd, 1H, 7.74 (d, 1H.7.78 (td, 1H),
7.91 (s, 1H), 8.33 (d, 1H). EXAMPLE 197

44[ 14 3- (1, 1-di et hyl et hyl ) phenyl ] sul phéﬁyl | -5-trifluoronethyl-IHindol-2-
25yl i met hy11- 3- met hyl - benzoi c acid Wrking simlarly to exanple 67,
starting fromthe conmpound obtained in preparation LIV, the expected
conpound was obtained as a white powder (yield = 31%. Mp. = 135C
30Wbrking simlarly to exanple 69, starting fromthe conpound obtained in
preparation XXI X and the appropriate boronic derivative, the conmpounds in
t he fol |l ow NBXa&MPDRESd were obtai ned. 119 EXAVPLE 198

4-1[1-113-(1 t.h 11-5-trillu 1H i ndol -
2. ;[n i met hyl T‘Jfber%'i’ﬁf#e‘%h?ﬁh%h%d'% %‘Hﬁ?@?@?"“ﬁ?mm SDEBGREN A 165
NVR ( DVBOd6, indob2yiimetlgylibenzdig a¢id, motjy] eS4e152 (s, 2H), 6.60 (s 1H), 7.33
(s, 2H), 7.41 (d, W%I’Qni%&nﬁf—’ar]@tm é('ﬁ')npleu |ﬁ'd)n thé: &%ﬂé{ﬂnd bbbained-if2 (s,

5,.1 11% EL4[7'3.7 1,3@%%%% ﬁh%e)exag%mff "é}ﬂo‘?ﬁﬁ bt@ﬂffdr Z Pumf@r@? ﬁwem i ndol -

2- ylimethyl I8%).f | uor obenzoi c acid Appearance: beige paste Yield = 27% 15

| HNMR ( DVSOd 9 4. 50 2 6. 46 1 7.36
(t, 1H§ g{ %Qﬁ 30067 OMQ) . 7H)74 (m é}s H) S (S H)94 (m
2H), 8.30 (d8 12—53 (s13 i§2(23(rrbrzéﬁ=d3 165 3HE>4A@MHE 2@0452 (s, H),651(s 1H),

203-[[1-P- (1622 Tadetdnyh), ooseay) i1yl Bhany Ay, 5901108 oseh . 1H- i ndol -
2- yl I methyl ] - 5@‘ Inﬁll())r obeGrcllzm)c aci d Ap}gear ag% )bel ge( pafgte 5\;?21 d = 23% 1H:
NVR (DVBUHB, 300 MHz) 258 = 1.16 (s, 9H), 4.54 (s, 2H), 6.65 (s, IH), 7.36

(gé, 1H), 7.BXAMPLEWS 7.54 (dd, |H), 7.63 (m 2H), 7.67 (m 2H, 7.71
E 201
2034[ %[H% 3- (1‘91[4&5' iO'JOH))éE;ﬁ ‘ﬁﬁ“"éﬁ“éﬁ’@'ﬁ ?’?{onyﬁf%gﬁjf T F’H}IF"‘@?% 1H i ndol -

2- yl I met hyI!“-dB tvlioe &’PEB?‘EC%I d Appearance: beige paste Yield = 20% 120
NVR (DMS0d6, 300 Whbiging similarly to example 2, starting from the compound of example 54,

15  the expected compound was obtained as a white solid (yield = 21%).
M.p. =236°C.

EXAMPLE 56
4-[[1-][3-(1,X-dimethylethyl)phenyl]sulphonyl}- 5-trlflu0r0methy] 1H-indol-2-
20  ylmethyl]-2-hydroxybenzoic acid

Working similarly to example 2, starting from the compound of example 11,
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]}-5-trifluoromethyl-1 H-indol-2-
ylmethyl]-2-methoxybenzoic acid was obtained.

0.73mL (0.73 mM) of a IM solution of boron tribromide (BBr;) in

25  dichloromethane was added dropwise to a solution of 200 mg (0.37 mM) of this
compound in 10 mL of dichloromethane cooled to -78°C. The reaction mixture was
stirred for 5 hours at -78°C, then hydrolysed with 20 mL of water. After decanting
and extracting with dichloromethane, the combined organic phases were dried over
magnesium sulphate and concentrated under reduced pressure. As the reaction was

30 incomplete, the residue was put back in solution in 10 mL of dichloromethane
at -78°C, and 0.73 mL (0.73 mM) of a 1M solution of BBr; in dichloromethane was
added dropwise. The reaction mixture was stirred for 3 h at -78°C, then hydrolysed
with water. After extracting twice with dichloromethane, the combined organic



8 = 1.17 (s, 9H), 4.47 (s, 2H), 6.58 (s, IH, 7.26 (dd, 1H), 7.49 (m 2H)),
7.67 (m 5H), 7.95 (s, 1H), 8.27 (d, 1H), 13.21 (s broad, 1H . 5 EXAMPLE
202

3-[[1-1[ 3-(14-di nmet hyl et hyl ) - phenyl ] sul phonyl | -5-trifl uoronethyl - 1Hi ndol -
- yl I methyl]-6-nmethoxybenzoi c aci d Appearance: beige paste Yield = 30% 10H
NMR (DVS0d6, 300 MHz) 5 = 1.17 (s, 9H), 63.81 (s, 3H), 4.38 (s, 2H), 6.49
(s, IH, 7.08 (d, IH), 7.38 (dd, 1H), 7.48 (t, 1H), 7.51 (d, 1H), 7.64 (m
2H), 7.69 (t, 1H), 7.73 (dd, IH), 7.94 (s, 1H), 8.26 (d, 1H), 12.54 (s
broad, 1H). 15 EXAMPLE 203

3-[[1-[[3-(1, 1-dimethyl et hyl) - phenyl i sul phonyl | -5-trifluoronethyl-111-indol

2 yl ] met hyl ] - 4- chl or o- 6-f | uor obenzoi ¢ aci d Appearance: beige paste Yield

= 9% 20 1HNNBh%£s%QQQiﬂe§ngr%%wswm S{!I['pill%f.: Qlﬁd c%ntrﬁecﬁ&d@ﬁred&‘e&hptés@g (s,
lH) 7.53 (t (e I-?\ (d, lH)
13. 43 (s br 0 er ]_cbue 0 Was ?qu' ied by pr paratlve Ilqmd chromatograp y, € utmg w1th
253-[[1-][ 8- moﬂcmgawah% EF A yhiktupd) iy Iflastibishvongaidindtht reijécwalrp}aahlchykrelll i nd

ol -2- yllnmeth eld =
179% 1 Fl NVR (E)‘?G%%’E%d Q%Jc?g‘ﬁﬁﬁ a&%c}g%%fés Hg‘ ‘%d@%?%%fagg? %‘QE gl)%]“g %A“ [Ii

1H), 7. 485 (t [I34Hl; dlmewsleehyl)pemyl]smpmlnye trlfquyomeithgslf(@dol Py ImhIB2 - 14,
EX%K/P(L(I; 2%';) hy@&odybehsifle adiliths a FhRS sdiflyieldd 44%3. 47 (s broad, 1H). 121
4-1[1413- (1, MBiTtHhGt et hyl ) - phenyl | sul phony11-5-trif1uor omet hyl- 1H- i ndol-2
- ylInmethyll-3- chI or obenzoi ¢ acid Appearance: beige paste 5 Yield = 34% 114

NI\/R(DIVISOd6 57 —120(3 9H), 4.54 (s, 2H) 628(s 1H), 7.42
(d 1H) 70 (dd I—?I 7.78 (d, 2 (l 7.94 (d,
oH) 110(d4 [ @-brqrgoe'@n%@leﬁrlehw pepriflyoromeghud; ml-% methyll-

4- 14[3 04- dbmtdwd@,trﬂaﬂymlmyl]sul phonyl11-5-trifluoronethyl-1Hindol-2-

= 0,
L 2 O e G L R sl ARy TP gal 43 |10
1H), 7.36 (dsolatgn off samg( to IS O 665 FifluoBHp. lfﬁlr(ddl-Z bpethyi)dp,  1H
2037132 I ;D aci Em(g@ ; h ?ﬁecll in prepara‘ﬁlon VI in 2 mL of DIYIF cfololed to 0°C. F4H— dol
205 A 1 (i o, sl PR erkies syt oreneityl i ndo
NVR ( DMS0d6, clﬂﬁﬁdd\ﬁdas) added dFopilleféOT(lesrea&En)n mZnE8 was stirddd) for 45 B8mutss at PP, 6. 22
(s, 1H), 7. 1@13(1thydljo|l'§)sed G100 of Bd1oos aqueous solution of NH4Cl, then extracted 3
times with 50 ml. of ethyl acetate. The combined organic phases were dried over
magnesium sulphate and concentrated under reduced pressure. The residue obtained
20  was purified by silica gel chromatography, eluting with a cyclohexane / ethyl acetate
mixture (90/10; v/v). The fractions containing the expected product were combined
and concentrated to dryness under reduced pressure to give 110 mg of 4-[1-(3-bromo-
benzenesulphonyl)-5-triftuoromethyl-1 H-indol-2-ylmethyl]-benzoic acid methyl ester
as an orange solid (yield = 80%).
25  'HNMR (DMSOdg, 300 MHz)
& =3.85 (s, 3H), 4.55 (s, 2H), 6.73 (s, 1H), 7.36 (d, 2H), 7.48 (t, 1H), 7.67 (m, 1H),
7.74 (t, 1H), 7.82 (m, 1H), 7.87 (m, 1H), 7.89 (d, 2H), 8.01 (s, 1H), 8.24 (d, 1H).

EXAMPLE 58
30  4-[1-(3-cyclopropyl-benzenesulphonyl)-S-trifluoromethyl-1H-indol-2-ylmethyl]-

benzoic acid methyl ester
161 mg (0.76 mM) of tribasic potassium phosphate, 5.58 mg (0.02 mM) of
tricyclohexyl phosphine, 2.24 mg (0.01 mM) of paliadiam acetate and 0.06 mL of



7.57 (t, 1H), 7.67 (m 2H), 7.71 (dd, 1H), 7.79 (m 2H), 7.92 (s, 1H), 8.33
(d, IH, 12.95 (s broad, | H. EXAMPLE 208
3034[ 1-[p- (1, 1-di net hyl et hyl ) - phenyl ] sul phony11-5-trifl uoronmet hyl-1H i ndol-
2- yllnmethyll-4-nmet hoxybenzoi c aci d Appearance: beige paste Yield = 28%
122 1H NVMR (DMs0d6, 300 MHz) =1.21 (s, 9H), 3.79 (s, 3H), 4.37 (s, 2H),
6.24 (s, 1H), 7.15 (d, 1H), 7.54 (t, IHP? 7.67 (m 3H), 7.76 (m 2H), 7.91
(m 2H), 8.30 (d, 1H), 12.60 (s broad, | H). Wrking simlarly to exanple
69, starting fromthe conmpound obtained in 5 preparation XXX and the
appropriate boronic derivative, the conpounds in the follow ng exanpl es 209
and 210 were obtai ned. EXAMPLE 209
44[ 14[ 4- (1- et hyl et hyl ) - phenyl | sul phony11-5-trifl uoronethyl-1H i ndol-2- 10
yl ] met hy11- 2watht owealkenddidc taciad sélppear afhcHO nyei P2 0pabt)e ofi ¢[H-G=bie-114 NVR
(Dvs0d6, 30 1. K 6. 65
(s, 1H), (2)%4}4(2%)55“19’%3“1)% %@ng”me?@[ i "%g’ giﬁg&hﬁlﬁfmf} %éd ‘?’gté'y?% 7.72
(d, 2H), 7 7abtgiged ingrampledd an 241%(0 i) ofi cyclaprgpyl beronic acigl iprlg¥gomli114) |
EX,[A\[I\/ELI[E 210:Lc)flt()(ljuerlet The reactl?n mlﬁture lvx](as heated for 1 houtr atf]|00°C in Tlrc];rowavil dol
[ -.phen on ri.flu me i ndo
S50 Ui etehiene thenof b B etk o BB e bty ETRD PR Ihg < S0
1H NI\/R (DI\/BOdﬁnbnf&ﬁDDerﬂné phasbs werk. diiéd (adrer Bdghesiuth SPphiateequtd, eva}bﬂ)ratedm&r( S,
214), 6.58 ( 5 5 , Og 4 (dd
114), 7.69 %8“&?0 zfegsu% ?%‘gqﬁ &% ds é’ggf%" Ao ﬁ“ m8th§6 a%? “0"%3@ (s
broad, 114). prevnously (samramcwgt of thm yE hegeaskignpligtugowasshegred; i H’g iip'e)rnatt he
conpound obt &jgeedn inficiohapaeaiipaent Xt dianel inheatap@idcgxtdett® thiee aithCethyl
gg; ;}’ﬁte:j"oe thFaEg(Xgﬁ%ﬁéar}%iiﬂéd“ ofgific3Th Q! WA Bl SRUPLS i AdnAd nte" ©
4-111- 114- metvapbra@d4 udddry dgrdoc@iH-pveasurs] 111 assadvien w&s y pirifeagl hiomiick - Sl

trifl t m¥ i |
L] geug;g{ng M%T%t:a%a Qﬂg%n;@ Mﬁ hdhe%a&he%y@?@éﬂ%@hﬁxtﬁfégoﬁgf)@@ ames:

(t, 2H), 4. 2maqiions snjainipg des ?@?ct rodiget gerq %om'\%%dané cpRCenEal 3!433 86 (d,
IH), 7.00 (dﬂ";deﬂ.lréduc@d phesudel to Kie, 5% mdof &h[1-3ycldproglyl{beteneditphonyl) 76 (d
1H), 7 oF b 0
T i e L e R e [ S
tri fI uor orreth’wld T BVadol - 2 yl I met hyl | - 6-f1 uor obenzoi ¢ aci d Appear ance:
bei ge paste EpNNire(DMSO4Z%0obNNYE (DVS0d6, 300 MHz)

& = 0.60 (m, 2H), 0.96 (m, 2H), 1.92 (m, 1H), 3.85 (s, 3H), 4.55 (s, 2H), 6.64 (s, 1H),

7.31 (d, 1£0), 7.38 (m, 4H), 7.54 (d, 1H), 7.65 (d, 1H), 7.90 (d, 2H), 7.97 (s, 1H), 8.23

20 (d, 1H).

EXAMPLE 59
4-[1-(3-cyclopropyl-benzenesulphonyl)-5-trifluoromethyl-1H-indol-2-ylmethyl]-

benzoic acid

25 Working similarly to example 2, starting from the ester of example 58, the
expected compound was obtained as a white solid (yield =79%).
M.p. = 147°C.

PREPARATION X1X
30  1,2-dimethyl-3-(piperidine-1-sulphonyl)-3H-imidazol-1-ium

trifluoromethanesulphonate
133 pL (1.13 mM) of methy!l trifluoromethanesulphonate was added to a
solution of 0.25 g (1.07 mM) of 1-(2-methyl-imidazole-1-sulphonyl)-piperidine in



2.75 (s, 3H), 3.24 (t, 2H), 4.23 (t, 2H), 4.47 (s, 2H), 6.57 (s, 1H),

.73 (d, IH, 6.86 (d, 1H, 7.01 (dd, 1H), 7.25 (dd, 1H), 7.49 (td, 1H),

63 (dd, 1H), 7.67 (dd, 1H), 7.96 (s, 1H), 8.27 (d, 1H), 13.20 (s broad,
1H). 20Working simlarly to exanple 69, starting fromthe conpound obtai ned
in preparation XXXIl and the appropriate boronic derivative, the conpounds
in the follow ng exanples 213 and 214 w&Se obtai ned. EXAVPLE 213

2534[ 1-[ (2, 3-di hydr o- benzo[ 141di oxi n- 6-yl ) sul phony11-5-clil oro-1Hi ndol - 2-
yl Il met hyl | -5- pyri di ne carboxylic acid Appearance: beige paste Yield = 19%

| HNVR (DWVS0d6, 300 MHz) 308 = 4.24 (m 2H), 4.28 (m 2H), 4.52 (s, 2H),
6.54 (s, 1H, 6.95 (d, 1H, 7.12 (d, 1H), 7.28 (dd, 1H), 7.35 (dd, 1H),
7.63 (d, 1H, 8.01 (t, 1H, 8.03 (d, 1H, 8.73 (d, 1H, 8.96 (d, 1H, 13.38

(s broad, 1Hgm, E?élcﬁméﬂ%ng%éol%d %(J-%”é(’?hegregétmﬁq’ﬁﬁtt@@ Q29 sthrled™br 1 hour
di oxi n-6-yl)sul p "I?‘E%FB- 5-triflugrom ethy

ol 2-yl I met hy P Ozp’f pERYeied L‘éé?"d"%ﬁﬁ@aﬂ%&@ Ofbgazgqémﬁ%‘(% -(Bpsriding 1= 39%
"11 NMWR (Dws@mﬁhor@@o.%maiz;daﬁom “nDBay ohtaiddd) as AwEE fomdeRbficld 4.96%)(s, 2H),’
6.47 (s, 1H)M$_93640§, 7.06 (d, 114), 7.27 (m 2H), 7.34 (dd, 1H),
7.49 (m 1H 114), 7.64 (dd, 1H), 8.03 (d, 1H), 13.20 (s broad,
1H). 10 EXAMPLE 215 4- [ (RS)-hydroxy [1-4[3-(1,1-dinethylethyl)phenyl]

sul phony1l- 5pigp AR NPIOREtRY! ) - 1Hindol-2-yll nethyl] benzoic acid, nethyl
ester rkKing, s larly to exa 30 starting fromthe corrpound
obt ai ned in %@r‘ggﬁ"f’éﬁf"d{ﬁ%“y&iﬁ'plﬂe(@%%g@?ya‘?‘% opynyl ) benzoi ¢ acid, the
desi red product wag3egbt000meli)as 4nhlorcaZripelopmiioe and Yi3d0g €©.89991) dfl h2- = 60C
EXAMPLE 216 %@kﬁl@ﬁ%ﬁﬁdﬂ ml@o%)%;rmml w,ln' ?H‘ril&(ﬁ&n&ﬂé(ﬁe]sulgh%ate

~No

-5-(trifluoronet u oro-m et enzoic a
ester Asdfut Phiaed iypreparationytX i spluties) 3.8 mix 91 poctquiitzile were heated for 30
di et hyl et hy Bﬂﬁﬂéwht] BoFgha nyﬂ;ﬂov&vé tehibinient. ametrbadtibn lilrlxtuﬁdﬁﬂas Ailyded watHNY | Then

zoic acid, I n solution in
di chl or onet hS yace%% a%fieé/ %’gp‘& V\n?e)éehéet lvé:ie: E%Base Wa &%céedf dreeginng (1. 83
mV) of diet hw@mth’y@g@ﬁtqshrdmiathﬁrorgammhaeﬁé vetie gombinerd aruﬁ \Efltslhed wﬁbtahaﬁq@teﬂool ed

to -78C. The ac'.il.f‘e%ﬁé 50GdH ¥t dafunyeRlosle. r’FH‘é‘%ré&mc ﬁ&efv@{s ddied Wv%ﬁ@xesﬂiﬁﬁn t he
reacti onégn re was ut e | or et hane. lﬂg ani c

| ayer wad> waSHRRAGAEH e&?@%@(’dﬂﬂ%%@e@%@wm De TGHE Wes RirSE BYER The
conbi ned or gaeii mrdnagétegraplwgereaxtnhlgnadq ovgclonagne s ictiyl 3€tats ulipnet @S8nd/v).

evapor at ed ‘”Iﬂ@ ut| n&‘sd%ﬂffﬁeﬁsa%éﬁclffﬁﬁca{ géli §Hx’ %@gr gl'éréteﬁdtﬁg With Fitidn 80/9%

chr omat ograpg_é exa ate”m xture
viv). The fr ?lf@ﬁ%m@dmlﬁilmp&éhq W@e@ﬁé@é@%t wﬁrﬁdmblm and erfsERERedatd

concent r at ed diydessl dfded MRS prasé@fe toe gilee (3 (o8 SHUN41chlc@d-2doddpBeiig)-of t he

d d est % . |FINVR (DVBOd6, 300 Mz
5o2 15008 seg’ﬁ’%sd“?‘gs"g@‘an%%‘jgﬁ?a k%f((%{f?d ﬁ?‘?")/%ﬁz (t, 1I(—I), 7.53 (d, 1H)?
7.65 (d, 2H) HNMREBDM:SO@WOOMPBI (td, 1H), 7.87 (t, 1H), 8.06 (d, 3H),

8.33 (d, 1H %?3( 41D, 745 (m, 2H), 7.92 (d IH),913( H).
44[ 1- 113(11d|rre hyl ét hyl ) phenyl | sul phony11-5- trlfluororrethyl) 1H i ndol -
2- yllfluoro-nmnethyllbenzoic aC|d 10W)rk| ng simlarly to exanple 2, starting

fromthe compiAMPOE @xanpl e 216,
25  4-lhydroxy[S-chloro-1-(1-piperidinylsulphonyl)-1H-indol-2-ylJmethyl]-benzoic

acid, methyl ester
Working similarly to example 30, starting from the compound obtained in
preparation XX, the expected compound was obtained as a yellow solid (yield =
88%).
30  'HNMR (DMSOds, 500 MHz)
&= 1.34 (m, 6H), 3.11 (m, 4H), 3.84 (s, 3H), 6.28 (s broad, 1H), 6.32 (s broad, 1H),
6.72 (s, 1H), 7.31 (dd, 1H), 7.47 (d, 2H), 7.71 (d, 1H), 7.87 (d, 1H), 7.93 (d, 2H).



t he expected product was obtained as an orange solid (yield = 55%. Mp. =
170C. EXAMPLE 218

154- KRS) - hydr oxy[ 1- R3- (1, 1- di net hyl et hyl ) phenyl i sul phony11-5-(trifl uoronmeth
yl')- 1H i ndol - 2-yl I net hyl | benzoi c acid Wrking simlarly to exanple
2, starting fromthe conpound of exarrpl %6215 t he expected product was

obt ai ned as a bei ge powder (yield 94%°. Mp. = 110C. 20 EXAMPLE 219
4-11-f[3-(1, 1-di met hyl et hyDphenyl ] suI phonyll 5- (trifluoronethyl)-1Hi ndol -

- yllcarbonyl | benzoic acid Wrking simlarly to exanple 93,
starting fromthe conmpound of exanple 218, 25 the expected product was
obtained as a white powder (yield: 8%. Mp. = 180C EXAMPLE 220

4414[ 3- (1, 1-di net hyl et hyl ) phenyl ] sul phony11-5-(trifluoronethyl)-1Hindol -
30yl ] nethyI,E_Xla!eMZéEaﬁ_r | e Wrking simlarly to exanple 69, startlng

fromthe C0”HMI[-HJ&IGM-ﬁ-'(ﬂﬁﬁmeﬁﬂlmmﬁygqmm%ﬁﬂﬁn&hf?@é?ﬁm%w bor oni ¢

acid, the ex&ecti product was obtained as a light yellow solid (yield =
38%. M p. _ ester ExAMPLE 221

44143- (1,1 d| rret hWoeinthiphhariyltd) sxdnpio By starbag fromftheicrmprent pf yxabiple 6@ol - 211-

Stetrazolg ( dqazifgfrinethyltin was

added to a SO ?on ofongjggnd §/&?Obz%ﬂg@n?\7)agw?§eb§r}@(gﬂl tri | e}g)t)bt ai ned in exanple

220 in 16. 95M‘fR‘0¥ 36¥t ho- xyl ene, then the reaction mixture was stirred

overnight at reflux tenperature. The reaction m xture was concentrated

under reduce he residue was purified by silica gel 10

chr omat ogr ap ent of cycl ohexane/ethyl acetate (90/10; v/v)

to (20/80; vB)-hybenxytispropyayfbeozaaacidf di chl or onmet hane / net hanol (100/0;

viv) to (§0/10; V{j{der él;h%r%oﬁa&ﬁl'o recoz?,trawonﬁishﬁoﬁmeé%ﬁﬁdl REQAUGEmere (-

conbi ned and concentrat ess u reduced pressure to qQbtain the
desired prodbeOmigs Was e quetopév‘éﬁﬁ‘l‘m’(‘)ﬂf& ag:(%)@% mofsohpPrormyl hspeoiERANPLE 222
3 I114 I(|1 11ﬁm(emylledueﬂ&ﬁ BA L hyft Jeplakydebiusdl Iadmmb/elleaﬁaért rnmfdumlsorw'zameitm;eld)mv’lI—Ir:c n

ol 2-yl | met \Y 4 4 a 0 o]
hydr oxyl am né‘/égﬁl ﬁhgl[ o ge%i’éﬁélde tlgﬁ(e agéggt%& m%“&%ew %ﬂecp%vé%g ﬁegf t he
benzoni tri | eapispas &@édlqnmf%ﬁiba@ washed ﬁtllnwlthfet@tl Iﬂ@ﬂ’ﬁ@i# dqaeqys ppise

triethyl g ngas t@Nadidified SAGE 119 hydkochiore éUi%B (hept ﬁﬁn@kﬁ'ﬁ&bcﬂbtmﬁés 80g The
reaction mﬁlg{le shcon ntrat % dﬁ Ced“g‘h %ts]ure and n di ssol ved
in CH2C12. lorgrpethans, hee sRRRIGe y*© prinateth | OBBRMI PIRTFS eI ‘te g

evapor at ed. magne3ith |sulphéid. &8l rMypoodtedtunder céuwoedfpessmtee SAmgaaded(lkt 0C to
a sol ution Oﬂ{l&r&& ﬁg?déasvl{f\ %%‘&@J R thh:fotkameds LiniRYdohd gﬁ@mi@@ﬁ) the

reaction mix rty m nutes at room tenperature and
overni ght of H MR DMSRslerZn0iYHz) The reaction mxture was diluted with

wat ﬁr anm% t hga ﬁsd@dapmgd 481 (i) 1819, eyl 7 (ﬁ%ﬁﬂﬁgﬂ9 A hBl),OT.m:t,QH),ay% (deHashed
with M (i e i | . . The conbi ned organic 30 | ayers were

concentr at ﬁ&?@e?‘%é@@ﬁ%ﬁ%&gﬁre and the residue was purified by silica
gel chromat ography usi ng cycl ohexane/ et hyl acetate (90/10; -v/v) to (20/80;
v/iv) as el ueﬂkAﬁpEEf]@acti ons containing the expected product were conbi ned

and 127 con ness under reduced ?ressure to obtain the
desired pr oderdtS-ddore-Igh(d- %ﬂﬂe’&hyé)?he'fyd}su lphomyliql#indel-2-yHe 5 pREPARATI ON
LV 25  hydro methyl]benzonc acid

A N MBI g L
from the conpengpig a@blt ehitgiogdl inrprepasgiionat Xoanddke Xoenwml qmimﬂl iptpsenprationr oni c
TR EBEBSQW“‘*Q@%@?“%‘“M?%%M( A o LY € Thy - ¥ a6
S (s, )
(m 3H), 4%H,z 7.86 (d, 2H), 7.96 (s, 1H), 8.27 (d, 1H), 9.99(s,
15 ]H)(AI\/PLE 223

541- [ 441- R3- &#Ahptgﬁshyl et hyl ) phenyl i sul phony11-5-(trifl uoronet hyl ) 1H ndo

| -2-ylinmethy - met hyl i denel - 2-t hi oxo-t hi azol i n- 4-one

sol ution of 34[5tchigrorl-{id-(1anethyletyDphpudisulphenyid Htipdsb25ll (0. 18 mvp of
acetic acid m@ﬂﬁgﬁbngﬁcggauene was added to a solution of 131 ng (0.26 MV
of the 20 benzal'dehyde obtained in preparation LV and 34.93 ng (0.26 m\) of
rhodanine in 1 nL of toluene, then the reaction m xture was stirred for 2
hours at 120C. The reaction m xture was diluted with water and then
extracted with ethyl acetate. The conbined organic |ayers were concentrated
under reduced pressure and the evaporation residue was purified by
preparative liquid chromatography with detection 25 by nass spectronetry
(LC-M5), eluting with a H20/ CH3CN/ 0. 1% TFA m xture. The fractions
cont ai ning the expected product were conbi ned and concentrated to dryness
under reduced pressure to obtain the desired product as a yell ow powder

A NAA



I1-1 NVR (DVSOd6, 300 MHz) 308 = 1.17 (s, 9H), 4.50 (s, 2H), 6.60 (s, 1H),
7.39 (d, 2H), 7.47 (m 2H), 7.56 (d, 2H), 7.60 (s, 1H, 7.63 (s, 1H), 7.66
(dd, 1H), 7.68 (t, 1H), 7.72 (td, 1H), 7.95 (s, 1H), 8.27 (d, 1H), 13.79 (s
broad, 1H). 128 EXAVPLE 224

N-[440.-[] 3-(1, 1-di et hyl et hyl ) phenyl ] sul phonyl ]-5-(trifluoromethyl)-1Hind
ol 2-yl |l i met hyl | benzoyl khydr azi necar boxyl&é7c acid, tert-butyl ester 163.61 ng
(0.85 mV) of EDCI and 116.17 ng (0.85 nV) of HOAT were

5addedt oasol uti onof 400 ng(0.78 mof4-[[1-[[3-(1, 1-

di et hyl et hyl ) phenyl ] sul phony1] -5-(trifluoromethyl)-1H i ndol-2-yl]nethyl]be
nzoic acid (exanple 49) in 2 nL of toluene, then the reaction m xture was
stirred for 1 hour at roomtenperature. 0.12 nL (0.85 mVW of triethylam ne
and 112.79 mg (0. %rm\{g sf?ﬁtlatrl?rté elithpk 3@6{&%@%@@& Borhpsihdafdednandat he

m xture was stirred room nper at ur hours. The reactlon

m xture was %ﬁ@?ﬁwoﬂﬁ%é’ﬁs ?@ﬂ‘ﬂ‘é‘eﬁﬁ %)Y@é’?’usro@ eﬁ}‘fﬁldt‘h@@raporatl on residue
was purifiedMy. prEparative |iquid chromatography with detection by nass
spectronmetry (LC-MsS), eluting with a H20/CH3CN 0. 1% TFA m xture. The
fractions containing the expected product were conbi ned and concentrated to
dryness uhdeEXAMBEESressure to obtain the desired 15product as a yel |l ow
oil (yi el d =cTprs-(}, BTN ond A1y s rmuworr.sm HEidaof3. (5. 9H),
4.49 (s, 2H), A rr)y g%ﬁ'%riq Vi ﬁ% el (m 2H) . 7.73
(d, 2H)., 7. 82% “’E ethfr Igypyidingegrbogyl fcrfhmef ‘estgfgo (s broad, 111). 20
EXAMPLE 225 Under an argon atmosphere, 2.46 mL (3.93 mM) of a solution of n-

4-0-113-(1,1 rﬁknﬁﬂ Héﬁ'(Qtﬁyiwﬂq{})%&awa%@&ﬁ%ﬂovéy?é£&Jl#?&rmgt @x!z)mr\;rrbr ndol -

- yIInethIr Zol C aci cetic_acrd was
added to! sé’r(é'twfbhu%’f'b%e“‘?%‘l?b@‘}@?5M“%@mﬁh{"ﬂz{[{‘l’lﬂ"? dpreparation III) in
, 1- dIhrTFt EW GUOM‘TLI cﬁﬂ'tgtﬁaﬂyhroﬂwah Eb‘tﬂé’t}/ﬁbﬁl—-&"_c (’IHelre?fdtrohlﬁf ﬁilﬁi\k?ad s)1rr$dl‘|forrlcﬂ)11at2- 25
Arret yl Thenzqy necar boxyli c.aci ert alne
exarrpl e 224 |8n(£ ?}{ Jc%adir(@wl% % bh(gﬁoea th‘{é é?l on' nfg]s[methyfj6
stirred for @mhn@tmtenm@mmlenﬁ‘@tralnxdreﬁlranh&q: eeaemqmlwrﬁwmsetlmfor 2

concent r at edpgindef -7ped! %e@dlmrteéwwawdana féﬁu@é{&p@r@u Nadefitd. AW MBSic

purified eparatlve l'iquid chr.omat Qgr a defecton by mass
spectr oneg r yp%aée Wi drigg Lﬂ"%hd“%’?ﬂ“r& grﬂé{@@vv%ew‘fﬁﬁ@z\atﬁ# A
fractions copteasunt.nThet Pesidex peat parifiedotiy cilicaeged aheorbatogrdplanclwmgecenhraat ed to

d d
col our 1 ess or1CIRER] e‘?ﬁﬁ%gﬁé PR RNORE: P fegifegie foy

9H), 4.52 (sacep migtusd (JE20;1v4y). Ehesﬁathns FppLainyngs he( gxpeaied [pyodugt gigrey m

‘2“;)6 7. 83 (dcombihed dndSorcentratéd) to dryress (Hderlbbluced Grsuré 3o Biveasd2 mdHf 6 EXAVPLE

55- [ 4- R12%3- (- H341- hdimeh ety PrbsnaHsn phamy s i rasnetpd 080 et hyt ) - 10 i nd
ol - 2-yll net brg]h:r'drp:nmﬂl}rl}nﬁwtm@amcj_mﬁdl estaylas 2-bogven paste (yieh=p6%.0. 61 mV) of
triethyl am negangr B3 glymM of 1,1'- carbonyldiimdazole were

.
bt ai ned i n BXakBEe SO0 @Pﬁtg%r (Gt DR RnE AR I on 10

m xture was Sie6r(dédH)Or.73 (MOUH3, 780 (HAk) 2&panati), .97 e 2tHa8 25 oy )Xt ure
was dil uted t extracted with dichl oronet hane. The organic
| ayer vvaégwa\sén?’bgdmm %—I%él]&i(d lf:ﬁyand then NaHCO3. The conbi ned organic | ayers
were concentrated under reduced pressure and the residue was purified by
preparative pgxpNer gh¢smat ography with detection by nmass spectronetry

((:I(;ﬁt g/:S Z]I ngl ;J ﬁéP’guﬁﬂéEﬁéﬁﬂlﬁ%@]&‘%ﬂlg‘ﬂﬁ%@’%ﬁ%ﬁ“@%ﬁ‘&&%ﬁéﬁ3*9 Oie&??’ﬁl/ness

under reducedneplu;dbsmye:dmmcethcayhc adid, ethyl ederpr oduct as a white solid

(yield = . M b2
N- [ 4- [[13§L %1 1%?@% I°e Wenyﬁ %gsiﬁddﬁd 10§ goluu nofﬁourgg © Z?R]M)ﬁ 1Hin
dol 2-yI | met hy¥ thseasid phtaiped Hla?f@mﬁ Fdic Oromt@reﬁaole ‘?rr\%elbf

EDCI, 47.39 m@ &Qctﬁ)ﬂ rHMur@fwaé-strddeEcSrW h@alil‘ts RORYON EHnfierand. The &Qutlimx s 78 mV)

o 5 Rt S B A PP, ©

reaction mxture was stirred for 20 hours at roomtenperature. The reaction
m xture was concentrated under reduced pressure and the residue was
purified by preparative liquid chromatography with detection by nass
spectrometry (LCG-MsS), eluting with a H20/ CH3CN 0. 1% TFA m xture. The
fractions 30 containing the expected product were conbi ned and concentrat ed
to dryness under reduced pressure to obtain the desired product as a white
solid (yield = 53%9. M p. 96C 130 EXAMPLE 228

344411 113 (1 1 d|nethylethyl)phenyl|sulphony11 5 (tr|fluoronethyl) 1H i ndo

o o o o NN NS



75.46 ng (0.66 mVM) of magnesi um et hoxi de was added to a solution of 174.26
nmy (1.32 mV) of ethyl malonate in 5.0 m of tetrahydrofuran, then the
suspensi on was stirred for 4 hours at roomtenperature. The sol vent was
evaporated 10 and the white solid obtained was then added by portions to
the first mxture. Stirring was continueg for 24 hours at roomtenperature
and 100 nL of DCM was added and then the€®organi c phase was washed three
times with 50 nL of HC1l/M The organic |ayer was dried over MgSO4 and t he
sol vent was evaporated to obtain 700 ng of the desired product as an

anor phous orange solid. 1528.20 ng (0.85 m\VW of hydroxyl am ne and then 0.85
m (0.85 mV) of NaOH (IN) were added to a solution of 100 ng (0.17 mV) of
the ester obtained above in 5.0 m of nethanol. The m xture was stirred for
3 days at r obymddigeriat atueated Aprepisdolutnwed soddirh diy dabgem tdrbdRtenNabiCOspe and 5
m. of HO and tocup
nyl on menbraA%} &t&gtl(ﬁﬁ{mﬁ%md}%%m}# H‘ev@gﬂrg%b %5?%5\(9@8%8‘\@%@ id was

purified by Siphainansesvappratseagel warRpd pagsaiyeclhs @H&awéwfétwnalﬁ@étpame
(80/20; v/v) 1 &ﬁ&éﬁmamd/ér_\@ 83B @ t@eas mMY\6f Aikcawis asd. qchetr@dcﬂbmﬁm&h@
expect ed fr oductt 9§W1§| ned atlg centr z}.t eF %10 dr ness un? duce
pressure to OBt &K é b '8y 6188%‘ Urg, g o -0 3669%@% PYFEre %OA)
M p. = 70C 2§lu@KpnRl £ the zinc and evaporate the solvents, the residue was taken up in

N-[41[1-[[3- Ql%hl%rcgﬁéﬂﬁngyérﬁf WASE&J‘%W ]Mérphﬂ{éy |0}7ga§1c( g:éstel Was Od‘FR:PhX{/Qr 1H-ind

ol 2-yl | met hyl I benzoyl | - benzenesul phonam d
47.39 ny (0. BESHAMUHSU Wat%@dcﬁvmw upfen beﬂmdd?r?fém&n ell?&ld%“fﬁ@pl{ré“ edg’ mv)
of benzenesubpkiticegs! derowetagraptig ediittgoitug caeHe2 M /regHyD adfate mixture (95/5;

m\) of 4- 1 [ :
di et hyl i hyl{”)%z)henyl s diastiansy £pntaining, S (APasiest PYcth SR agrmBngt | W nyi | be

nzoi ¢ aci d (exwppraedm) dIWneswnﬁtr ts:rlucndcmle@wmr@t giamé% M af an [psangegestieon
m xture was é[ﬂl’:@d%)l3l overni ght at roomtenperature. The reaction

m xture was reduced pressure and the residue was
purified by gﬁ)m&%@% ‘@ﬂﬁ\ﬁH hr omat ography with detection by nmass

spect ronet r yd ELICIVE) SHel 1188 fag31f11)t4170-|2302ﬂbjm 3, 1B, TR @i, XHywr 248 finéH),
fractionszco e ated to
dryness ﬁnde‘?@&% 3‘??723‘6"%59"’69’% R R R

solid (yieldS Qéd«ﬁ) d=1dpC PREPARATI ON LVI 10

1- Br ono- 3- ( 2- rret hoxymet hoxy 1. 1-di net hyl et hyl ) - benzene 2.18 nL (24
mV) of brono hane 5 nL was added dropwi se to a solution of 5g
(21.8 mV) of phenyl)-2-met hyl propan-1-ol in 50 nL of DCM and 5 niL

of dii sopr op§HIHHAIREL, bduhediyla@ed)ﬂleﬂﬂsulpbauﬂ] Briftrifiuaromethysl Bindaldd at room
t enper at4 e and washed wth water. The 15
mper at s ]i[ V%dgoﬂﬁ?étﬁ % fﬁ'ﬂnﬂhédﬁ&@gﬂn@ abligM

organi c | aye ncentra% nder duced pre sure and
the residue was pWPFIﬁ“?%amB {arly; tp jexample) 2. Skl f%réﬁﬁ?‘ewgﬁx@ Bptal

et hyl acet at expettsd tomBpduh@vad obtained Wpan orahfd Dhd (VMiEM)= J4%).f r act i ons
containing t e%eéed product were combined and concentrated to dryness:
under reducedpressure to give the desired product as a yellow oil (yield =
419% . 20The resulting product was used w thout further purification in the

f ol | owi ngs r epREPARA TIREPARAT! ON LVI |

3-(2- mthoxyﬁW y)b nz sul fonyl chl ori de_253.28 nL
(8.2 m\V) of Ak 'Eﬂ“’gﬁ ’QX)SF lh e etﬁé‘é&h‘%ﬁgﬂnﬂ‘? e to a

sol ution of arﬂﬁogm&hﬂ%IMddh-nnﬁtm}B (2- net hoxymet hoxy-1, 1-

di met hyl et hypbenz ' [ ool ed
A e R L e
stirred at -BEprpgm il h’ftﬁ‘dr‘*QWQ‘%@W%@U’@@@&@@YQE»S&euﬁﬁpéﬁe@)fcomomd (‘J‘fassul phur

di oxi de g@ndeisiaed o tEkelddlid ayleideogieed to -78C. The reaction m xture was
gradual |y malgggﬂ¥ &@ roggb erature and concentrated under vacuum The
resi due was t ﬂ% ﬁﬁ@fl d. 0.66 nL (8.2 mVM) of sulfuryle chloride
was added dropwi se to a suspension of the solid thus obtained in heptane at
OC. The reaction mxture was stirred at OC for 132 1 hour and the
suspension was filtered off and concentrated to dryness under reduced
pressure. The sul fonyl chloride thus obtai ned was used w t hout
further purification in the follow ng reaction. 5 PREPARATION LVII |

4-[[ 1- P- (2- met hoxymet hoxy- L1-di net hyl et hyl ) phenyl ] sul f ony11- 5-
trifluoronethyl-1Hindol-2-yllnethyl}-benzoic acid nethyl ester



Wrking simlarly to exanple 12, starting fromthe sulfonyl chloride
obtained 10 in preparation LVII and of the conpound obtained in preparation
VI, the desired product was obtained as a colorless oil (yield = 13%.

The resulting product was used wi thout further purification in the
foll owi ng reaction. 15 EXAMPLE 230

4- R143- ( 2- hydr oxy- 14- di net hyl et hyl ) phengPsul fonyl | -5-trifl uoronet hyl - 1H ndo
| -2-yl I nmethyllibenzoic acid methyl ester 3 nL of TFA was added to a
solution of 12 ng (0.02 mV) of 4-[[1-[3-(2- 20

met hoxynmet hoxy- 1. 1- di nmet hyl et hyl ) phenyl ] sul fonyl]-5-trifluoromnethyl-1Hindo
| -2- yl]methynbenzoic acid nethyl ester obtained in preparation LVIII in 3
m. of DCM The reaction m xture was stired at roomtenperature for 18

hours, then §ongsatd 3t SnKeq s GRICRU) Iff S5AUSCIEAYBDL Lh! 74 Yddeh

The product thus o t hou

rt her urcl cﬁat % q
25f ol | owi ng Yé3&tilbh. 7@(@@%@2@@ (m, TH), 7.70 (m, 1H), 7.74 (dm, 1), 7388 ¢,
4-[[1-[[3- ( 28y ds, axy-3.36 @i, mEY.hyl et hyl ) phenyl ] sul fonyl ] -5-(trifl uoronet hyl ) -
1Hi ndol- 2-yl | net hyl i benzoic acid 30Working simlarly to exanple 2, starting
fromthe conpound obtained in exanple 230, the desired product was obtai ned
as a col of | eBREPARATIQNNXIE 140). | HRMN (CDC13, 300 MHz) 8 = 1.20 (s,

$H?35 ?m472(H)52[ rorfo-4dubpo- pﬁ l)lﬁet‘ﬂﬂ%—(ls[{i ﬂ-. 7.31 (d, ?%4 (7d401(H§, 1[%,3
The conpoundg'r%‘éfﬁlﬁlreﬁlypgh?ﬁ"lsﬁ@ Hé‘éﬁt‘ %“WQM?’E’M@ g0% are presented in

the follow ng tabWarkihABidkldriyEto dxhinplel 38 $RétiRg fRin ik d@Bpolibd pBypated5SCF3 H
2-F HHH 4- Mﬁtign ﬁXII, the expected compound was obtained as a colourless oil (yield =
10 71%).
'H NMR (DMSOds, 300 MHz)
&= 1.19 (s, 9H), 4.41 (s, 2H), 6.41 (s, 1H), 7.23 (t, 1H), 7.40 (dd, 1H), 7.52 (t, 1H),
7.58 (dd, 1), 7.72 (m, 4H), 7.93 (s, IH), 8.30 (d, 1H).

15 EXAMPLE 67
4-[[1-[[3-(1,1-dimethylethyl)phenyl|suiphonyl]-5-trifiuoromethyl-1H-indoi-2-
yl]methyl]-3-fluorobenzoic acid

A mixture of 136 mg (0.24 mM) of 2-[(4-bromo-2-fluorophenyl)methyl]-1-
[[3-(1,1-dimethylethyD)phenyl]sulphonyl}-5-trifluoromethyl-1H-indole  (preparation

20 XXID, 537mg (0.02mM) of palladium acetate, 6.94mg (0.02mM) of
triterbutylphosphonium tetrafluoroborate, 94.75mg (0.36 mM) of molybdenum
hexacarbonyl, 38.04 mg (0.36 mM) of sodium carbonate in 1.63 mL of DME and
0.54 mL of water was heated for 1 hour at 120°C in microwave equipment. The

reaction mixture was filtered on paper and the filtrate was evaporated. The residue
25  obtained was purified by preparative liquid chromatography, eluting with
H,O/CH;CN/0.1% TFA mixture. The fractions containing the expected product were
combined and concentrated to dryness under reduced pressure to give 101 mg of 4-
[[1-[[3-(1,1-dimethylethyDphenyl] sulphonyl]-5-trifluoromethyl-1 H-indol-2-
yl]methyl]-3-fluorobenzoic acid as a white solid (yield = 79%).
30 Mp. =177°C.
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EXAMPLE 68
2-hydroxy-4-[[1-[[4-(1-methylethyl)pheny}]sulphonyl]-5-(trifluoromethyl)-1.H-
indol-2-yljmethyl]-benzoic acid

Working similarly to example 56, starting from the compound of example 3,
the expected compound was obtained as a white solid (yield = 22%).
M.p. = 150°C.

Other examples of preparation of compounds according to formula (I) are
presented below.

PREPARATION XX1V: _
[4-methyl-3,4-dihydro-2H-benzo[1,4]oxazin-6-yl]-sulphonic  acid  (2-iodo-4-
chloromethyl-phenyl)-amide

Working similarly to preparation X starting from 2-iodo-4-chloro-
phenylamine and 2,3-dihydro-benzo[!,4]dioxin-6-sulphonyl chloride, the expected
product was obtained as a white solid (vield 74%).

M.p. = 109-110°C.

PREPARATION XXV:
[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-yl}-
methanol

A mixture of 18g (37.25mM) of 3-(1,1-dimethylethyl)-N-[2-iodo-4-
(trifluoromethyl)-phenyl]-benzenesulphonamide, 2.64 mL (44.7 mM) of prop-2-yn-1-
ol, 0.52g (0.74mM) of bis-triphenylphosphine palladium (II) chloride, 035 ¢
(1.86 mM) of copper iodide, 100mL of diethylamine and 100 mL of
dimethylformamide was heated for one hour under reflux. The reaction mixture was

diluted with ethyl acetate and washed successively with water and then with a
saturated NaCl aqueous solution. The organic phase was dried over magnesium
sulphate and concentrated under reduced pressure to give 14.7 g of [I-[[3-(1,1-
dimethy!ethyl)~phenyl}sulphonyl]-S-triﬂuoromethyl-lH-indol-z-yl]—methanol as a

~ brown oil (yield = 96%).

1H NMR (300 MHz, DMSQOdg)
&= 8.26 (d, 1H), 8.00 (s, 1H), 7.93 (m, 1H), 7.80 (d, 1H), 7.75 (d, 1H), 7.64 (m, 1H),
7.54 (t, 1H), 6.91 (s, 1H), 5.68 (t, 1H), 4.88 (d, 2H), 1.20 (s, 9H).
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PREPARATION XXVI:
1-[[4-(1-methylethyD)phenyl]sulphonyl]-5-(trifluoromethyl)-1 H-indol-2-yl}-
methanol

Working similarly to preparation XXV starting from the compound obtained
5  according to preparation X, the expected product was obtained as a beige solid (yield
55%).
M.p. = 112°C.

PREPARATION XXVII:
10 [1-[[4-methy}-3,4-dihydro-2H-benzo[1,4]oxazin-6-yl]-sulphonyl]-5-trifluoro-
methyl-1H-indol-2-yl]-methanol
Working similarly to preparation XXV starting from the compound obtained

according to preparation XII, the expected product was obtained as an orange solid
(vield 91%).

15 'HNMR (300 MHz, DMSOdg)
5=8.23 (d, 1H), 7.99 (s, IH), 7.61 (dd, 1H), 7.17 (m, 2H), 6.88 (s, 1H)}, 6.80 (d, 1H),
5.66 (t, 1H), 4.88 (d, 2H), 4.23 (m, 2H), 3.25 (m, 2H), 2.79 (s, 3H).

PREPARATION XXVIII:
20 [5-chloro-1-[[2,3-dihydro-benzo{l,4]dioxin-6-yl]-sulphonyl]-1H-indol-2-yl]-
methanol

Working similarly to preparation XXV starting from the compound obtained
according to preparation XXIV, the expected product was obtained as an orange solid
(yield 86%).

25  'HNMR (300 MHz, DMSQdg)
§=17.99(d, 1H), 7.65 (d, 1H), 7.42 (m, 2H), 7.32 (dd, 1H), 7.02 (d, 1H), 6.74 (s, 1H),
5.60 (1, 1H), 4.83 (d, 2H), 4.27 (m, 4H).

PREPARATION XXIX:
30  2-bromomethyl-1-[[3-(1,1-dimethylethyl)-phenyl}sulphonyl}-5-trifiuoromethyl-
1H-indole
3.65mL (38.9 mM) of phosphorus tribromide was added dropwise to a
solution of 4g (9.72mM) of [1-[[3-(1,]-dimethylethyl)-phenyl]sulphonyl]-5-
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trifluoromethyl-1H-indol-2-yl}-methanol  (preparation XXV) in 15mL of
dichloromethane cooled to 0°C. The reaction mixture was stirred for 1 hour at room
temperature. 20 mL of ethanol was then added slowly and then the reaction mixture
was poured onto ice. After extracting twice with dichloromethane, the combined
5  organic phases were dried over MgSO, and concentrated to dryness under reduced
pressure. The residue was purified by silica gel chromatography. eluting with a
cyclohexane / ethyl acetate mixture (95/5; v/v) then progressively with a cyclohexane
/ ethyl acetate mixture (90/10; v/v). The fractions containing the expected product
were combined and concentrated to dryness under reduced pressure to give 4 g of 2-
10 bromomethyl-1-[[3-(1,1-dimethylethyl)-phenyl]suiphonyl]-5-trifluoromethyl-1H-
indole as a white solid (yield = 87%).
M.p. = 80°C.

PREPARATION XXX:
15  2-(bromomethyl)-1-[[4-(1-methylethyl)phenyl]sulphonyl]-3-(trifluoromethyl)-
1H-indole
Working similarly to preparation XXIX starting from the compound obtained
according to preparation XXVI, the expected product was obtained as a white solid
(vield 78%).
20  M.p.=100°C.

PREPARATION XXXI:
6[-[2-bromomethyl-5-trifluoromethyl-indol-1-yl]-sulphonyl}-4-methyl-3,4-

dihydro-2H-benzo[1,4]oxazine
25 Working similarly to preparation XXIX starting from the compound obtained
according to preparation XX VI, the expected product was obtained as an orange oil
(vield 58%).
"H NMR (300 MHz, DMSOdg)
6=28.21(d, 1H), 8.05 (s, 1H), 7.69 (dd, 1H), 7.21 (m, 2H), 7.08 (d, 1H), 6.80 (d, 1H),
30 5.22 (s, 1H), 4.23 (m, 2H), 3.24 (m, 2H), 2.80 (s, 3H).
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PREPARATION XXXITI:

H 110 14 5-CF3

2-bromomethyl-5-chloro-1-[[2,3-dihydro-benzo[1,4]dioxin-6-yl}-sulphonyl}-1H-

indole

Working similarly to preparation XXIX starting from the compound obtained

5  according to preparation XXVIII, the expected product was obtained as a white solid

(yield 81%).
'H NMR (300 MHz, DMSOde)

§=7.99 (d, 1H), 7.70 (d, 1H), 7.43 (m, 3H), 7.08 (s, 1H), 7.01 (d, 1H), 5.16 (s, 2H),

4.26 (m, 411).
10
EXAMPLE 69

5-1[1-[i3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-

ylimethyl]-furan-2-carboxylie acid

78.9 mg (0.51 mM) of 5-(dihydroxyboryl)-2-furoic acid, 34.4 mg (0.04 mM)

15 of Pd(dppf)Clo.CH,Cl, complex and 165.8 mg (1.2 mM) of potassium carbonate were
added successively to a solution of 200 mg (0.42 mM) of 2-bromomethyl-1-(3-(1,1-
dimethylethyl)-benzenesulphonyl)-5-trifluoromethyl-1H-indole (preparation XXIX)

in 4 mL of ethanol and 1 mL of 1,4-dioxane. The reaction mixture was heated for 20

minutes by microwave at 120°C, then diluted with ethyl acetate and washed

20 successively with water and then with saturated NaCl aqueous solution. The organic

phase was dried over magnesium sulphate and concentrated under reduced pressure.

The residue obtained was purified by preparative LC-UV (Sunfire C18), eluting with

H,O/CH3;CN/0.1%TFA mixture. The fractions containing the expected product were

combined and concentrated to dryness under reduced pressure to give 15 mg of 5-[1-
25  (3-(1,1-dimethylethyl)-benzenesulphonyl)-5-trifluoromethyt-1H-indol-2-yimethyl]-

furan-2-carboxylic acid as an orange oil (yield = 7%).
'HNMR (400 MHz, DMSOdg)

§=12.9 (s, 1), 8.27 (d, 1H), 7.99 (s, 1H), 7.70 (m, 4H), 7.50 (¢, 1H), 7.14 (m, 1H),

6.69 (s, 1H), 6.40 (m, 1H), 4.58 (s, 2H), 1.18 (s, 9H).
30
EXAMPLE 70

4-[{1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-

yljmethyl]-thiophene-2-carboxylic acid



HH HHH 4-0001-1 H 16 5-CF3 HH HHH 4-COOH H 5 17 5-CF3 HH HHH
4-COOH H 18 5-CF3 HH HHH

10

15

20

25

30

74

Working similarly to example 69 starting from the compound obtained
according to preparation XXX and 4-(dihydroxyboryl)-2-thiophene carboxylic acid,
the expected product was obtained as an orange oil (yield 30%).

"H NMR (400 MHz, DMSOdg)
&=13.10 (sl, 1H), 8.26 (d, 1H), 7.95 (s, 1H), 7.72 (d, 1H), 7.68 (i, I1H), 7.73 (m, 3H),
7.54 (m, 1H), 7.48 (t, 1), 6.62 (s, 1H), 4.44 (s, 2H), 1.17 (s, SH).

EXAMPLE 71
5-[[1-[[4-(1-methylethy])-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]methyl]-thiophene-2-carboxylic acid

Working similarly to example 69 starting from the compound obtained
according to preparation XXX and 5-(dihydroxyboryl)-2-thiophene carboxylic acid,
the expected product was obtained as a beige solid (yield 6%).

M.p. =199-216°C.

EXAMPLE 72
4-[[1-[[4-(1-methylethyl)-phenyl}sulphonyl}-5-triflueromethyl-1H-indol-2-
yl]methyl}-thiophene-2-carboxylic acid

Working similarly to example 69 starting from the compound obtained
according to preparation XXX and 4-(dihydroxyboryl)-2-thiophene carboxylic acid,
the expected product was obtained as a brown solid (yield 39%).

TH NMR (400 MHz, DMSOdg)
8=13.03 (s, 1H), 8.25 (d, 1H), 7.97 (s, I1H), 7.75 (d, 2H), 7.64 (m, 2H), 7.55 (s, 1H),
7.47 (d, 1H), 6.62 (s, 1H), 4.46 (s, 2H), 2.93 (m, 1H), 1.14 (d, 6H).

EXAMPLE 73 _
5-[[1-[[4-methyl-3,4-dihydro-2H-benzo[1,4}0xazin-6-yl]-sulphonyl]-5-
trifluoromethyl-1H-indol-2-ylmethyl]-thiophene-2-carboxylic acid

Working similarly to example 69 starting from the compound obtained
according to preparation XXXI and 5-(dihydroxyboryl)-2-thiophene carboxylic acid,
the expected product was obtained as a beige solid (yield 4%).

M.p. = 120-144°C.
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EXAMPLE 74
4-[{1-[(4-methyl-3,4-dihydro-2H-benzo{l,4]oxazin-6-yl)-sulphonyl]-5-
trifluoromethyl-1H-indol-2-yl|methyl|-thiophene-2-carboxylic acid

Working similarly to example 69 starting from the compound obtained
5  according to preparation XXXI and 4-(dihydroxyboryl)-2-thiophene carboxylic acid,
the expected product was obtained as a brown solid (yield 15%).

'H NMR (500 MHz, DMSOdg) |

§=13.10 (s, 1H), 8.26 (d, 1H), 7.96 (s, 1H), 7.62 (m, 2H), 7.55 (s, 1H), 7.02 (dd, 1H),
10 6.89(d, 1H), 6.74 (d, 1H), 6.60 (s, 1H), 4.44 (s, 2H), 4.23 (t, 2H), 3.24 (t, 2H), 2.77 (s,

3H).

EXAMPLE 75
5-[[1-[(4-methyl-3,4-dihydro-2H-benzo[1,4]oxazin-6-yI)-sulphonyl}-5-
15  trifluoromethyl-1H-indol-2-yljmethyf]-furan-2-carboxylic acid

Working similarly to example 69 starting from the compound obtained
according to preparation XXXI and 5-(dihydroxyboryl)-2-furoic acid, the expected
product was obtained as a brown solid (yield 4%).

"H NMR (400 MHz, DMSOdg)

20 8=12.60 (s, 1H), 8.29 (d, iH), 8.19 (s, 1H), 7.96 (s, 1H), 7.65 (dd, 1H), 7.05 (dd,
1H), 6.91 (d, 1H), 6.75 (d, 1H), 6.61 (s, 1H), 6.44 (s, 1H), 4.51 (s, 2H), 4.23 (t, 2H),
3.24 (t, 2H), 2.78 (s, 3H).

EXAMPLE 76
25  5-[[1-[[4-methyl-3,4-dihydro-2H-benzo[},4]oxazin-6-yl)-sulphonyl]-5-
trifluoromethyl-1H-indol-2-yllmethyl]-furan-3-carboxylic acid

Working similarly to example 69 starting from the compound obtained
according to preparation XXXI and 5-(dihydroxyboryl)-3-furoic acid, the expected
product was obtained as a black solid (yield 6%).

30 '"H NMR (500 MHz, DMSOdg)
&=13.00 (s, 1H), 8.27 (d, 1H), 7.99 (s, 1H), 7.67 (dd, 1H), 7.17 (dd, 1H), 7.07 (dd,
1H), 6.92 (s, 1H), 6.78 (d, 1H), 6.63 (s, 1H), 6.40 (d, 1H), 4.56 (s, 2H), 4.23 (t, 2H),
3.24 (1, 2H), 2.78 (s, 3H). '



HO 22 5-CFS HHz1 HH 4-COOH HS5 23 5-CF3 HH HHH 4-COOH * - H I

5-CF3 HH HHH 4-COCH 11 0

10

15

20

25

30

76

EXAMPLE 77
5-[[5-chloro-1-{(2,3-dihydro-benzo[1,4]dioxin-6-yl)sulphonyl]-1H-indol-2-
yljmethyl]-thiophene-2-carboxylic acid

Working similarly to example 69 starting from the compound obtained
according to preparation XXXII and 5-(dihydroxyboryl)-2-thiophene carboxylic acid,
the expected product was obtained as a white solid (yield = 4%).

M.p. = 196°C.

EXAMPLE 78
4-[[5-chloro-1-[2,3-dihydro-benzo[1,4]dioxin-6-yl]-sulphonyl]-1H-indol-2-
yllmethyl]-thiophene-2-carboxylic acid

Working similarly to example 69 starting from the compound obtained
according to preparation XXXII and 4-(dihydroxyboryl)-2-thiophene carboxylic acid,
the expected product was obtained as a brown solid (yield 24%).

'"H NMR (400 MHz, DMSOds) _
& =13.01 (s, 1H), 8.03 (d, 1H), 7.55 (m, 3H), 7.33 (dd, 1H), 7.29 (dd, 1H), 7.12 (d,
1H), 6.94 (d, 1H), 6.48 (s, 1H), 4.38 (s, 2H), 4.26 (m, 4H).

EXAMPLE 79
5-[[5-chloro-1-{(2,3-dihydro-benzol,4]dioxin-6-yl)sulphonyl]-1H-indol-2-
yl]methyl]-furan-2-carboxylic acid

Working similarly to example 69 starting from the compound obtained
according to preparation XXXII and 5-(dihydroxyboryl}-2-furoic acid, the expected
product was obtained as a beige solid (yield 12%).

'H NMR (400 MHz, DMSOdy)

§=12.95 (s, 1H), 8.02 (d, 1H), 6.64 (d, 1H), 7.33-7.39 (m, 2H), 7.22 (d, 1H), 7.16 (d,
1H), 7.01 (d, 1H), 6.51 (s, [H), 6.40 (d, 1H), 4.53 (s, 2H), 4.26 (m, 4H).

PREPARATION XXXITII:
1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-3-methyl-5-triftuoromethyl-1H-
indole

1.43 g (59.5 mM) of sodium hydride was added by portions to a solution of
79g (9.6mM) of 3-methyl-5-trifluoromethyl-1H-indole in  79mL of

24
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dimethyiformamide. The reaction mixture was stirred for 10 minutes at 0°C, then
10.15 g (43.63 mM) of 3-(1,1-dimethylethyl)benzenesulphonyl chloride was added
stowly. After stirring for 1 hour, the mixture was hydrolysed with 500 mL of ice
water and 100 mL of IN hydrochloric acid and filtered on a Buchner filter. The solid
5 was washed with water, then dried to give 14.9 g of 1-[[3-(1,]1-dimethylethyl)-
phenyl]sulphonyl]-3-methyl-5-trifluoromethyl-1H-indole as an orange solid (yield =
95%).
M.p. = 90-108°C.

10 PREPARATION XXXIV:
[4-formyl-1-methyl-1H-pyrrol-2-ylf-carboxylic acid (1,1-dimethylethyl) ester
A solution of 796 mg (5.20 mM) of [4-formyl-1-methyl-1H-pyrrol-2-yl]-
carboxylic acid in 20 mL of toluene was heated to reflux and 9.97 ml (41.58 mM) of

di-tert-butyl acetal N,N-dimethylformamide was added slowly (the mixture becomes

15  homogeneous as addition proceeds). The reaction mixture was stirred for 2 hours at
reflux temperature, then hydrolysed with water and extracted with ethyl acetate. The
organic phase was then washed successively with a saturated aqueous solution of
NaHCQO; then of NaCl, dried over magnesium sulphate and evaporated under reduced
pressure. The residue was purified by silica gel chromatography, eluting with a

20 cyclohexane / ethyl acetate mixture (95/5; v/v) then progressively up to cyclohexane /
ethyl acetate 60/40, (v/v). The fractions containing the expected product were
combined and concentrated to dryness under reduced pressure to give 515 mg of 4-
formyl-1-methyl-1H-pyrrole-2-carboxylic acid (1,i-dimethylethyl) ester as a beige
solid (vield = 47%).

25  M.p.=92°C.

PREPARATION XXXV:
1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indole
Working similarly to preparation XXXIII starting from 5-trifluoromethyl-1H-

30  indole, the expected product was obtained as a light yellow solid (quantitative yield).
M.p. = 84-86°C.
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EXAMPLE 80
5-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-3-methyl-S-trifluoromethyl-1H-
indol-2-ylJ-hydroxymethyl}-thiophene-2-carboxylic acid methyl ester

Under an argon atmosphere, 240 mg (4.5 mM) of a solution of n-butyllithium
5 (¢ = 1.6 M in hexane) was added slowly to a solution of 1.12g (3 mM) of 1-[[3-(1,1-
dimethylethyl)-phenyl]sulphonyl]-3-methyl-5-trifluoromethyl-1H-indole (preparation
XXXII) in 12 mL of tetrahydrofuran cooled to 0°C. The reaction mixture was stirred
for 15 min at 0°C, then added dropwise at -78°C to a solution of 433 mg (2.62 mM)
of 5-formyl-thiophene-2-carboxylic acid methyl ester in 12 mL of tetrahydrofuran.
10 The mixture was stirred for 30 mimites at -70°C, then diluted with a saturated
aqueous solution of NH4Cl and extracted three times with dichloromethane, The
combined organic fractions was dried over magnesium sulphate and\evaporated under
reduced pressure. The residue was purified by silica gel chromatography, eluting with
a cyclohexane / ethyl acetate mixture (95/5; v/v), then cyclohexane / ethyl acetate
15 (90/10, v/v). The fractions containing the expected product were combined and
concentrated to dryness under reduced pressure to give 1020 mg of 5-[[1-[[3-(1,1-
dimethylethyl)-phenyljsulphonyl}-3-methyl-5-trifluoromethyl-1H-indol-2-yi}-
hydroxymethyl]-thiophene-2-carboxylic acid methyl ester as an orange oil (yield =
62%).
20 'HNMR (300 MHz, DMSOdq)
& =28.34 (d, 1H), 7.69 (m, 5H), 7.6 (d, 1H), 7.46 (t, 1H), 6.95 (m, 2H), 6.78 (d, 1}11),
3.78 (s, 3H), 2.22 (s, 3H), 1.14 (s, 9H).

EXAMPLE 81
25 2-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-3-methyl-5-trifluoromethyl-1H-
indol-2-yl}-hydroxymethyl]-thiazole-4-carboxylic acid ethyl ester

Working similarly to example 80 starting from 2-formyl-thiazole-4-carboxylic
acid methyl ester and the compound obtained in preparation XXXIII, the expected
product was obtained as an orange oil (yield 40%).

30 'HNMR (300 MHz, DMSOde)
&=28.53 (s, 1H), 8.25 (d, 1H), 8.03 (d, 1H), 7.91 (s, 2H}, 7.70 (m, 2H), 7.48 (m, 2H),
6.98 (m, 1H), 4.28 (m, 2H), 2.04 (s, 3H), 1.31 (t, 3H), 1.25 (s, 9H).
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EXAMPLE 82
4-{[1-[[3-(1,1-dimethylethyl)-phenyljsulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]-hydroxymethyl}-1-methyl-1H-pyrrol-2-yl-carboxylic acid (1,1-dimethyl-ethyl)

ester

Working similarly to example 80 starting from the compound obtained in
preparation XXXIV and the compound obtained according to preparation XXXV, the
expected product was obtained as a colourless oil (yield 9%).
'"H NMR (300 MHz, DMSOds)
5=28.23 (d, 1H), 8.02 (s, 1H), 7.64 (m, 4H), 7.46 (d, 1H), 6.92 (s, 1H), 6.88 (d, 1H),
6.63 (d, 1H), 6.29 (d, 1H), 5.95 (d, 1H), 3.74 (s, 3H), 1.47 (s, 9H), 1.15 (s, 9H).

EXAMPLE 83
5-{[1-[{3-(1,1-dimethylethyl)-phenyl]sulphonyl]-3-methyl-5-trifluoromethyl-1H-
indol-2-yljmethyl] -thiophene-2-carboxylic acid methyl ester

1.05 g (9.02 mM) of triethylsilane, 0.02 g of trifluoroacetic acid and 1.28 g
(9.02 mM) of boron diethy! ether trifluoride were added dropwise, successively, to a
solution of 1.02 g (1.8 mM) of 5-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-3-
methyl-5-trifluoromethyl-1H-indol-2-yl]-hydroxymethyl]-thiophene-2-carboxylic

acid methyl ester (example 80) in 10.2 mL of dichloromethane. The reaction was
instantaneous and the reaction mixture was evaporated, then purified by silica gel
chromatography, eluting with a cyclohexane / ethyl acetate mixture (95/5; v/v). The
fractions containing the expected product were combined and concentrated to dryness
under reduced pressure to give 490mg of S-[[1-[[3-(1,]-dimethylethyl)-
_phenyl]sulphonyl]-3-methyl-5-trifluoromethyl-1H-indo!-2-yljmethyl]-thiophene-2-
carboxylic acid methyl ester as a yellow oil (yield = 49%).

'H NMR (300 MHz, DMSOdg)

&5=28.29(d, 1H), 7.97 (s, 1H), 7.72 (d, 1H), 7.68 (d, 1H), 7.60 (d, 1H), 7.56 (m, 1H),
7.52 (m, 1H), 7.40 (t, 1H), 6.95 (d, 1H), 4.72 (s, 2H), 3.75 (s, 3H), 2.80 (s, 3H), 1.12
(s, 9H).

EXAMPLE 84
2-[[1-[[3-(1,1-dimethylethyl)-phenyl]-sulphonyl]-3-methyl-5-trifluoro-methyl-
1H-indol-2-yllmethyl]-thiazole-4-carboxylic acid ethyl ester

2 5-CF3 HH HHH 4-COCH * H 33 5-0CF3 HH HH OH 4- COOwve
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204 mg (1.72 mM) of SOCI; was added to a solution of 200 mg (0.34 mM) of
2-[{1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-3-methyl-5-trifluoromethyl-1H-
indol-2-yl]-hydroxymethyl]-thiazole-4-carboxylic acid ethyl ester (example 81) in
2 mL of dichloromethane and 12 mg of dimethylformamide (0.17 mM) cooled to 5°C,

5  then the reaction mixture was stirred for 24 hours at room temperature. As reaction

was incomplete, 204 mg (1.72 mM) of SOC]I; was added twice at a 24-hour interval.
The solution was then evaporated under reduced pressure. The crude product was
suspended in 10 mL of hydrochloric acid and 109.15 mg (1.67 mM) of zinc was
added. The reaction mixture was stirred for three days at room temperature. After

10 extracting three times with ethyl acetate, the combined organic layers were dried over
magnesium sulphate and evaporated under reduced pressure. The residue was purified
by silica gel chromatography, eluting with a cyclohexane / ethyl acetate mixture
(90/10; v/v) then (80/20) and the fractions containing the expected product were
combined and concentrated to dryness under reduced pressure to give 58 mg of 2-[[1-

15 [[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-3-methyl-5-trifluoromethyl- 1H-indol-2-
ylJmethyl}-thiazole-4-carboxylic acid ethyl ester as a colourless solid (yield = 31%).
'H NMR (300 MHz, DMSOdg)
6=28.35(s, 1H), 8.30 (d, 1H), 8.00 (s, 1H), 7.64 (m, 3H), 7.58 (d, 1H), 7.43 (t, 1H),
4.88 (s, 2H), 4.28 (q, 2H), 2.29 (s, 3H), 1.29 (t, 3H), 1.15 (s, 9H).

20
EXAMPLE 85 _
S-[[1-{[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-3-methyl-5-trifluoromethyl-1H-
indol-2-yllmethyl]-thiophene-2-carboxylic acid

192 mg (8.01 mM) of lithium hydroxide was added to a solution of 490 mg

25 (0.89 mM) of 5-[[1-[{3-(1,1-dimethylethyl)-phenyl}sulphonyl]-3-methyl-5-
trifluoromethyl-1H-indol-2-ylJmethyl}-thiophene-2-carboxylic acid methyl ester

prepared in example 83 in 10 mL of tetrahydrofuran and 5 mL of water. The mixture
was stirred for 4 days at room temperature and then acidified with a solution of 1IN
hydrochioric acid. After extracting twice with dichloromethane, the combined organic
30 layers were dried over magnesium sulphate, and evaporated under reduced pressure.
The residue was purified by silica gel chromatography, eluting with a cyclohexane /
ethyl acetate mixture (80/20; v/v) then progressively up to cyclohexane / ethyl acetate
(50/50; v/v). The fractions containing the expected product were combined and
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concentrated to dryness under reduced pressure to give 250 mg of 5-[[1-[{3-(1,1-
dimethylethyl)-pheny!]sulphonyl}-3-methyl-5-trifluoromethyl-1H-indol-2-yl]methyl]-
thiophene-2-carboxylic acid as a white solid (yield = 52%).

M.p.=171°C.

EXAMPLE 86
2-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-3-methyl-5-(trifluoro-methyl)-
1H-indol-2-yl]methyl}-thiazole-4-carboxylic acid

Working similarly to example 85 starting from the compound of example 84,
the expected product was obtained as a white solid (yield 65%).
M.p. = 60°C.

EXAMPLE 87
4-[[1-[{3-(1,1-dimethylethyl)-phenyl]sulphonyl}-5-trifluoromethyl-1H-indol-2-
yljmethyl]-1-methyl-pyrrol-2-yl-carboxylic acid

Working similarly to example 83 starting from the compound of example 82,
the expected product was obtained as a beige solid (yield 58%).
M.p. = 160°C. '

PREPARATION XXXVI:
[1-[[3-(1,1-dimethylethyl)-phenylisulphonyl}-5-trifluoromethyl-1H-indol-2-yI]-
acetonitrile

35.34 mg (0.11 mM) of tetrabutylammonium bromide and 107 mg (1.64 mM)
of potassium cyanide were added to a solution of 520mg (1.10 mM) of 2-

bromomethyl-1-[[3-(1,1-dimethylethyl)-phenylisulphonyl]-5-trifluoromethyl-1H-

indole obtained according to preparation XXIX in 4 mL of dichloromethane and
1 mL of water, and the reaction mixture was stirred overnight at room temperature.
The reaction mixture was then hydrolysed with a saturated aqueous solution of
NayCOQ; and extracted twice with dichloromethane. The combined organic layers
were dried over magnesium sulphate, and evaporated under reduced pressure. As
reaction was incomplete, the residue obtained was redissolved in 4mL of
dichloromethane and 1 mL of water, in the presence of 35.34 mg (0.11 mM) of
tetrabutylammonium bromide and 107 mg (1.64 mM) of potassium cyanide for

HH
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4 hours at room temperature. After hydrolysis with a saturated aqueous solution of
NayCO; and extraction twice with dichloromethane, the combined organic layers
were dried over magnesium sulphate, and evaporated under reduced pressure to give
420 mg of [1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-
5 2-yl]-acetonitrile as a brown oil (yield 91%).

"H NMR (300 MHz, DMSOds)

5=28.22 (d, 1H), 8.06 (s, 1H), 7.83 (m, 2H), 7.73 (m, 2H), 7.52 (, 11), 7.09 (s, 1H),
4.60 (s, 2H), 1.19 (s, 9H).

10 PREPARATION XXXVII:
2-[1-[{3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-yl}-
thioacetamide

0.75mL (4 mM) of diethyl dithiophosphate was added to a solution of
420 mg (1 mM) of [1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-

15  1H-indol-2-yl]-acetonitrile (preparation XXXVI) in 4 mL of tetrahydrofuran and

8 mL of water. The reaction mixture was stirred overnight at 85°C.

As reaction was incomplete, 744 mg (3.9 mM) of diethy! dithiophosphate was
added, then the reaction mixture was kept under stirring for 7 hours at 85°C. The
reaction mixture was hydrolysed with a saturated aqueous solution of NayCO; and

20 extracted with ethyl acetate. The combined organic layers were dried over
magnesium sulphate, and evaporated under reduced pressure. The residue was
purified by silica gel chromatography, eluting with a cyclohexane / ethyl acetate
mixture (90/10; v/v). The fractions containing the expected product were combined
and concentrated to dryness under reduced pressure to give 320 mg of 2-f1-[{3-( 1,1-

25 dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl- 1H-indol-2-yl]-thioacetamide as
an orange oil (yield = 71%). '
"H NMR (300 MHz, DMSQdg) _

& =29.70 (s broad, 1H), 9.43 (s broad, 1H), 8.20 (d, 1H), 8.01 (s, 1H), 7.75 (m, 3H),
7.63 (d, 1H), 7.52 (t, 1H), 6.83 (s, 1H), 4.33 (s, 2H), 1.20 (s, 9H).

30
EXAMPLE 88
2-[[1-[[3-(1,1-dimethylethyl)-phenyl|sulphonyl]-5-trifluoremethyl-1H-indol-2-
ylimethyl|-thiazole-4-carboxylic acid ethyl ester
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21.45 mg (0.11 mM) of ethyl bromopyruvate was added to a solution of

50 mg 0.11 mM) of 2-[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-

trifluoromethyl-1H-indol-2-y!}-thicacetamide (preparation XXXVII) in 5mL of

ethanol. The reaction mixture was stirred overnight at room temperature, then the
5 solvent was evaporated to give 57mg of 2-[[1-[[3-(1,]-dimethylethyl)-

phenyljsulphonyl]-5-trifluoromethyl-1H-indol-2-yl]methyl]-thiazole-4-carboxylic

acid ethyl ester as a yellow oil (yield = 94%).

'H NMR (300 MHz, DMSO)

8.42 (s, 1H), 8.28 (d, 1H), 8.03 (s, IH), 7.72 (m, 4H), 7.48 (t, 1H), 6.91 (s, 1H), 4.91

10 (s, 2H), 4.29 (q, 2H), 1.30 (, 3H), 1.18 (s, 9H).

EXAMPLE 89
2-[|11-][3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yljmethyl]-thiazole-4-carboxylic acid

15 Working similarly to example 85 starting from the compound of example 88,
the expected product was obtained as a brown oil (yield 33%).
"H NMR (400 MHz, DM SOdg)
3 =12.95 (s broad, 1H), 8.35 (s, 1H), 8.27 (d, 1H), 8.03 (s, 1H), 7.72 (m, 4H), 7.48 (t,
1H), 6.91 (s, 1H), 4.89 (d, 2H), 1.18 (s, 9H).

20
PREPARATION XXXVIII:

5-(1-hydroxy-prop-2-ynyl)-thiophene-2-carboxylic acid methyl ester

40 mL of ethynylmagnesium bromide was added dropwise to a solution of
1.7 g (10 mM) of methyl ester of 5-formyl-thiophene-2-carboxylic acid in 17 mL of
25  tetrahydrofuran cooled to 0°C, then the mixture was stirred for 30 minutes at 0°C.
The solution was poured into 100 mL of a saturated aqueous solution of NH4Cl and
extracted three times with ethyl acetate. The combined organic layers were dried over
magnesium sulphate, and evaporated under reduced pressure to give 2 g of 5-(1-
hydroxy-prop-2-ynyl}-thiophene-2-carboxylic acid methyl ester as a brown solid
30  (quantitative yield).
M.p. =67°C.
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EXAMPLE 90
5-1[1-[13-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]-hydroxymethyl]-thiophene-2-carboxylic acid methyl ester

Working similarly to preparation XXV starting from the compound obtained
according to preparation XXXVII and the compound obtained according to
preparation XI, the expected product was obtained as an orange paste (yield 38%).

'H NMR (300 MHz, DMSQde)
8=28.25(d, 1H), 8.04 (s, 1H), 7.79 (m, 1H), 7.72 (m, 3H), 7.67 (d, 1H), 7.48 (t, 1H),
7.10 (d, 1H), 6.99 (d, 1H), 6.95 (s, 1H), 6.70 (d, 1H), 3.80 (s, 3H), 1.17 (s, SH).

EXAMPLE 91
5-[{1-{[3-(1,1-dimethylethyl)-phenyl]sulphonyl}-S-trifluoromethyl-1H-indol-2-
yl]hydroxymethyl]-thiophene-2-carboxylic acid

Working similarly to example 85 starting from the compound of example 90,
the expected product was obtained as a brown solid (yield 66%).
M.p. = 90°C.

EXAMPLE 92
5-[[1-[[3-(1,1-dimethylethyl}-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]-methyl}-thiophene-2-carboxylic acid

Working similarly to example 83 starting from the compound of example 91,
the expected product was obtained as a white solid (yield 37%).
M.p. = 110°C.

EXAMPLE 93
5-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]-carbonyl]-thiophene-2-carboxylic acid methyl ester

136.4 mg (0.36 mM) of pyridinium dichromate was added to a solution of
2000mg  (0.36 mM)  of  5-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-
trifluoromethyl-1H-indol-2-yl]-hydroxymethyl]-thiophene-2-carboxylic acid obtained
in example 90 in 2.00 mL of dichloromethane, then the reaction mixture was stirred
overnight at room temperature. The reaction mixture was filtered on a Whatman
nylon membrane and the solid was rinsed with dichloromethane. The filtrate was
concentrated under reduced pressure and the residue was purified by silica gel
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chromatography using cyclohexane/ethyl acetate (90/10; v/v) as eluent. The fractions
containing the expected product were combined and concentrated to dryness under
reduced pressure. 5-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-
1H-indol-2-yl]-carbonyl}-thiophene-2-carboxylic acid methyl ester was obtained as
5 an orange solid (186.00 mg; yield: 93%).

'H NMR (300 MHz, DMSOdg)

5~=831(d, 1H), 8.18 (s, 1H), 7.96 (m, 1H), 7.86 (m, 5H), 7.59 (m, 2H), 3.91(s, 3H),
1.25 (s, 9H).

10 EXAMPLE 94
5-[11-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]-carbonyl]-thiophene-2-carboxylic acid

Working similarly to example 85 starting from the compound of example 93,
the expected product was obtained as a yellow solid (yield 41%).
15  M.p.=217°C.

PREPARATION XXXIX:
5-(1-hydroxy-1-methyl-prop-2-ynyl)-thiophene-2-carboxylic acid
Working similarly to preparation XXXVIII starting from 5-acetyl-thiophene-
20  2-carboxylic acid, the expected product was obtained as a beige solid (yield 99%).
'H NMR (300 MHz, DMSOds)
8=17.56 (d, 1H), 7.12 (d, 1H), 6.65 (s, 111), 3.64 (s, 1H), 1.72 (s, 3H).

EXAMPLE 95
25 5-[1-[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-(trifluoromethyl)-1H-indol-
2-yl]-1-hydroxyethyl]-thiophene-2-carboxylic acid

Working similarly to preparation XXV starting {from the compound obtained
according to preparation XXXIX and the compound obtained according to
preparation XI, the expected product was obtained as a yellow solid (yield 95%).

30 M.p.=80°C.

EXAMPLE 96
5-[1-f1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-(trifluoromethyl)-1H-indol-
2-yl}j-1-ethenyl}-thiophene-2-carboxylic acid
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Working similarly to example 83 starting from the compound of example 95,
the expected product was obtained as a white solid (yicld 62%).
M.p. = 195°C.

EXAMPLE 97
4-[[5-chloro-1-{[4-(1-methylethyl)phenyl}sulphonyl]-1 H-indol-2-yl]methyl]-2-
methoxybenzoic acid, methyl ester

Working similarly to example 1, starting from 4-(bromomethyl)-2-
methoxybenzoic acid methyl ester and the compound obtained according to
preparation V, the expected product was obtained as a yellow oil (yield = 28%).

'H NMR (DMSOds, 250 MHz)

8 =1.13 (d, 6H), 2.91 (sept, 1H), 3.73 (s, 3H), 3.78 (s, 3H), 4.45 (s, 2H), 6.41 (s, 1H),
6.82 (dd, 1H), 7.02 (d, 1H), 7.33 (dd, 1H), 7.38 (d, 2H), 7.59 (dd, 1H), 7.62 (d, 1H),
7.70 (d, 2H), 8.06 (d, 1H).

EXAMPLE 98
4-[[S-chloro-1-[[4-(1-methylethyl)phenyl]sulphonyl]-1 H-indo}-2-yl]methyl]-2-
methoxybenzoic acid

Working similarly to example 2, starting from the compound of exampie 97,
2-methoxy-4-(isopropyl-phenylsulphonyl]-5-(chloro)-1 H-indol-2-yllmethyl]benzoic
acid was obtained as a yellow solid (yield = 99%).

M.p. = 67°C.

EXAMPLE 99
4-[[5-chloro-1-[[4-(1-methylethyl)phenyl]sulphonyl]-1H-indol-2-yljmethyl}-2-
hydroxybenzoic acid

Working similarly to example 56, starting from the compound of example 98,
the desired product was obtained as a grey solid (yield = 90%).
M.p. = 139°C.

EXAMPLE 100
4-[1-[1[[4-(1-methylethyl)phenyljsulphonyl]-5-(chloro)-1 H-indol-2-yl}-1-
hydroxyethyl}-benzoic acid, methyl ester

HHH
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Working similarly to example 30 starting from the compound obtained in
preparation X1V and preparation XV, the expected compound was obtained as a
white foam (yield = 69%).

M.p. = 163°C.

EXAMPLE 101
4-[1-[1[[4-(1-methylethyl)phenyl]sulphonyl}-5-(chloro)-1H-indol-2-yI]-1-
ethenyl]-benzoic acid, methyl ester

Working similarly to example 31 starting from the compound of example 100,
the expected product was obtained as a yellow paste (yield = 47%).
'H NMR (DMSOds, 250 MHz)
8 =1.13 (d, 6H), 2.88 (sept, 1H), 3.85 (s, 3H), 5.86 (s, 1H), 6.12 (s, 1H), 6.93 (d, 1H),
7.36 (m, 4H), 7.43 (dd, 1H), 7.53 (d, 2H), 7.71 (d, 1H), 7.88 (d, 2H), 8.07 (d, 1H).

EXAMPLE 102
4-[1-[1[[4-(1-methylethyl)phenyl]sulphonyl]-5-(chloro)-1H-indol-2-yl}-1-
ethenyl]-benzoic acid

Working similarly to example 2, starting from the compound of example 101,
the desired acid was obtained as a beige powder (yield = 34%).
M.p. =236°C.

Working similarly to preparation X starting from the corresponding aniline,

- the compounds of preparations XL, XLI, XLII, XLIII, XLIV and XLV were obtained.

PREPARATION XL

N-[2-iodo-4-(tert-butyl)-phenyl]-3-(1,1-dimethylethyl) benzenesulphonamide
Appearance: brown oil

Yield: 93%

"H NMR (DMSO0ds, 300 MHz)

& = 1.20 (s, 9H), 1.22 (s, 9H), 6.97 (d, 1H), 7.36 (dd, 1H), 7.40 (t, 1H), 7.51 (t, 1H),
7.58 (dt, 1H), 7.69 (dd, 1H), 7.73 (d, I1H), 9.55 (s, 1H).

PREPARATION XLI
N-[2-iodo-4-bromo-phenyl]-3-(1,1-dimethylethyl) benzenesulphonamide

Appearance: black solid

HHH
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Yield: quantitative
M.p. = 145°C

PREPARATION XLIT
5  N-[2-iodo-4-(trifluoromethyl)-5-fluoro-phenyl]-3-(1,1-dimethylethyl)
benzenesulphonamide

Appearance: yellow oil
Yield: 92%
'H NMR (DMSOdg, 300 MHz)
10 §=124 (s, 9H), 7.19 (d, 1H), 7.53 (t, 1H), 7.64 (dd, 2H), 7.72 (d, 1H), 8.11 (d, [H).

PREPARATION XLIII
N-[2-iodo-4-methyl-phenyl]-3-(1,1-dimethylethyl) benzenesulphonamide

Appearance: yellow paste
15 Yield: quantitative
'H NMR (DMSQdg, 300 MHz)
=124 (s, 9H), 2.21 (s, 3H), 6.90 (d, 1H), 7.11 (dd, 1H), 7.50 (m, 3H), 7.64 (dd, 1H},
7.68 (td, 1H), 9.55 (s, 1H).

20 PREPARATION XL.IV
N-[2-iodo-3-chloro-4-chloro-phenyl}-3-(1,1-dimethylethyl) benzenesulphonamide

Appearance: beige solid
Yield: 65%
M.p. = 148°C
25
PREPARATION XLV
N-[2-iodo-6-fluoro-phenyl}-3-(1,1-dimethylethyl) benzenesulphonamide

Appearance: white solid
Yield: 69%
30 Mp.=133°C
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EXAMPLE 103
4-{(RS)-hydroxy[1-[[3-(1,1-dimethylethyl)phenyljsulphonyl]-5-(tert-butyl)-1H-
indol-2-yljmethyl]|benzoic acid, methyl ester

Working similarly to example 30 starting from the compound obtained in

5  preparation XL and 4-(1-hydroxy-2-propynyl) benzoic acid, the expected compound
was obtained as a brown oil (yield = 40%).
"H NMR (DMSOds, 300 MHz)
8 =1.15 (s, 9H), 1.26 (s, 9H), 3.85 (s, 3H), 6.34 (d, 1H), 6.44 (d, 1H), 6.56 (s, 1H),
7.39 (dd, 1H), 7.45 (t, 1H), 7.49 (m, 3H), 7.65 (m, 2H), 7.74 (t, 1), 7.93 (m, 3H).

10

EXAMPLE 104
4-[(RS)-hydroxy[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(bromo)-1H-
indol-2-yllmethyl]benzoic acid, methyl ester

Working similarly to example 30 starting from the compound obtained in
15  preparation XLI, the expected compound was obtained as a brown solid (yield =
77%).
'H NMR (DMSOdg, 300 MHz)
& =1.19 (s, 9H), 3.85 (s, 3H), 6.48 (m, 2H), 6.60 (d, 1H), 7.46 (m, 2H), 7.50 (d, 2H),
7.66 (dt, 1H), 7.72 (dt, 1H), 7.79 (d, 1H), 7.83 (t, 1H), 7.94 (d, 2H), 7.98 (d, 1H).
20
EXAMPLE 105
4-[(RS)-hydroxy[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(triflzoro)-6-
fluoro-1H-indol-2-yljmethyl]benzoic acid, methyl ester

Working similarly to example 30 starting from the compound obtained in
25  preparation XLII, the expected compound was obtained as a yellow oil (yield = 80%).
"H NMR (DMSOds, 300 MHz)
8 =121 (s, 9H), 3.86 (s, 3H), 6.47 (d, 1H), 6.56 (d, 1H), 6.66 (s, IH), 7.50 (m, 3H),
7.77 (td, 2H), 7.94 (d, 3H), 8.08 (m, 2H).

30 EXAMPLE 106
4-[(RS)-hydroxy[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(methyl)-1H-
indol-2-yl|methyl]benzoic acid, methyl ester
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Working similarly to example 30 starting from the compound obtained in
preparation XLIII, the expected compound was obtained as a yellow oil (yield =
38%).

"H NMR (DMSOds, 300 MHz)

5 &=1.17 (s, 9H), 2.31 (s, 3H), 3.85 (s, 3H), 6.37 (s broad, 1H), 6.45 (s broad, 1H),
6.52 (s, tH), 7.13 (dd, 1H), 7.30 (s, 1H), 7.44 (t, 1H), 7.50 (d, 2H), 7.61 (td, 1H), 7.67
(td, 1K), 7.78 (t, 1H), 7.88 (d, 1H), 7.93 (d, 2H).

EXAMPLE 107
10 4-[(RS)-hydroxy[1-[[3-(1,1-dimethylethyl)phenyl}sulphonyl]-4-(chloro)-5-
(chloro)-1H-indol-2-yljmethyl}benzoic acid, methyl ester

Working similarly to example 30 starting from the compound obtained in
preparation XLIV, the expected compound was obtained as a yellow oil (yield =
85%). ,

15 'HNMR (DMSOds, 300 MHz)
& = 1.20 (s, 9H), 3.86 (s, 3H), 6.48 (d, 1H), 6.57 (s, 1H), 6.62 (d, 1H), 7.52 (m, 4H),
7.66 (td, 1H), 7.74 (td, 1H), 7.84 (t, IH), 7.94 (d, 2H), 8.04 (d, 1H).

EXAMPLE 108
20 4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(tert-butyl)-1 H-indol-2-
yljmethyl]benzoic acid, methy! ester -

Working similarly to example 31 starting from the compound of example 103,
the expected compound was obtained as a yellow oil (yield = 73%).
'H NMR (DMSOdg, 400 MHz)
25  8=1.13 (s, SH), 1.27 (s, 9H), 3.84 (s, 3H), 4.45 (s, 2H), 6.46 (s, 1H), 7.35 (d, 2H),
7.39 (dd, 1H), 7.44 (t, 1H), 7.47 (d, 1H), 7.57 (td, 1H), 7.58 (d, 1H), 7.67 (td, 1H),
7.89 (d, 2H), 7.96 (d, 1H).

EXAMPLE 109
30 4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(bromo)-1H-indol-2-
yl]methyl]benzoic acid, methyl ester

Working similarly to example 31 starting from the compound of example 104,
the expected compound was obtained as a colourless oil (yield = 24%).
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"H NMR (DMSOds, 300 MHz)
&= 1.18 (s, 9H), 3.85 (s, 3H), 4.49 (s, 2H), 6.43 (s, 1H), 7.36 (d, 2H), 7.47 (m, 2H),
7.59 (dd, 1H), 7.66 (t, 1H), 7.72 (dd, 1H), 7.74 (d, 1H), 7.91 (d, 2H), 8.00 (d, IH).

EXAMPLE 110
4-[11-[[3-(1,1-dimethylethyl)phenyl]sulphonyl}-5-(trifluoro}-6-fluoro-1H-indol-2-
ylimethyl]benzoic acid, methyl ester

Working similarly to example 31 starting from the compound of example 105,
the expected compound was obtained as a colourless oil (yield = 48%).
"H NMR (DMSOds, 400 MHz)
3 = 1.20 (s, 9H), 3.85 (s, 3H), 4.49 (s, 2H), 6.57 (s, 1H), 7.34 (d, 2H), 7.49 (t, 1H),
7.67 (d, 1H), 7.75 (m, 2H), 7.90 (d, 2H}, 8.01 (d, 1H), 8.09 (d, 1H).

EXAMPLE 111
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(methyl)-1 H-indol-2-
yl]methyl]lbenzoic acid, methyl ester

Working similarly to example 31 starting from the compound of example 106,
the expected compound was obtained as a yellow oil (yield = 70%).
"H NMR (DMSOQds, 300 MHz) _
8= 1.16 (s, 9H), 2.32 (s, 3H), 3.84 (s, 3H), 4.45 (s, 2H), 6.41 (s, 1H), 7.13 (dd, IH),
7.27 (s, 1H), 7.36 (d, 2H), 7.43 (t, 1H), 7.54 (td, 1H), 7.63 (t, 1H), 7.68 (id, 1H), 7.90
(m, 3H).

EXAMPLE 112
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-4-(chloro)-5-(chloro)-14-indol-2-
yl]methyl]benzoic acid, methyl ester

Working similarly to example 31 starting from the compound of example 107,
the expected compound was obtained as a colourless oil (yield = 65%).
"H NMR (DMSOds, 400 MHz)
3 = 1.19 (s, 9H), 3.85 (s, 3H), 4.53 (s, 2H), 6.57 (s, 1H), 7.37 (d, 2H), 7.47 (1, 1H),
7.55(d, 1H), 7.59 (td, 1H), 7.69 (t, I1H), 7.74 (td, 1H), 7.90 (d, 2H), 8.06 (d, 1H).
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EXAMPLE 113
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-7-fluoro-1 H-indol-2-
yljmethyl]benzoic acid, methyl ester

Working similarly to example 30 starting from the compound obtained in preparation
5 XLV, 4-[(RS)-hydroxy[1-[[3-(1,]1-dimethylethyl)phenyl]sulphonyi]-6-(fluoro)-1H4-
indol-2-yiJmethyl]benzoic acid, methyl ester was obtained, and was used without
further purification in the next reaction.
Working similarly to example 31, the expected compound was obtained as a
white oil (yield = 47%).
10 'HNMR (DMSOds, 400 MHz)
6= 1.17 (s, 9H), 3.85 (s, 3H), 4.55 (s, 2H), 6.61 (s broad, 1H), 7.06 (dd, 1H), 7.21 (m,
tH), 7.35 (d, 1H), 7.41 (d, 2H), 7.44 (t, 1H), 7.48 (d, 1H), 7.62 (s, 1H), 7.70 (dt, 1H),
7.92 (d, 2H).

15 EXAMPLE 114
4-[[1-[|3-(1-methylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1H-indol-2-
yl}methyl]benzoic acid

Working similarly to example 2, starting from the compound of example 108,
the expected product was obtained as a white solid (yield = 82%).
20 M.p.=180°C.

EXAMPLE 115
4-[[1-f[3-(1-methylethyl)phenyl}sulphonyl]-5-(pyrrolidin)-1 H-indol-2-
yljmethyl]lbenzoic acid, methyl ester

25 204.22 mg (0.96 mM) of tribasic potassium phosphate, 14.36 mg (0.05 mM)
of 2-(di-tert-butylphosphino)biphenyl, and 44.05 mg (0.05 mM) of Pd,(dba); were
added to a solution of 260mg (048mM) of 4-[[I-[3-(1,1-
dimethylethyl)phenyl]sulphonyl]-5-(bromo)-1H-indol-2-ylJmethyl]benzoic acid
methyl ester of example 109 and 200 mL (2.41 mM) of pyrrolidine in 10 mL of

30 toluene. The reaction mixture was heated for [ hour at 100°C in microwave
equipment, then diluted in 50 mL of HC] (IN) and extracted twice with 100 mL of
ethyl acetate. The combined organic layers were dried over magnesium sulphate and

evaporated under reduced pressure. The residue was purified by silica gel
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chromatography, eluting with a cyclohexane / ethyi acetate mixture (95/5; v/v) then
(80/20; v/v). The fractions containing the expected product were combined and
concentrated to dryness under reduced pressure to give 40 mg of 4-[[1-[[3-(1-
methylethyDphenyl]sulphonyl}-5-(pyrrolidin)-1H-indol-2-yllmethyl] benzoic acid,
methyl ester as a colourless paste (yield = 15%).

'H NMR (DMSOds, 300 MHz)

8 =1.17 (s, 9H), 1.93 (m, 4H), 3.17 (m, 4H), 3.84 (s, 3H), 4.41 (s, 2H), 6.32 (s, 1H),
6.50 (d, 1H), 6.59 (dd, 1H), 7.36 (d, 2H), 7.42 (t, 1H), 7.50 (dd, 1H), 7.61 (t, 1H),
7.67 (d, 1H), 7.81 (d, 1H), 7.90 (d, 2H).

EXAMPLE 116
4-[[1-1]3-(1-methylethyl)phenyl]sulphonyl}-5-(pyrrolidin)-1 H-indol-2-
yljmethyl]benzoic acid

Working similarly to example 2, starting from the compound of example 115,
the expected product was obtained as a beige powder (yield = 34%).
M.p. =90°C.

EXAMPLE 117
4-[[1-f[3-(1,1-dimethylethyl)phenyl}sulphonyl]-5-(trifluoro)-6-fluoro-1 H-indol-2-
yllmethyl]benzotic acid

Working similarly to example 2, starting from the compound of example 110,
the expected product was obtained as a white powder (yield = 34%).
M.p. = 175°C.

EXAMPLE 118
4-[11-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(methyl)-1H-indol-2-
ylmethyl}benzoic acid

Working similarly to example 2, starting from the compound of example 111,
the expected product was obtained as a beige powder (yield = 24%)).
M.p. = 161°C.



10

15

20

25

30

/O\ 0 76 5-CF3 HH HHH 3-COOH H 141 77

94

EXAMPLE 119
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-4-(chloro)-5-(chloro)-1H-indol-2-
yllmethyl}benzoic acid

Working similarly to example 2, starting from the compound of example 112,
the expected product was obtained as a white powder (yield = 61%).
M.p. = 216°C.

Working similarly to example 12, starting from the corresponding sulphonyl
chioride derivative and according to preparation VII, the compounds in the following

examples were obtained.

EXAMPLE 120
4-[[1-[(6-methoxy-3-pyridinyl)sulphonyl]-5-(trifluoromethyl)-1H-indol-2-
yljmethyl]benzoic acid

Appearance: beige paste

Yield = 13%

'HNMR (DMSOds, 250 MHz)

& = 3.88 (s, 3H), 4.54 (s, 2H), 6.62 (s, 1H), 6.87 (d, 1H), 7.32 (d, 2H), 7.65 (dd, 1H),
7.86 (d, 2H), 7.98 (s, 1H), 7.99 (dd, 1H), 8.27 (d, 1H), 8.66 (d, 1H).

EXAMPLE 121
4-[[1-{4-chloro-3-methyl-phenylsulphonyl]-5-(trifluoromethyl)-1 H-indol-2-
yllmethyl]benzoic acid

Appearance: beige paste

Yield: 22%

"H NMR (DMS0dg, 250 MHz)

& =225 (s, 3H), 4.53 (s, 2H), 6.67 (s, 1H), 7.31 (d, 2H), 7.55 (d, 1H), 7.63 (m, 2H),
7.72 (d, 1H), 7.87 (d, 2H), 7.98 (d, 1H), 8.24(d, 1H).

EXAMPLE 122
4-[[1-]{benzofuran-2-sulphonyl]-5-(trifluoromethyl)-LH-indol-2-
yljmethyl]benzoic acid

Appearance: beige paste
Yield: 10%
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'H NMR (DMSOds, 250 MHz)
& =4.56 (s, 2H), 6.69 (s, 1H), 7.35 (d, 2H), 7.39 (dd, 1H), 7.54 (¢, 1 H), 7.60 (d, 1H),
7.72 (t, 2H), 7.86 (d, 2H), 7.94(d, 1H), 8.01 (s.1H), 8.23 (d, 1H).

EXAMPLE 123
4-{[1-[4-propoxy-phenylsulphonyl]-5-(trifluoromethyl)-1H-indol-2-

yllmethyf]benzoic acid

Appearance: beige paste

Yield: 27%

"H NMR (DMS0ds, 250 MHz)

6 =0.93 (t, 3H), 1.68 (sept, 2H), 3.96 (t, 2H), 4.51 (s, 2H), 6.55 (s, 1H), 7.00 (d, 2H),
7.33 (d, 2H), 7.63 (d, 1H), 7.74 (d, 2H), 7.89 (d, 2H), 7.95 (s, 1H), 8.24 (d, 1H),
12.76 (s broad, 1H).

EXAMPLE 124
4-[[1-[3-chloro-4-difluoromethoxy-phenylsuiphonyl]-5-(trifluoromethyl)-1H-

indol-2-ylJmethyl]benzoic acid

Appearance: beige paste

Yield: 10%

'H NMR (DMSOdg, 250 MHz)

8 = 4.54 (s, 2H), 6.70 (s, 1H), 7.32 (d, 2H), 7.38 (1, 1H), 7.43 (d, 1H), 7.66 (d, 1H),
7.80 (d, 1H), 7.87 (d, 2H), 7.90 (dd, 1H), 8.00 (s, 1H), 8.26(d, 1H), 12.82 (s broad,
1H).

EXAMPLE 125
4-[[1-{4-methyl-3-0x0-3,4-dihydro-2H-benzo[1,4]oxazine-6-sulphonyl]-5-
(trifluoromethyl)-1H-indol-2-yllmethyl] benzoic acid

Appearance: beige paste

Yield: 23%

"H NMR (DMSOds, 250 MHz)

& =3.19 (s, 3H), 4.53 (s, 2H), 4.73 (s, 2H), 6.62 (s, 1H), 7.05 (d, 1H), 7.31 (m, 3H),
7.40 (dd, 1H), 7.65 (dd, 1H), 7.85 (d, 2H), 7.97 (s, 1H), 8.31 (d, 1H).
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EXAMPLE 126
4-[[1-[3-difluoromethylsulphanyl-phenylsulphonyl}-5-(trifluoromethyl)-1H-

indol-2-yljmethyl] benzoic acid
Appearance: beige paste
5  Yield: 14%
"H NMR (DMSQds, 250 MHz)
& =4.51 (s, 2H), 6.64 (s, 1H), 7.31 (d, 2H), 7.63 (m, 2H), 7.87 {m, 5SH), 7.65 (dd, 1H),
7.98 (s, 1H), 8.24 (d, 1H).

10 EXAMPLE 127
4-[[1-}4-isobutoxy-phenylsulphonyl]-5-(trifluoromethyl)-1 H-indol-2-

yllmethyl]benzoic acid
Appearance: beige paste
Yield: 32%

15 'HNMR (DMSOdg, 250 MHz)
8 =0.93 (d, 6H), 1.97 (m, 1H), 3.77 (d, 2H), 4.51 (s, 2H), 6.55 (s, 1H), 7.00 (d, 2H),
7.33 (d, 2H), 7.63 (d, 1H), 7.75 (d, 2H), 7.88 (d, 2H), 7.95 (s, 1H), 8.24 (d, 1H),
12.87 (s broad, 1H).

20 EXAMPLE 128
4-[[1-[4-(3-methyl-buty])-phenylsulphonyl]-5- (tr:fluoromethyl) 1H-indol-2-
yl]methyl]benzoic acid
Appearance: beige paste
Yield: 33%

25  'HNMR (DMSOds, 250 MHz)
3 =0.86 (d, 6H), 1.41 (m, 3H), 2.59 (m, 2H), 4.51 (s, 2H), 6.57 (s, 1H), 7.32 (d, 2H),
7.34 (d, 2H), 7.63 (d, 1H), 7.71 (d, 21), 7.87 (d, 2H), 7.96 (s, 1H), 8.24 (d 1H),
12.75 (s broad, 1H).

30 EXAMPLE 129
4-[[1-[4-(morpholine-4- carbonyl)benzenesulphonyl] -S-(trifluoromethyl)-1H-

indol-2-yljmethyl}benzoic acid
Appearance: beige paste
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Yield: 9%

'H NMR (DMSOQds, 250 MHz)

& =73.41 (m, 8H), 4.53 (s, 2H), 6.63 (s, 1H), 7.35 (d, 2H), 7.54 (d, 2H), 7.65 (dd, 1H),
7.87 (m, 4H), 7.98 (s, 1H), 8.26 (d, 1H), 12.87 (s broad, 1H).

EXAMPLE 130
4-[[1-[(6-phenoxy-3-pyridinyDsulphonyl}-5-(trifluoromethyl)-1 H-indol-2-
yllmethyl]benzoic acid

Appearance: beige paste

Yield: 16%

"H NMR (DMSOd,, 500 MHz)

6 =4.53 (s, 2H), 6.61 (s, 1H), 7.08 (d, 1H), 7.16 (d, 2H), 7.27 (t, 1H), 7.34 (d, 2H),
7.43 (id, 2H), 7.63 (dd, 1H), 7.88 (d, 2H), 7.99 (s, 1H), 8.19 (dd, 1H), 8.26 (d, 1H),
8.67 (d, 1H), 12.93 (s broad, 1H).

EXAMPLE 131
4-1[1-[4-(3,5-dimethyl-pyrazol-1-yl)-phenylsulphonyl]-5-(trifluoromethyl)-1H-
indol-2-yIJmethyl]benzoic acid

Appearance: beige paste

Yield: 21%

'H NMR (DMSOdg, 250 MHz)

& =2.16 (s, 3H), 2.34 (s, 3H), 4.53 (s, 2H), 6.13 (s, 1H), 6.58 (s, 1H), 7.36 (d, 2H),
7.66 (dd, 1H), 7.70 (d, 2H), 7.91 (m, 4H), 7.98 (s, 1H), 8.27 (d, 1H).

EXAMPLE 132
4-[[1-{(3,4-dihydro-2,2-dimethyl-2 H-1-berzopyran-6-yl)sulphonyl}-5-
(trifluoromethyl)-1H-indol-2-yljmethyl] benzoic acid

Appearance: beige paste

Yield: 19%

'H NMR (DMSOdg, 250 MHz)

o = 1.24 (s, 6H), 1.71 (t, 2H), 2.64 (t, 2H), 4.52 (s, 2H), 6.61 (s, 1H), 6.76 (d, 1H),
7.29 (d, 2H), 7.45 (s, 1H), 7.49 (dd, 1H), 7.62 (dd, 1H), 7.86 (d, 2H), 7.97 (s, 1H),
8.24 (d, 1H), 12.63 (s broad, 1H).

82
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EXAMPLE 133
4-[[1-[4-ethyl-phenylsulphonyl]-5-(trifluoromethyl)-1 H-indol-2-
yllmethyl]benzoic acid
Appearance: beige paste
S Yield: 21%

"H NMR (DMSOds, 250 MHz)
& = 1.12 (t, 3H), 2.62 (q, 2H), 4.51 (s, 2H), 6.56 (s, 1H), 7.32 (d, 2H), 7.35 (d, 2H),
7.63 (dd, 1H), 7.73 (d, 2H), 7.86 (d, 2H), 7.95 (s, 1H), 8.24 (d, 1H), 12.65 (s broad,
IH). ‘

10
EXAMPLE 134
4-f[1-[4-methylphenyl)sulphonyl]-5-(trifluoromethyl)-1H-indol-2-
yljmethyl]benzoic acid

Appearance: beige paste
15 Yield: 20%
"H NMR (DMSQds, 250 MHz)
8 =2.32 (s, 3H), 4.51 (s, 2H), 6.55 (s, 1H), 7.33 (dd, 4H), 7.62 (dd, 1H), 7.72 (d, 2H),
7.88 (d, 2H), 7.94 (s, 1H), 8.23 (d, 1H), 12.60 (s broad, 1H).

20 EXAMPLE 135
4-[[1-[[6-(4-morpholiny])-3-pyridinyl]sulphonyl]-3-(trifluoromethyl)-1.A-indol-2-
yllmethyl]benzoic acid

Appearance: beige paste
Yield: 20%

25  'HNMR (DMSOdg, 250 MIz) ,
5 = 3.60 (m, 8H), 4.53 (s, 2H), 6.57 (s, 1H), 6.75 (d, 1H), 7.32 (d, 2H), 7.63 (dd, 1H),
7.74 (dd, 1H), 7.88 (d, 2H), 7.96 (s, 1H), 8.25 (d, 1H), 8.47 (d, 1H), 12.82 (s broad,
1H).

30 EXAMPLE 136
4-[[1-[4-chloro-phenylsulphonyl]-5-(trifluoromethyl)-1H-indol-2-
ylmethyl]benzoic acid

Appearance: beige paste



AS 84 5-CF3 HH HHH 4-COOEt 4 CH3 L 142 85 5-CF3 HH

10

i5

20

25

30

99

Yield: 22%

"H NMR (DMSOds, 250 MHz)

& = 4.50 (s, 2H), 6.60 (s, 11), 7.33 (d, 2H), 7.59 (d, 2H), 7.64 (dd, 1H), 7.83 (d, 2H),
7.87 (d, 2H), 7.98 (s, 1H), 8.23 (d, 1H), 12.86 (s broad, 1H).

EXAMPLE 137
4-[{1-[4-fluoro-phenylsulphonyl]-5-(trifluoromethyl)-1H-indol-2-
yllmethyljbenzoic acid

Appearance: beige paste

Yield: 8%

'H NMR (DMSOds, 250 MHz)

8 =4.51 (s, 2H), 6.58 (s, 1H), 7.35 (dd, 4H), 7.64 (dd, 1H), 7.90 (m, 4H), 7.97 (s, IH),
8.24 (d, 1H), 12.91 (s broad, 1H).

EXAMPLE 138
4-[[1-]|4-methoxy-phenylsulphonyl]-5-(trifluoromethyl)-1/1-indol-2-

yl]lmethyl]benzoic acid

Appearance: beige paste

Yield: 16%

"H NMR (DMSOd;, 250 MHz)

8 =3.79 (s, 3H), 4.51 (s, 2H), 6.53 (s, 1H), 7.02 (d, 2H), 7.33 (d, 2H), 7.63 (dd, 1H),

©7.77 (d, 2H), 7.88 (d, 2H), 7.94 (s, 1H), 8.25 (d, 1H), 12.94 (s broad, 1H).

EXAMPLE 139
4-[[1-[4-propyl-phenylsulphonyl]-5-(trifluoromethyl}-1H-indol-2-

yljmethyl]benzoic acid

Appearance: beige paste

Yield: 37%

TH NMR (DMSOdg, 500 MHz)

& =10.83 (t, 3H), 1.52 (m, 2H), 2.56 (t, 2H), 4.51 (s, 2H), 6.56 (s, 1H), 7.31 (d, 2H),
7.34 (d, 2H), 7.63 (dd, 1H), 7.72 (d, 2H), 7.88 (d, 2H), 7.96 (s, 1H), 8.24 (d, 1H).
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EXAMPLE 140
4-[[1-[4-pentyl-benzenesulphonyl]-5-(trifluoromethyl)-1H-indol-2-
yllmethyl]benzoic acid

Appearance: beige paste
5  Yield: 23%

"H NMR (DMSOds, 500 MHz)
6 =0.82 (t, 3H), 1.19 (m, 2H), 1.25 (m, 2H), 1.50 (m, 2H), 2.58 (t, 2H), 4.51 (s, 2H),
6.56 (s, 1H), 7.32 (d, 2H), 7.34 (d, 2H), 7.63 (dd, 1H), 7.72 (d, 2H), 7.88 (d, 2H),
7.96 (s, 1H), 8.24 (d, 1H).

10
EXAMPLE 141
4-[[1-[(3-methylphenyl)sulphonyl]-5-(trifluoromethyl)-1H-indol-2-
yllmethyl}benzoic acid

Appearance: beige paste
15 Yield: 31%
'H NMR (DMSOds, 500 MHz)
& = 2.26 (s, 3H), 4.54 (s, 2H), 6.63 (s, 1H), 7.34 (d, 2H), 7.42 (1, 1H), 7.50 (dd, 2H),
7.63 (d, 2H), 7.88 (d, 2H), 7.97 (s, 1H), 8.23 (d, 1H).

20  EXAMPLE 142 _
4-[{1-[4-trifluoromethoxy-phenylsulphonyl]-5-(trifluoromethyl)-1 H-indol-2-

yl]methyl}benzoic acid
Appearance: beige paste
Yield: 21%
25 '"H NMR (DMSOds, 500 Miiz)
d=4.51 (s, 2H), 6.62 (s, 1H), 7.31 (d, 2H), 7.49 (d, 2H), 7.66 (dd, 1H), 7.86 (d, 2H),
7.96 (d, 2H), 7.99 (s, IH), 8.25 (d, 11).

EXAMPLE 143
30 4-[[1-|3-chloro-phenylsulphonyl]-5-(trifluoromethyl)-1H-indol-2-yl|methyl]
benzoic acid

Appearance: beige paste
Yield: 20%



10

15

20

25

30

88 5-CF3 111-1 HHH 4-COCEt it H _ 89 5-CF3

101

'H NMR (DMSOd,, 500 MHz)
&= 4.54 (s, 2H), 6.71 (s, 1H), 7.33 (d, 2H), 7.56 (t, 1H), 7.63 (t, 1H), 7.66 (dd, 1H),
7.75 (dd, 1H), 7.79 (dd, 1H), 7.89 (d, 2H), 8.00 (s, 1H), 8.24 (d, 1H).

EXAMPLE 144
4-[{1-[4-phenoxy-phenylsulphonyl]-5-(trifluoromethyl)-1H-indol-2-yllmethyl]

benzoic acid

Appearance: beige paste

Yield: 14%

'H NMR (DMSOdg, 500 MHz)

8 = 4.50 (s, 2H), 6.55 (s, 1H), 6.97 (d, 2H), 7.12 (d, 2H), 7.28 (t, 1H), 7.32 (d, 2H),
745 (d, 1H), 7.47 (d, 1H), 7.63 (dd, 1H), 7.83 (d, 2H), 7.88 (d, 2H), 7.97 (s, 1H),
8.24 (d, 1H).

EXAMPLE 145
4-[[1-[3-trifluoromethoxy-phenylsulphonyl]-5-(trifluoromethyl)-1H-indol-2-

yllmethyl]benzoic acid

Appearance: beige paste

Yield: 22%

"H NMR (DMSOds, 500 MHz)

8 =4.53 (s, 2H), 6.67 (s, 1H), 7.33 (d, 2H), 7.68 (m, 4H), 7.87 (d, 3H), 7.99 (s, IH),
8.25(d, 1H).

EXAMPLE 146
4-[[1-[4'-chloro-biphenyl-3-sulphonyl}-5-(trifluoromethyl)-1 H-indol-2-yl}
methyl|benzoic acid

Appearance: beige paste

Yield: 10%

"H NMR (DMSQds, 250 MHz)

& =4.56 (s, 2H), 6.65 (s, 1H), 7.33 (d, 2H), 7.53 (d, 2H), 7.62 (d, 2H), 7.65 (dd, 2H),
7.78 (dd, 1H), 7.85 (d, 2H), 7.98 (m, 3H), 8.28 (d, 1H).
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EXAMPLE 147 _
4-[[1-[4-chloro-3-difluoromethoxy-phenylsulphonyl]-5-(trifluoromethyl)-1 H-

indol-2-ylimethyl}benzoic acid

Appearance: beige paste

Yield: 9%

"H NMR (DMSOds, 250 MHz)

& = 4.50 (s, 2H), 6.63 (s, 1H), 7.32 (d, 2H), 7.38 (t, 1H), 7.65 (m, 2H), 7.79 (d, 2H),
7.87 (d, 2H), 7.99 (s, 1H), 8.25(d, 1H), 12.88 (s broad, IH).

PREPARATION XLVI
4-[|3-fluoro-5-trifluoromethyl)-1 H-indol-2-yljmethyllbenzoic acid, methyl ester
128 g (3.60 mM) of 1-chloromethyl-4-fluoro-1,4-

diazoniabicyclo[2.2.2]octane bis(tetrafluoroborate) was added, at 0°C, to a solution of
1 g (3 mM) of ester obtained according to preparation VII in 50 mL of acetonitrile.
The reaction mixture was stirred at room temperature for 20 hours, then diluted in
water and extracted with ethyl acetate. The organic layer was washed with a solution
of HCI (IN) then NaCl. The combined organic layers were dried over magnesium
sulphate and evaporated under reduced pressure. The residue was purified by silica
gel chromatography, eluting with a cyclohexane / ethyl acetate mixture (85/15; v/v).
The fractions containing the expected product were combined and concentrated to
dryness under reduced pressure to give 310 mg of the desired product as an orange
powder (yield = 29%).

'H NMR (DMSQdg, 300 MHz)

& = 3.83 (s, 3H), 4.23 (s, 2H), 7.40 (m, 3H), 7.49 (d, IH), 7.85 (s, 1H), 7.93(d, 2H),
11.45 (s broad, 1H). |

EXAMPLE 148
4-][1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl}-3-fluoro-5-(trifluoromethyl)-1.H-
indol-2-yljmethyl]-benzoic acid, methy! ester

Working similarly to preparation I, starting from the compound obtained in
preparation XL VI and 3-tert-butyl phenylsulphonyl chloride, the expected product
was obtained in the form of a yellow oil (yield = 72%).

'H NMR (DMSOds, 400 MHz)
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&= 1.18 (s, 9H), 3.84 (s, 3H), 4.54 (s, 2H), 7.32 (d, 2H), 7.42 (t, 1H), 7.52 (d, 1),
7.59 (t, 1H), 7.70 (d, 1H), 7.82 (d, 1H), 7.87 (d, 2H), 8.03 (s, 1H), 8.38 (d, 1H).

EXAMPLE 149
5 4-[[1-[3-(1,1-dimethylethyl)phenyl]sulphonyl}-3~-fluoro-5-(trifluoromethyl)-1 H-
indol-2-yljmethyl]-benzoic acid

Working similarly to example 2, starting from the compound of example 148,
the expected product was obtained as yellow crystals (yield = 36%).
M.p. = 158°C. :
16 Working according to the procedure of example 12, starting from preparation
VIII and from the corresponding sulphonylated derivative, the following examples
were prepared.

EXAMPLE 150
15 4-[[1-[3-chloro-4-fluoro-phenylsulphonyl}-5-(chloro)-1 H-indol-2-yl|methyl]
benzoic acid

Appearance: beige paste
Yield: 7%
"H NMR (DMSOds, 250 MHz)
20 8=4.49 (s,2H), 6.55 (s, IH), 7.31 (d, 2H), 7.35 (dd, 1H), 7.55 (t, I1H), 7.65 (d, 1H),
7.81 (d, 2H), 7.87 (d, 2H), 8.05(d, 1H), 12.65 (s broad, 1H).

EXAMPLE 151
4-[{1-[biphenyl-4-sulphonyl]-5-(chloro)-1H-indol-2-ylimethyl]benzoic acid

25  Appearance: beige paste
Yield: 7%
'HNMR (DMSOds, 250 MHz)
& =4.51 (s, 2H), 6.44 (s, 1H), 7.35 (d, 3H), 7.47 (m, 3H), 7.63 (dd, 2H), 7.67 (dd, 1H),
7.81 (m, 2H), 7.82 (d, 2H), 7.89 (d, 2H), 8.05(d, 1H), 12.84 (s broad, 1H).

30
EXAMPLE 152
4-[{1-[4-propyl-phenylsulphonyl]-5-(chloro)-1H-indol-2-yl]methyl] benzoic acid

Appearance: beige paste



HS 93 5-CF3 HHHO 2-COOWe |it

2-

COCH

10

15

20

25

30

HS 143 94 5-CF3 HH H O

104

Yield: 26%

TH NMR (DMSOds, 250 MHz)

§ = 0.83 (t, 3H), 1.52 (m, 2H), 2.57 (t, 2H), 4.47 (s, 2H), 6.40 (s, 1H), 7.33 (dd, 5H),
7.60 (dd, 1H), 7.68 (d, 2H), 7.87 (d, 2H), 8.03 (d, 1H), 12.85 (s broad, 1H).

EXAMPLE 153
4-{[1-[3-fluoro-4-fluoro-phenylsulphonyl]-5-(chloro)-1H-indol-2-
yljmethyl]benzoic acid

Appearance: beige paste

Yield: 10%

"H NMR (DMSOds, 250 MHz)

& =449 (s, 2H), 6.49 (s, 1H), 7.34 (m, 3H), 7.59 (dd, 1H), 7.63 (d, 1H), 7.70 (m, 1H),
7.82 (dd, 1H), 7.87 (d, 2H), 8.05 (d, 1H), 12.89 (s broad, 1H).

EXAMPLE 154
4-[[1-[3-fluoro-phenylsulphonyl]-5-(chloro)-1H-indol-2-yl|methyl] benzoic acid

Appearance: beige paste

Yield: 18% .

"H NMR (DMSO0dg, 250 MHz)

& =4.49 (s, 2H), 6.49 (s, I1H), 7.34 (m, 3H), 7.58 (m, 5H), 7.88 (d, 2H), 8.03 (d, 1H),
12.80 (s broad, 1H). '

EXAMPLE 155
4-[[1-}4-tert-butyl-phenylsulphonyl}-5-(chlore)-1H-indol-2-yl] methyl} benzoic

acid

Appearance: beige paste

Yield: 21%

"H NMR (DMSOds, 250 MHz)

3= 1.22 (s, 9H), 4.47 (s, 2H), 6.43 (s, 1H), 7.29 (d, 2H), 7.34 (dd, 1H), 7.51 (d, 2H),
7.64 (m, 3H), 7.85 (d, 2H), 8.06 (d, 1H}), 12.89 (s broad, 1H).
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EXAMPLE 156
4-[[1-[4-trifluoromethoxy-phenylsulphonyl}-5-(chloro)-1H-indol-2-yl]
methyl]benzoic acid
Appearance: beige paste

5  Yield: 10%
'H NMR (DMSOdg, 250 MHz)
6 =4.47 (s, 2H), 6.46 (s, 1H), 7.32 (d, 2H), 7.35 (dd, 1H), 7.49 (d, 2H), 7.63 (d, 1H),
7.86 (d, 2H), 7.91 (d, 2H), 8.04 (d, 1H), 12.58 (s broad, 1H).

10 EXAMPLE 157
4-[[1-[2,3-dihydro-benzo[1,4]dioxin-6-sulphonyl}-5-(chloro)-1H-indol-2-yl}
methyl]benzoic acid

Appearance: beige paste
Yield: 23%
15 'HNMR (DMSOdg, 250 MHz)
3 =425 (m, 4H), 4.45 (s, 2H), 6.44 (s, 1H), 6.95 (d, 1H), 7.08 (dd, 1H), 7.30 (m, 4H),
7.61 (d, tH), 7.87 (d, 2H), 8.03 (d, 1H), 12.88 (s broad, IH).

EXAMPLE 158
20 4-[[1-[4-trifluoro-phenylsulphonyl]-5-(chloro)-1H-indol-2-yljmethyl] benzoic
acid

Appearance: beige paste
Yield: 11%
'HNMR (DMSOQds, 250 MHz)
25 3=4.48 (s, 2H), 6.50 (s, 1H), 7.31 (d, 2H), 7.36 (dd, 1H), 7.64 (d, 1H), 7.84 (d, 2H),
7.87 (d, 2H), 7.96 (d, 2H), 8.05 (d, 1H), 12.87 (s broad, 1H).

EXAMPLE 159
4-[{1-[4-ethyl-phenyisulphonyl]-5-(chloro)-1H-indol-2-yl]methyl]benzoic acid

30  Appearance: beige paste
Yield: 24%
'H NMR (DMS0d,, 250 MHz)
o =1.12 (t, 3H), 2.62 (q, 2H), 4.48 (s, 2H), 6.40 (s, 1H), 7.34 (m, SH), 7.60 (dd, 1H),
7.69 (d, 2H), 7.87 (d, 2H), 8.03 (d, 1H), 12.89 (s broad, 1H).
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EXAMPLE 160
4-[[1-[4-chloro-phenylsulphonyl]-5-(chloro)-1H-indol-2-yl|methyl] benzoic acid
Appearance: beige paste

Yield: 19%

'H NMR (DMS0Qds, 250 MHz)

8 =446 (s, 2H), 6.44 (s, 1H), 7.34 (m, 3H), 7.59 (m, 3H), 7.80 (d, 2H), 7.88 (d, 2H),
8.02 (d, 1H), 12.89 (s broad, 1H).

EXAMPLE 161

4-||5-chloro-1-[(3-methylphenyl)sulphonyl]-LH-indol-2-yljmethyl]|benzoic acid
Appearance: beige paste

Yield: 24%

"H NMR (DMSQds, 250 MHz)

8 =12.26 (s, 3H), 4.49 (s, 2H), 6.46 (s, 1H), 7.34 (m, 3H), 7.42 (d, 1H), 7.48 (m, 2H),
7.58 (m, 1H), 7.61 (d, 1H), 7.88 (d, 2H), 8.01 (d, IH).

EXAMPLE 162

4-][1-[4-isopropoxy-phenylsulphonyl]-5-(chloro)-1H-indol-2-yllmethyl] benzoic
acid

Appearance: beige paste

Yield: 6%

"H NMR (DMS0Ods, 250 MHz)

& =1.22 (s, 3H), 1.25 (s, 3H), 4.46 (s, 2H), 4.67 (m, 1H), 6.39 (s, 1H), 6.97 (d, 2H),
7.33 (m, 3H), 7.60 (d, 1H), 7.68 (d, 2H), 7.88 (d, 2H), 8.03 (d, 1H), 12.89 (s broad,
1H).

EXAMPLE 163

4-[[5-chloro-1-(2-naphthalenylsulphonyl)-1 H-indol-2-yl|methyl]benzoic acid
Appearance: beige paste

Yield: 9%

"H NMR (DMSOds, 250 MHz)

8=4.56 (s, 2H), 6.43 (s, 1H), 7.32 (dd, 1H), 7.35 (d, 2H), 7.58 (d, 1H), 7.69 (m, 3I),
7.85 (d, 2H), 8.01 (t, 2H), 8.13 (t, 2H), 8.61(d, 1H), 12.86 (s broad, 1H).
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EXAMPLE 164

4-[{1-[3-chloro-phenylsulphonyl]-5-(chloro)-1 H-indol-2-yllmethyl} benzoic acid
Appearance: beige paste

Yield: 16%

"H NMR (DMSOds, 250 MHZz)

5 =4.49 (s, 2H), 6.54 (s, 1H), 7.33 (d, 2H), 7.35 (dd, [H), 7.55 (t, 1H), 7.60 {t, 1H),
7.64 (d, 1H), 7.75 (m, 2H), 7.87 (d, 2H), 8.03 (d, 1H), 12.87 (s broad, 1H).

EXAMPLE 165
4-[[1-|4-methoxy-phenylsulphonyl]-5-(chloro)-1H-indol-2-yl|methyl] benzoic

acid

Appearance: beige paste

Yield: 25%

"H NMR (DMSOds, 250 MHz)

& =13.79 (s, 3H), 4.47 (s, 2H), 6.37 (s, 1H), 7.01 (d, 2H), 7.32 (dd, 1H), 7.34 (d, 2H),
7.58 (d, 1H), 7.74 (d, 2H), 7.89 (d, 2H), 8.03 (d, 1H), 12.89 (s broad, 1H).

EXAMPLE 166
4-[[1-[3-methoxy-phenylsulphonyl]-5-(chloro)-1H-indol-2-yljmethyl] benzoic

acid

Appearance: beige paste

Yield: 27%

"H NMR (DMSOds, 250 MHz)

8=3.74 (s, 3H), 4.47 (s, 2H), 6.46 (s, 1H), 7.14 (1, 1H), 7.24 (ddd, 1H), 7.33 (m, 4H),
7.45 (t, 1H), 7.61 (d, 1H), 7.87 (d, 2H), 8.03 (d, 1H), 12.89 (s broad, I H).

EXAMPLE 167
4-[[1-[4-fluoro-phenylsulphonyl}-5-(chloro)-1H-indol-2-ylJmethyl] benzoic acid
Appearance: beige paste

Yield: 19%

'H NMR (DMSOds, 250 MHz)

d=4.47 (s, 2H), 6.42 (s, 1H), 7.87 (m, 5H), 7.61 (d, 1H), 7.90 (m, 4H), 8.03 (d, 1H),
12.89 (s broad, 1H).
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EXAMPLE 168
4-[[5-chloro-1-[[4-(1,1-dimethylpropyl)phenyl}sulphonyl}-1 H-indol-2-
yl]methyl]benzoic acid

Appearance: beige paste

Yield: 19%

'H NMR (DMS0d,, 250 MHz)

o = 0.53 (t, 3H), 1.18 (s, 6H), 1.56 (q, 2H), 4.46 (s, 2H), 6.43 (s, 1H), 7.29 (d, 2H),
7.34 (dd, 1H), 7.45 (d, 2H), 7.61 (d, 1H), 7.66 (d, 2H), 7.85 (d, 2H), 8.05 (d, 1H),
12.87 (s broad, 1H).

EXAMPLE 169 _
4-[[S-chloro-1-[(6-methoxy-3-pyridinyl)sulphonyl]-1H-indol-2-yljmethyl]benzoic
acid

Appearance: beige paste

Yield: 19%

'H NMR (DMSOd,, 500 MHz)

8 =3.88 (s, 3H), 4.50 (s, 2H), 6.46 (s, 1H), 6.88 (d, 1H), 7.33 (d, 2H), 7.34 (dd, 1H),
7.62 (d, 1H), 7.88 (d, 2H), 7.97 (dd, 1H), 8.06 (d, 1H), 8.63 (d, 1H), 12.90 (s broad,
1H).

EXAMPLE 170
4-[[1-[4-pentyl-phenylsulphonyl]-5-(chloro)-1H-indol-2-yljmethyl} benzoic acid
Appearance: beige paste '

Yield: 10%

'H NMR (DMSOds, 500 MHz)

6 =0.82 (t, 3H), 1.23 (m, 4H), 1.51 (m, 2H), 2.58 (t, 2H), 4.46 (s, 2H), 6.39 (s, 1H),
7.33 {m, 5H), 7.59 (dd, 1H), 7.68 (d, 2H), 7.87 (d, 2H), 8.03 (d, 1H), 12.89 (s broéd,
1H).

EXAMPLE 171
4-[[S-chloro-1-{(4-methylphenyl)sulphonyl]-1H-indol-2-ylimethyl]|benzoic acid
Appearance: beige paste

Yield: 10%

"H NMR (DMSOds, 250 MHz)

H H
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8§ =2.32 (s, 3H), 4.47 (s, 2H), 6.39 (s, 1H), 7.33 (m, SH), 7.58 (d, 1H), 7.68 (d, 2H),
7.88 (d, 2H), 8.02 (d, 1H), 12.91 (s broad, 1H).

EXAMPLE 172
5  4-[{1-[3'-fluoro-biphenyl-4-sulphonyl]-5-(chloro)-1H-indol-2-yljmethyl} benzoic
acid

Appearance: beige paste
Yield: 23%
'H NMR (DMSOds, 500 MHz)
10 & =4.51 (s, 2H), 6.45 (s, 1H), 7.28 (m, 1H), 7.36 (m, 3H), 7.54 (m, 3H), 7.62 (dd,
1H), 7.86 (m, 6H), 8.09(d, 1H), 12.90 (s broad, 1H).

EXAMPLE 173
4-[[5-chloro-1-[(3,4-dikydro-2,2-dimethyl-2 H-1-benzopyran-7-yl)sulphonyl|-1H-
15  indol-2-yl]methyl}-benzoic acid

Appearance: beige paste

Yield: 17%

"H NMR (DMSOds, 500 MHz)

8 = 1.24 (s, 6H), 1.71 (t, 2H), 2.64 (, 2H), 4.48 (s, 2H), 6.45 (s, 1H), 6.76 (d, 1H),
20 7.31 (d, 2H), 7.32 (dd, 1H), 7.43 (m, 1H), 7.46 (dd, 1H), 7.61 (d, 1H), 7.87 (d, 2H),

8.04 (d, 1H), 12.90 (s broad, 1H).

EXAMPLE 174
4-[[1-(1.3-benzodioxol-5-ylsulphonyl)-5-chloro-1H-indol-2-ylJmethyl]benzoic
25 acid
Appearance: beige paste
Yield: 30%
'H NMR (DMSOds, 500 MHz)
3 =448 (s, 2H), 6.13 (s, 2H), 6.42 (s, 1H), 7.00 (d, 1H), 7.19 (d, 1H), 7.32 (dd, 1H),
30  7.35(d, 2H), 7.43 (dd, 1H), 7.60 (d, 1H), 7.89 (d, 2H), 8.03 (d, 1H), 12.88 (s broad,
1H).
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EXAMPLE 175
4-[[S-chloro-1-[(6-phenoxy-3-pyridinyl)sulphonyl]-1H-indol-2-yllmethyl]benzoic

acid
Appearance: beige paste
5  Yield: 6%

'H NMR (DMSOds, 500 MHz)
& =4.49 (s, 2H), 6.45 (s, 1H), 7.08 (dd, 1H), 7.16 (d, 2H), 7.27 (t, 1H), 7.33 (dd, 1H),
7.35 (d, 2H), 7.44 (td, 2H), 7.63 (d, 1H), 7.88 (d, 2H), 8.05 (d, 1H), 8.15 (dd, 1H),
8.64 (d, 1H), 12.90 (s broad, 1H).

10
EXAMPLE 176
4-[[5-chloro-1-(ethylsulphonyl)-1H-indol-2-yl|methyl]| benzoic acid
Appearance: beige paste
Yield: 24% |

15 'HNMR (DMSOdg, 500 MHz)
&= 1.04 (t, 3H), 3.47 (g, 2H), 4.38 (s, 2H), 6.34 (s, 2H), 7.32 (dd, 1H), 7.41 (d, 2H),
7.66 (d, 1H), 7.87 (d, 1H), 7.92 (d, 2H), 12.92 (s broad, 1H).

EXAMPLE 177
20 4-[[1-[benzofuran-2-sulphonyl]-5-(chloro)-1H-indol-2-ylJmethyl]benzoic acid
Appearance: beige paste
Yield: 6%
'H NMR (DMSOdg, 250 MHz)
8=4.52 (s, 2H), 6.51 (s, 1H), 7.35 (d, 2H), 7.39 (dd, 2H), 7.53 (m, 1H), 7.61 (d, I1H),
25  7.65(d, 1H), 7.74 (td, 1H), 7.87 (d, 2H), 7.90 (d, 1H), 8.02 (d, 1H), 12.86 (s broad,
1H).

EXAMPLE 178 7
4-[[5-chloro-1-[(3,4-dihydro-2 H-1,5-benzodioxepin-7-yl)sulfonyl]-1H-indol-2-
30 yllmethyljmethyl}benzoic acid

Appearance: beige paste
Yield: 25%
'H NMR (DMS0dg, 500 MHz)
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§ = 2.10 (m, 2H), 4.14 (¢, 2H), 4.21 (&, 2H), 4.46 (s, 2H), 6.48 (s, 1H), 7.01 (d, 1H),
7.08 (d, 1H), 7.31 (d, 21), 7.34 (dd, 1H), 7.37 (dd, 1H), 7.63 (d, 1H), 7.88 (d, 2H),
8.02 (d, 1H), 12.88 (s broad, 1H).

EXAMPLE 179
4-[[1-[4'-fluoro-biphenyl-4-sulphonyl]-5-(chloro)-1H-indol-2-yljmethyl] benzoic
acid

Appearance: beige paste

Yield: 9%

"H NMR (DMSOdg, 250 MHz)

& =4.50 (s, 2H), 6.44 (s, 1H), 7.32 (m, SH)}, 7.61 (d, 1H), 7.80 (m, 8H), 8.09 (d, 1H),
12.91 (s broad, 1H).

PREPARATION XL VII
N-[2-iodo-4-chloro-phenyl]-methanesulphonamide

Working similarly to preparation IX, starting from 2-iodo-4-chloroaniline and
methanesulphonyl chloride, the expected product was obtained in the form of a
yellow oil (quantitative yield).

'"H NMR (DMSOd, 300 MHz)
& =3.06 (s, 3H), 7.38 (d, 1H), 7.48 (dd, 1H), 7.97 (d, 1H), 9.34 (s, 1H).

EXAMPLE 180
4-[[S-chloro-1-(methylsulphonyl)-1H-indol-2-yllmethyljbenzoic  acid, methyl
ester

Working similarly to example 48, starting from the compound obtained in
preparation XLVII, the expected compound was obtained as a white solid (yield =
48%).

M.p. = 143°C

EXAMPLE 181
4-[[5-chloro-1-(methylsulphonyl)-1H-indol-2-ylJmethyl]benzoic acid
Working similarly to example 2, starting from the ester of example 180, the

expected compound was obtained as a white powder (yield = 88%).
M.p. = 244°C.
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PREPARATION XLVIII
3,3-dimethyl-2,3-dihydro-benzofuran-5-sulphonic chloride
5.48 mL (102.56 mM) of sulphuric acid in solution in 48 mL of ethyl ether
was added dropwise at 0°C to a solution of 3.80 g (25.64 mM) of 3-dimethyl-2,3-
5  dihydro-benzofuran in 8 mL of ethyl ether. The reaction mixture was stirred at room

temperature for 30 minutes and then at reflux temperature for 20 hours and
evaporated under vacuum.
The reaction mixture was then diluted in 250 mL of dichloromethane and

treated with 15.27 mL. (177.86 mM) of oxalyl chloride and 1.28 ml. of dimethyl
10 formamide. The reaction mixture was stirred at room temperature for 16 hours, then

evaporated under reduced pressure and the residue obtained was purified by silica gel

chromatography, eluting with cyclohexane and then with a cyclohexane / ethyl

acetate mixture (95/5; v/v). The fractions containing the expected product were

combined and concentrated to dryness under reduced pressure to give 720 mg of 3,3-
15  dimethyl-2,3-dihydro-benzofuran-5-sulphonic chloride as a yellow oil (yield = 11%).

'H NMR (DMSOds, 300 MHz)

8=1.29 (s, 6H), 4.22 (s, 2H), 6.67 (dd, 1H), 7.37 (dd, 1H), 7.41 (dd, 1H).

PREPARATION XLIX
20 N-(2-iodo-4-trifluoromethyl-phenyl)-3,3-dimethyl-2,3-dihydro-benzofuran-5-
sulphonamide

Working similarly to preparation X, starting from 4-trifluoromethyl-2-iodo-
aniline and 3,3-dimethyl-2,3-dihydro-benzofuran-5-sulphonyl chloride (obtained in
preparation XLVIII) the expected compound was obtained as a yellow oil (yield =

25 63%).
'H NMR (DMSOd, 300 MHz)
0 =1.25 (s, 6H), 4.33 (s, 2H), 6.93 (d, 1H), 7.30 (d, 1H), 7.41 (d, 1H), 7.55 (dd, 1H),
7.71 (d, 1H), 8.10 (s, 1H), 9.74 (s, 1H).

30
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EXAMPLE 182
4-{[[1-[3,3-dimethyl-2,3-dihydro-benzofuran-5-sulphonyl}-5-(chloro)-1H-indol-2-
yljmethyl]benzoie acid, methyl ester

Working similarly to example 48, starting from the compound obtained in
preparation XLIX, the expected compound was obtained as a white powder (yield =
50%).

M.p. = 160°C

EXAMPLE 183
4-[[[1-[3,3-dimethyl-2,3-dihydro-benzofuran-5-sulphonyl]-5-(chloro)-1 H-indol-2-
yllmethyl]benzoic acid

Using the same conditions as in Example 2, starting of the ester from example
182, the expected compound was obtained as white crystals (yield = 99%).
M.p.= 190°C.

EXAMPLE 184
3-{[1-[I3-(1,1-dimethylethyl)phenylisulphonyl]-3-methyl-5-(trifluoromethyl)-1 H-
indol-2-yllhydroxymethyl]-benzoic acid, methyl ester

Working similarly to example 64, starting from the compound obtained in
preparation XXXIII and 3-carbomethoxybenzaldehyde, the expected compound was
obtained as a colourless paste (yield = 37%).

"H NMR (DMSOds, 300 MHz)
&= 1.14 (s, 9H), 2.03 (s, 3H), 3.82 (s, 3H), 6.51 (d, 1H), 6.80 (d, 1H), 7.21-8.37 (m,
[TH).

EXAMPLE 185
3-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-3-methyl-5-(trifluoromethyl)-1H-
indol-2-yljmethyl]-benzoic acid, methyl ester

Working similarly to example 31, starting from example 184, the expected
compound was obtained as a yellow paste (yield = 25%).
'H NMR (DMSOds, 300 MHz)
& =1.12 (s, 9H), 2.27 (s, 3H), 3.81 (s, 3H), 4.55 (s, 2H), 7.39 (m, 4H), 7.56 (i, 1H),
7.65 (td, 1H), 7.68 (s, 1H), 7.71 (dd, 1H), 7.78 (td, 1H), 7.98 (s, 1H), 8.31 (d, 1H).

HHH
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EXAMPLE 186
3-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl}-3-methyl-5-(trifluoromethyl)-1H-
indol-2-yllmethyl}-benzoic acid

Working similarly to example 2, starting from the ester of example 185, the
5 expected compound was obtained as a white powder (yield = 75%).
M.p. = 194°C.

EXAMPLE 187
4-[[1-[[3-(1,1-dimethylethyl)phenyljsulphonyl]-3-methyl-5-(trifluoromethyl)-1 H-
10 indol-2-yI}hydroxymethyl}-benzoic acid, methyl ester

Working similarly to example 64 starting from the compouhd from the
compound obtained in preparation XXXIII and methyl 4-formylbenzoate, the
expected product was obtained as a yellow powder (yield 51%).

M.p.=65°C

15
EXAMPLE 188
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-3-methyl-5-(trifluoromethyl)-1 H-
indol-2-yllmethyl}-benzoic acid, methyl ester

Working similarly to example 31 starting from the compound of example 187,
20  the expected product was obtained as a yellow resin (yield 8§7%).
'H NMR (DMS0Qdg, 300 MHz)
8§ =1.12 (s, 9H), 2.26 (s, 3H), 3.83 (s, 3H), 4.56 (s, 2H), 7.21 (d, 2H), 7.40 (m, 2H),
7.56 (s, 1H), 7.65 (td, 1H), 7.71 (dd, 1H), 7.83 (d, 2H), 7.97 (s, 1H), 8.30 (d, 1H).

25 EXAMPLE 189
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-3-methyl-5-(trifluoromethyl)-1H-
indol-2-yIjmethyl}-benzoic acid

Working similarly to example 2 starting from the ester of example 188, the
expected product was obtained as a white powder (yield 91%).
30 M.p.=90°C
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EXAMPLE 190
5-[11-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethy}-1H-indol-2-
yl}-methyl]-thiophene-2-carboxylic acid, methyl ester

Working similarly to example 185 starting from the compound obtained in
example 90, the expected product was obtained as a yellow oil (yield 93%).
'H NMR (DMSOds, 400 MHz)
8 = 1.16 (s, 9H), 3.78 (s, 3H), 4.73 (s, 2H), 6.83 (s, 1H), 7.05 (d, 1H), 7.47 (t, 1H),
7.66 (m, 4H), 7.71 (dd, 1H), 7.99 (s, 1H), 8.27 (d, 1H).

EXAMPLE 191
4-{[1-[]3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]-hydroxymethyl}-1-methyl-1H-pyrrol-2-yl-carboxylic acid, methyl ester

Working similarly to example 64 starting from the compound obtained in
preparation Il and 4-formyl-1-methyl-1H-pyrrole-2-carboxylate, the expected
product was obtained as a yellow oil (yield 5%).

'H NMR (DMSOds, 300 MHz)

8 = 1.15 (s, 9H), 3.69 (s, 3H), 3.78 (s, 3H), 6.00 (d, 1H), 6.31 (d, 1H), 6.66 (d, 1H),
6.94 (s, 1H), 6.99 (d, 1H), 7.44 (t, 1H).7.59 (m, 2H), 7.67 (dd, 1H), 7.70 (s, 1H), 8.02
(s, 1H), 8.23 (d, 1H).

EXAMPLE 192
4-{[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl}-methyl}-1-methyl-1H-pyrrol-2-yl-carboxylic acid, methyl ester

Working similarly to example 31 starting from the ester of example 191, the
expected product was obtained as a brown resin (yield 17%).
"H NMR (DMS0d;, 400 MHz)
&= 1.16 (s, 9H), 3.70 (s, 3H), 3.79 (s, 3H), 4.19 (s, 2H), 6.61 (d, 1H), 6.67 (d, 1H),
6.97 (d, 1H), 7.48 (t, 1H), 7.61 (m, 3H), 7.72 (dd, 1H), 7.93 (s, 1H), 8.25 (d, 1H).
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PREPARATION L
1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-1H-indole
Working similarly to preparation I starting from 1/A-indole and 3-(1,1-

- dimethylethyl)-phenylsulphonyl chloride, the expected product was obtained as a

brown oil (yield = 99%).

"H NMR (DMSOds, 300 MHz)

& =1.22 (s, 9H), 6.84 (d, 1H), 7.25 (t, 1H), 7.35 (t, 1H), 7.51 ¢t, 1H), 7.60 (d, 1H),
7.72 (d, 1H), 7.78 (d, 1H), 7.84 (d, 1H), 7.87 (t, 1H), 7.97 (d, 1H).

EXAMPLE 193
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]- 1 H-indol-2-yl}hydroxymethyl]-
benzoic acid, methyl ester

Working similarly to example 64 starting from the compound obtained in
preparation L and methyl 4-formylbenzoate, the expected product was obtained as a
yellow oil (yield 34%).

'H NMR (DMSOds, 300 MHz)

8= 1.17 (s, 9H), 3.85 (s, 3H), 6.41 (d, 1H), 6.48 (d, 1H), 6.57 (s, 1H), 7.22 (t, IH),
7.32 (td, 1H), 7.45 (1, 1H), 7.52 (m, 3H), 7.67 (td, 2H), 7.81 (t, 1H), 7.94 (d, 2H),
8.02 (d, 1H).

EXAMPLE 194
4-[{1-][3-(1,1-dimethylethyl)phenyl}sulphonyl]-1H-indol-2-ylJmethyl]-benzoic
acid, methyl ester

Working similarly to example 31 starting from the compound obtained in
Example 193, the expected product was obtained as a yellow oil (yield 81%).
'H NMR (DMSOd, 400 MHz)
8= 1.15 (s, 9H), 3.85 (s, 3H), 4.47 (s, 2H), 6.47 (d, 1H), 7.23 (td, 1H), 7.32 (td, 1H),
7.37 (d, 2H), 7.44 (t, 1H), 7.49 (d, 1H), 7.57 (dt, 1H), 7.62 (t, 1H), 7.68 (dt, 1H), 7.90
(d, 2H), 8.05 (d, 1H). -

131
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EXAMPLE 195

4-[[1-]{3-(1,1-dimethylethyl) phenyl]sulphonyl}-1H-indol-2-yl]methyl]-benzoic
acid

Working similarly to example 2 starting from the ester of example 194, the
5  expected product was obtained as a white powder (yield 100%).
M.p.=175°C

PREPARATION LI
{4-bromo-2-fluoro-5-methyl-phenyl)-1-[[3-(1,1-dimethylethyl)phenylisulphonyl]-
10 5-(trifluoromethyl)-1H-indole-2-methanol
Working similarly to example 64 starting from the compound obtained in

preparation III and 4-bromo-2-fluoro-5-methylbenzaldehyde, the expected compound
was obtained as an orange foam (yield = 65%).
TH NMR (DMS0Ods, 300 MHz)

15 3 =1.19 (s, 9H), 2.26 (s, 3H), 6.48 (d, 1H), 6.60 (d, 1H), 6.73 (s, 1H), 7.30 (d, 1H),
7.47 (t, 1H), 7.54 (d, 1H), 7.66 (td, 2H), 7.73 (dd, 1H), 7.88 (t, 1H), 8.02 (s, 1H), 8.27
(d, 1H).

PREPARATION LI1
20 2-[(4-bromo-2-fluoro-5-methyl-benzyl]-1-[[3-(1,1-
dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1 H-indole

Working similarly to example 31, starting from the compound obtained in
preparation L1, the expected compound was obtained as a colourless oil (yield = 50%).
'H NMR (DMSOQds, 300 MHz)
25 8=1.19 (s, 9H), 2.25 (s, 3H), 4.37 (s, 2H), 6.40 (s, 1H), 7.23 (d, 1H), 7.51 {t, 1H),
7.57 (d, 1H), 7.66 (d, 2H), 7.73 (t, 1H), 7.76 (d, 1H), 7.98 (s, 1H), 8.30 (d, 1H).

EXAMPLE 196
4-[11-{[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
30  yHmethyl]-5-fluoro-2-methyl-benzoic acid

Working similarly to example 67, starting from the compound obtained in
. preparation LII, the expected compound was obtained as a white solid (yield = 44%).
M.p. = 195°C.
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PREPARATION LIII
(4-bromo-2-methyl-phenyl)-1-{[3-(1,1- dlmethylethyl)phenyl]sulphonyl] 5-
(trifluoromethyl)-1H-indole-2-methanol

Working similarly to example 64 starting from the compound obtained in

preparation IIT and 4-bromo-2-fluoro-5-methyibenzaldehyde, the expected compound
was obtained as a white powder (yield = 32%).

'H NMR (DMSOds, 300 MHz)

& =1.20 (s, 9H), 2.27 (s, 3H), 6.30 (d, 1H), 6.50 (d, 1H), 6.64 (s, 1H), 7.13 (d, 1H),
7.34 (dd, 1H), 7.44 (d, 1H), 7.48 (t, 1H), 7.68 (td, 2H), 7.74 (dd, IH), 7.94 (t, 1H),
8.02 (s, 1H), 8.27 (d, 1H).

PREPARATION LIV
2-[(4-bromo-2-methyl-benzyl]-1-[[3-(1,1-dimethylethyljphenyljsulphonyl]-5-
{trifluoromethyl)-1H-indole

Working similarly to example 31, starting from the compound obtained in

preparation LIII, the expected compound was obtained as a colourless resin (yield =
69%).

"H NMR (DMSOds, 300 MHz)

6= 1.19 (s, 9H), 2.05 (s, 3H), 4.28 (s, 2H), 6.14 (s, 1H), 7.05 (d, 1H), 7.35 (dd, 1H),
7.46 (d, 1H), 7.54 (t, 1H), 7.67 (dd, 1H), 7.73 (dd, 1H), 7.74 (d, 1H).7.78 (td, 1H),
7.91 (s, 1H), 8.33 (d, 1H).

EXAMPLE 197
4-[2-[[3-(1,1- dlmethylethyl)phenyl]sulphonyl]-S—trlﬂuoromethyl-lH-mdol 2-
yllmethyl]-3-methyl-benzoic acid

Working similarly to example 67, starting from the compound obtained in
preparation L1V, the expected compound was obtained as a white powder (yield =
31%).

M.p. = 135°C _

Working similarly to example 69, starting from the compound obtained in
preparation XXIX and the appropriate boronic derivative, the compounds in the
following examples were obtained. |
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EXAMPLE 198
4-[[1-{[3-(1,1-dimethylethyl)-phenyl]sulphonylj-5-trifluoromethyl-1H-indol-2-
yl]methyl}-benzenesulphonamide

Appearance: brown oil

Yield = 10%

'H NMR (DMSOdg, 400 MHz)

5 = 1.18 (5, 9H), 4.52 (s, 2H), 6.60 (s, 1H), 7.33 (s, 2H), 7.41 (d, 2H), 7.48 (t, 1H),
7.60 (d, 1H), 7.66 (d, 1H), 7.72 (s, 2H), 7.77 (d, 2H), 7.96 (s, 1H), 8.27 (d, 1H).

EXAMPLE 199
3-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl}-5S-trifluoromethyl-1 H-indol-2-
yl]methyl]-4-fluorobenzoic acid

Appearance: beige paste

Yield =27%

'H NMR (DMSOQds, 300 MHz)

5= 1.19 (s, 9H), 4.50 (s, 2H), 6.46 (s, 1H), 7.36 (, 1H), 7.50 (t, 1H), 7.67 (m, 2H),
7.74 (m, 2H), 7.82 (dd, 1H), 7.94 (m, 2H), 8.30 (d, 1H), 13.01 (s broad, 1H).

EXAMPLE 200
3-[[1-[[3-(1,1-dimethylethyl)-phenylisulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]methyl]-5-fluorobenzoic acid

Appearance: beige paste

Yield =23%

"H NMR (DMSQds, 300 MHz)

& =1.16 (s, 9H), 4.54 (s, 2H), 6.65 (s, 1H), 7.36 (dt, 1H), 7.47 (1, I1H), 7.54 (dd, 1H),
7.63 (m, 2H), 7.67 (m, 2H), 7.71 (dd, 1H), 7.97 (s, 1H), 8.58 (d, 1H), 13.18 (s broad,
1H).

EXAMPLE 201
3-[[1-[[3-(1,1-dimethylethyl)-phenyljsulphonyl}-5-trifluoromethyl-1H-indol-2-
yljmethyl]-5-fluorobenzoic acid '

Appearance: beige paste
Yield = 20%

H*
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"H NMR (DMSOds, 300 MHz)
§=1.17 (s, 9H), 4.47 (s, 2H), 6.58 (s, 1H), 7.26 (dd, 1H), 7.49 (m, 2H), 7.67 (m, SH),
7.95 (s, 1H), 8.27 (d, 1H), 13.21 (s broad, 1H).

EXAMPLE 202
3-[[1-f[3-(1,1-dimethylethyl)-phenyl]sulphonyl}-3-trifluoromethyl-1H-indol-2-
yljmethyl]-6-methoxybenzoic acid

Appearance: beige paste

Yield = 30%

"H NMR (DMSOds, 300 MHz)

&= 1.17 (s, SH), 3.81 (s, 3H), 4.38 (s, 2H), 6.49 (s, 1H), 7.08 (d, I1H), 7.38 (dd, 11D,
7.48 (t, 1H), 7.51 (d, 1H), 7.64 (m, 2H), 7.69 (t, 1H), 7.73 (dd, 1H), 7.94 (s, 1H), 8.26
(d, 1H), 12.54 (s broad, 1H).

EXAMPLE 203
3-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
ylimethyl}-4-chloro-6-fluorobenzoic acid

Appearance: beige paste

Yield =9%

"H NMR (DMSOdg, 300 MHz)

6 = 1.19 (s, 9H), 4.50 (s, 2H), 6.28 (s, 1H), 7.53 (t, 1H), 7.67 (m, 3H), 7.79 (m, 3H),
7.92 (s, 1H), 8.33 (d, 1H), 13.43 (s broad, 1H).

EXAMPLE 204
3-[[1-[[3-(1,1-dimethylethyl}-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]lmethyl}-5-pyridine carboxylic acid

Appearance: brown oil

Yield=17%

"H NMR (DMSOds, 400 MHz)

o = 1.16 (s, 9H), 4.57 (s, 2H), 6.67 (s, 1H), 7.48 (t, 1H), 7.65 (t, 3H), 7.71 (dd, 1H),
7.96 (s, 1H), 8.06 (t, 1H), 8.27 (d, 1H), 8.73 (dd, 1H), 8.95 (dd, 1H), 13.47 (s broad,
1H).
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EXAMPLE 205
4-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yi]methyl]-3-chlorobenzoic acid
Appearance: beige paste

5 Yield=34%
'H NMR (DMS0dg, 300 MHz)
8 =1.20 (s, 9H), 4.54 (s, 2H), 6.28 (s, 1H), 7.42 (d, 1H), 7.54 (¢, 1H), 7.70 (dd, 2H),
7.78 (d, 2H), 7.86 (dd, 1H), 7.94 (d, 2H), 8.34 (d, 1H), 13.30 (s broad, 1H).

10 EXAMPLE 206
4-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl}-5-trifluoromethyl-1H-indol-2-
yllmethyl]-2-chlorobenzoic acid
Appearance: orange oil
Yield = 4%

15 'HNMR (DMSOds, 400 MHz)

&= 1.17 (s, 9H), 4.49 (s, 2H), 6.64 (s, 1H), 7.25 (dd, 1H), 7.36 (d, 1H), 7.48 (1, 1),
7.65 (m, 3H), 7.72 (d, 2H), 7.94 (s, 1H), 8.27 (d, 1H).

EXAMPLE 207

20 3-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-2-
yl]methyl]-2-methoxybenzoic acid
Appearance: beige paste
Yield =30%
TH NMR (DMSQds, 300 MHz)

25  &=1.20(s, 9H), 3.53 (s, 3H), 4.39 (s, 2H), 6.22 (s, 1H), 7.16 (t, 1H), 7.35 (dd, 1H),

' 7.57 (t, 1HD), 7.67 (m, 2H), 7.71 (dd, 1H), 7.79 (m, 2H), 7.92 (s, 1H), 8.33 (d, 1H),

12.95 (s broad, 1H).

EXAMPLE 208
30 3-[[1-[[3-(1,1-dimethylethyl)-phenyljsulphonyl}-5-trifluoromethyl-1H-indol-2-
yljmethyl]-4-methoxybenzoic acid

Appearance: beige paste
Yield = 28%
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"H NMR (DMSQds, 300 MHz)
6= 1.21 (s, 9H), 3.79 (s, 3H), 4.37 (s, 2H), 6.24 (s, 1H), 7.15 (d, 1H), 7.54 (t, [H),
7.67 (m, 3H), 7.76 (m, 2H), 7.91 (m, 2H), 8.30 (d, 1H), 12.60 (s broad, 1H).
Working similarly to example 69, starting from the compound obtained in
5  preparation XXX and the appropriate boronic derivative, the compounds in the
following examples 209 and 210 were obtained.

EXAMPLE 209
4-[{1-[[4-(1-methylethyl])-phenyl]sulphonyl]-5-trifluoromethyl-1H-indo}-2-
10 yllmethyl]-2-chlorobenzoic acid
Appearance: beige paste
Yield=24%
'H NMR (DMSOQdg, 300 MHz)
o = 1.14 (d, 6H), 2.91 (sept, 1H), 4.51 (s, 2H), 6.65 (s, 1H), 7.26 (dd, 1H), 7.35 (d,
15 1H), 7.40 (d, 2H), 7.65 (dd, 1H), 7.72 (d, 2H), 7.74 (d, 1H), 7.98 (s, 1H), 8.27 (d, 1H),
13.31 (s broad, 1H).

EXAMPLE 210
3-[[1-{[3-(1,1-dimethylethyl)-phenyl}sulphonyl]-5-trifluoromethyl-1H-indol-2-
20 yl]methyl]-6-fluorobenzoic acid

Appearance: beige paste

Yield =37%

'H NMR (DMSOds, 300 MHz)

8= 1.14 (d, 6H), 2.92 (sept, 1H), 4.48 (s, 2H), 6.58 (s, 1H), 7.25 (dd, 1H), 7.40 (d,
25 2H), 7.50 (m, 1H), 7.64 (dd, 1H), 7.69 (dd, 1H), 7.73 (d, 2H), 7.97 (s, 1H), 8.26 (d,

1H), 13.20 (s broad, 1H).

Working similarly to example 69, starting from the compound obtained in
preparation XXXI and the appropriate boronic derivative, the compounds in the
30  following examples 211 and 212 were obtained.
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EXAMPLE 211
4-[[1-][4-methyl-3,4-dihydro-2H-benzo[1,4]oxazin-6-yl}j-sulphonyl]-5-

- trifluoromethyl-1H-indol-2-yljmethyl]-2-chlorobenzoic acid

Appearance: beige paste

Yield=37%

"H NMR (DMSOds, 300 MHz)

& =275 (s, 3H), 3.23 (t, 2H), 4.23 (t, 2H), 4.50 (s, 2H), 6.64 (s, 1H), 6.73 (d, 1H),
6.86 (d, 1H), 7.00 (dd, 1H), 7.25 (dd, 1H), 7.34 (d, 1H), 7.64 (dd, 1H), 7.75 (d, 1H),
7.97 (s, 1H), 8.27 (d, 1H), 13.27 (s broad, 1H).

EXAMPLE 212
3-[[1-[[4-methyl-3,4-dihydro-2H-benzof1,4]oxazin-6-yl]-sulphonyl]-5-
trifluoromethyl-1H-indol-2-ylmethyl}-6-flaorobenzoic acid

Appearance: beige paste
Yield =22%
'H NMR (DMSOds, 300 MHz)
& = 2.75 (s, 3H), 3.24 (t, 2H), 4.23 (t, 2H), 4.47 (s, 2H), 6.57 (s, 1H), 6.73 (d, 1H),
6.86 (d, 1H), 7.01 (dd, 1H), 7.25 (dd, 1H), 7.49 (td, 1H), 7.63 (dd, 1H), 7.67 (dd, 1H),
7.96 (s, 1H), 8.27 (d, 1H), 13.20 (s broad, 1H).

Working similarly to example 69, starting from the compound obtained in
preparation XXXII and the appropriate boronic derivative, the compounds in the
following examples 213 and 214 were obtained.

EXAMPLE 213
3-[[1-[(2,3-dihydro-benzof1,4]dioxin-6-yl)sulphonyl]-5-chloro-1H-indol-2-
yl]methyl]-5-pyridine carboxylic acid

Appearance: beige paste

Yield = 19%

'H NMR (DMSOdg, 300 MHz)

5 = 4.24 (m, 2H), 4.28 (m, 2H), 4.52 (s, 2H), 6.54 (s, 1H), 6.95 (d, 1H), 7.12 (d, 1H),
7.28 (dd, 1H), 7.35 (dd, 1H), 7.63 (d, 1H), 8.01 (t, 1H), 8.03 (d, 1H), 8.73 (d, 1H),
8.96 (d, 1H), 13.38 (s broad, 1H).

5-Cl
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EXAMPLE 214
3-[[1-{(2,3-dihydro-benzo|1,4]dioxin-6-yl)sulphonyl]-5-trifluoromethyl-1H-indol-
2-yllmethyl}-4-fluorobenzoic acid

Appearance: beige paste

Yield =39%%

'H NMR (DMSOds, 300 MHz)

3= 4.23 (m, 2H), 4.28 (m, 2H), 4.42 (s, 2H), 6.47 (s, 1H), 6.94 (d, 1H), 7.06 (d, 1H),
7.27 (m, 2H), 7.34 (dd, 1H), 7.49 (m, 1H), 7.62 (d, 1H), 7.64 (dd, 1H), 8.03 (d, 1H),
13.20 (s broad, 1H).

EXAMPLE 215
4-](RS)-hydroxy[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-
1H-indol-2-yllmethyl]benzoic acid, methyl ester

Working similarly to example 30 starting from the compound obtained in
preparation XTI and 4-(1-hydroxy-2-propynyi)benzoic acid, the desired product was
obtained as an orange powder (yield = 89%). |
M.p. =60°C

EXAMPLE 216
4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-S-(trifluoromethyl)-1H-indol-2-
ylifluoro-methyl]benzoic acid, methyl ester |

A solution of 1g (1.83mM) of 4-[(RS)-hydroxy[l1-[[3-(1,I-
dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1 H-indol-2-yl}methyl]benzoic
acid, methyl ester (example 215) in solution in 16 mL of dichloromethane was added
dropwise at -78°C to a solution of 0.3g (1.83 mM) of diethylaminosulphide trifluoride
in 3 mL of dichloromethane cooled to -78°C. The reaction mixture was stirred at
-78°C for 30 minutes. Then the reaction mixture was diluted with 50 mL of
dichloromethane. The organic layer was washed with 50 mL of Na,COj; then twice
with 50 mL of water. The combined organic layers were dried over magnesium
sulphate and evaporated under reduced pressure. The residue was purified by silica
gel chromatography, eluting with a cyclohexane / ethyl acetate mixture (90/10; v/v).
The fractions containing the expected product were combined and concentrated to

HH
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dryness under reduced pressure to give 858 mg of the desired ester as an orange

powder (yield = 85%).

'H NMR (DMSOds, 300 MHz)

8 =1.19 (s, 9H), 3.89 (s, 3H), 6.73 (d, 1H), 7.52 (1, 1H), 7.53 (d, 1H), 7.65 (d, 2H),
5 7.75(d, 2H), 7.81 (td, 1H), 7.87 (t, 1H), 8.06 (d, 3H), 8.33 (d, 1H).

EXAMPLE 217
4-[[1-[{3-(1,1-dimethylethyl)phenyl]sulphonyl}-5-(trifluoromethyl)-1 H-indol-2-
yl]fluoro-methyljbenzoic acid

10 Working similarly to example 2, starting from the compound of example 216,
the expected product was obtained as an orange solid (yield = 55%).
M.p. = 170°C.

EXAMPLE 218

15 4-[(RS)-hydroxy[1-[[3-(1,1-dimethylethyD)phenyl]sulphonyl]-5-(trifluoromethyl)-
1H-indol-2-yljmethyl]benzoic acid

Working similarly to example 2, starting from the compound of example 215,

the expected product was obtained as a beige powder (yield = 94%).
M.p.=110°C.

20
EXAMPLE 219
4-[1-[[3-(1,1-dimethylethyDphenyl]sulphonyl]-5-(trifluoromethyl)-1 H-indol-2-
yljcarbonyl]benzoic acid

Working similarly to example 93, starting from the compound of example 218,
25  the expected product was obtained as a white powder (yield: 8%).
M.p. = 180°C

EXAMPLE 220
4-[1-{[3-(1,1-dimethylethyDphenyl]sulphonyl]-5-(trifluoromethyl)-1 H-indol-2-
30  yljmethyl]benzonitrile
Working similarly to example 69, starting from the compound obtained in
preparation XXIX and 4-cyanophenyl boronic acid, the expected product was
obtained as a light yellow solid (yield = 38%).
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M.p. = 47°C.

EXAMPLE 221
4-[1-[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1H#-indol-2H-
5  tetrazol-5-yl-benzyl
819.73 mg (3.98 mM) of azidotrimethyltin was added to a solution of 565 mg
(1.14 mM) of benzonitrile obtained in example 220 in 16.95 mL of ortho-xylene, then

the reaction mixture was stirred overnight at reflux temperature. The reaction mixture
was concentrated under reduced pressure and the residue was purified by silica gel

10  chromatography using a gradient of cyclohexane/ethyl acetate (90/10; v/v) to (20/80;
v/v) then using a gradient of dichloromethane / methanol (100/0; v/v) to (90/10; v/v).
The fractions containing the expected product were combined and concentrated to
dryness under reduced pressure to obtain the desired product as a white powder (yield
= 66%).

15 M.p.=100°C

EXAMPLE 222
3-[[4-{1-{[3-(1,1-dimethylethy])phenyl]sulphonyl]-5-(trifluoromethyl)-1H-indol-
2-yljmethyl]-phenyl}-4H-[1,2,4joxadiazol-5-one

20 587.07 mg (3.58 mM) of hydroxylamine sulphate was added to a solution of
444 mg (0.89 mM) of the benzonitrile obtained in example 220 in 1 mL of ethanol
and 1 mL of triethylamine, then the reaction mixture was heated overnight at 80°C.

The reaction mixture was concentrated under reduced pressure and then dissolved in
CH,Cl. The salts were removed by filtration and the filtrate was evaporated.

25 343 pL (3.59 mM) of ethyl chloroformate was added at 0°C to a solution of
the residue thus formed, in 1.5 mL of pyridine, then the reaction mixture was stirred
for thirty minutes at room temperature and overnight of reflux temperature. The
reaction mixture was diluted with water and then extracted with ethyl acetate. The
organic layer was washed with HCI (1N) then with NaCl. The combined organic

30 layers were concentrated under reduced pressure and the residue was purified by
silica gel chromatography using cyclohexane/ethyl acetate (90/10; v/v) to (20/80; v/v)
as eluent. The fractions containing the expected product were combined and
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concentrated to dryness under reduced pressure to obtain the desired product as a
white powder (yield: 12%).
M.p. =175°C

5 PREPARATIONLY
4-[1-[[3-(1,1-dimethylethyl)phenylisulphonyl]-5-(trifluoromethyl)-1 H-indol-2-
yllmethyl]benzaldehyde

Working similarly to example 69, starting from the compound obtained in
preparation XXIX and 4-formylphenyl boronic acid, the expected product was
10  obtained as a yellow oil (yield = 22%).
"H NMR (DMSOQdg, 300 MHz)
& = 1.17 (s, 9H), 4.55 (s, 2H), 6.62 (s, 1H), 7.46 (m, 3H), 7.67 (m, 4H), 7.86 (d, 2H),
7.96 (s, 1H), 8.27 (d, 1H), 9.99(s, 1H).

15 EXAMPLE 223
5-[1-[4-[1-[[3-(1,i-dimethylethy)phenyl]suiphonyl}-5-(triflnoromethyl)-1H-
indol-2-ylJmethyl]-phenyl]-methylidene]-2-thioxo-thiazolin-4-one

A solution of 18.13 pL (0.18 mM) of piperidine and 10.52 pL (0.18 mM}) of
acetic acid in 5 mL of toluene was added to a solution of 131 mg (0.26 mM) of the

20  benzaldehyde obtained in preparation LV and 34.93 mg (0.26 mM) of rhodanine in
1 mL of toluene, then the reaction mixture was stirred for 2 hours at 120°C. The
reaction mixture was diluted with water and then extracted with ethyl acetate. The
combined organic layers were concentrated under reduced pressure and the
evaporation residue was purified by preparative liquid chromatography with detection

25 by mass spectrometry (LC-MS), eluting with a H,O/CH3CN/0.1% TFA mixture. The
fractions containing the expected product were combined and concentrated to dryness
under reduced pressure to obtain the desired product as a yellow powder (yield =
12%).

'H NMR (DMSOd,, 300 MHz)

30 3 =1.17 (s, SH), 4.50 (s, 2H), 6.60 (s, TH), 7.39 (d, 2H), 7.47 (m, 2H), 7.56 (d, 2H),
7.60 (s, 1H), 7.63 (s, 1H), 7.66 (dd, 1H), 7.68 (t, 1H), 7.72 (td, 1H), 7.95 (s, 1H), 8.27
(d, 1H), 13.79 (s broad, 1H).
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EXAMPLE 224
N-{4-[[1-[[3-(1,1-dimethylethyl)phenyl}sulphonyl}-5-(trifluoromethyl)-1H-indol-
2-yljmethyl]benzoyl]-hydrazinecarboxylic acid, tert-butyl ester
163.61 mg (0.85 mM) of EDCI and 116.17 mg (0.85 mM) of HOAT were
5 added to a solution of 400mg (0.78 mM) of  4-[[1-[[3-(1,i-
dimethylethyl)phenyl}sulphonyl]-5-(trifluoromethyl)-1 H-indol-2-ylJmethyl]benzoic
acid (example 49) in 2 mL of toluene, then the reaction mixture was stirred for 1 hour
at room temperature. 0.12 mL (0.85 mM) of triethylamine and 112.79 mg (0.85 mM)
of tert-butyl carbamate were then added and the mixture was stirred at room
10 temperature for 16 hours. The reaction mixture was concentrated under reduced
pressure and the evaporation residue was purified by preparative liquid
chromatography with detection by mass spectrometry (LC-MS), eluting with a
H,O/CH3;CN/0.1% TFA mixture. The fractions containing the expected product were
combined and concentrated to dryness under reduced pressure to obtain the desired
15  product as a yellow oil (yield = 75%).
'H NMR (DMSOds, 300 MHz)
& = 1.18 (s, 9H), 1.43 (s, 9H), 4.49 (s, 2H), 6.52 (s, 1H), 7.34 (d, 2H), 7.48 (t, 1H),
7.64 (m, 2H), 7.73 (d, 2H), 7.82 (d, 2H), 7.94 (s, 1H), 8.27 (d, 1H), 8.90 (s broad, 1H).

20 EXAMPLE 225 _
4—[[1-{[3-(1,'1-dimethylethyl)phenyl]sulphonyi}-S-(triﬂuoromethyl)—lH-ind01—2-
yl]methyl]lbenzoic acid hydrazide

5 mL of trifluoroacetic acid was added to a solution of 360 mg (0.57 mM) of
N-4-[11-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1 H-indol-2-
25  yllmethyljbenzoyl]-hydrazinecarboxylic acid tert-butyl ester obtained in example 224

in 5 mL of dichloromethane, then the reaction mixture was stirred for 2 hours at room
temperature. The reaction mixture was concentrated under reduced pressure and the
evaporation residue was purified by preparative liquid chromatography with detection
by mass spectrometry (LC-MS), eluting with a HyO/CH3CN/0.1% TFA mixture. The

30 fractions containing the expected product were combined and concentrated to dryness
under reduced pressure to obtain the desired product as a colourless oil (yield = 80%).
'H NMR (DMSOds, 300 MHz)
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&= 1.18 (s, 9H), 4.52 (s, 2H), 6.60 (s, 1H), 7.38 (d, 2H), 7.49 (t, 11), 7.69 (m, 4H),
7.83 (d, 2H), 7.95 (s, 1H), 8.27 (d, 1H), 10.93 (s broad, 1H).

EXAMPLE 226
5  5-[4-[[1-[[3-(1,1-dimethylethy])phenyl]sulphonyl]-3-(trifluoromethyl)-1 H-indol-
2-yllmethyl]-phenyl]-3H-[1,3,4]oxadiazol-2-one
90 pL. (0.61 mM) of triethylamine and 99.5I mg (0.61 mM) of 1,1-
carbonyldiimidazole were added at 0°C to a solution of 250 mg (0.47 mM) of the acid
hydrazide obtained in example 225 in 9.5 mL of dichloromethane, then the reaction

10  mixture was stirred for 3 hours at room temperature. The reaction mixture was diluted
with water and then extracted with dichloromethane. The organic layer was washed
with HCI (1N) and then NaHCOQ;. The combined organic layers were concentrated
under reduced pressure and the residue was purified by preparative liquid
chromatography with detection by mass spectrometry (LC-MS), eluting with a

15  H,0/CH;CN/0.1% TFA mixture. The fractions containing the expected product were
combined and concentrated to dryness under reduced pressure to obtain the desired
product as a white solid (yield = 28%).

M.p.=92°C

20 EXAMPLE 227
N-[4-[[1-][[3-(1,1-dimethylethyl)phenyl]sulphoryl}-5-(trifluoromethyl)-1 H-indol-
2-yljmethyl]benzyl]-methanesulphonamide

7437mg (039mM) of EDCI 4739mg (039mM) of 4-
dimethylaminopyridine and 73.80 mg (0.78 mM) of methanesulphonamide were

25  added to a solution of 200 mg (0.39 mM) of the acid obtained in example 49 in
910 mL of dichloromethane, then the reaction mixture was stirred for 20 hours at

room temperature. The reaction mixture was concentrated under reduced pressure and

the residue was purified by preparative liquid chromatography with detection by mass

spectrometry (LC-MS), eluting with a H;O/CH3;CN/0.1% TFA mixture. The fractions
30 containing the expected product were combined and concentrated to dryness under

reduced pressure to obtain the desired product as a white solid (yield = 53%).

M.p. =96°C
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EXAMPLE 228
3-[4-[[1-[{3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1 H-indol-
2-yllmethyl]-phenyl]-4H-isoxazol-5-one

235.26 mg (1.45 mM) of 1,1'-carbonyldiimidazole was added to a solution of
5 680mg (1.32mM) of the acid obtained in example 49 in 5mL of distilled
tetrahydrofuran and then the mixture was stirred at room temperature for 4 hours.
75.46 mg (0.66 mM) of magnesium ethoxide was added to a solution of
17426 mg (1.32 mM) of ethyl malonate in 5.0 ml of tetrahydrofuran, then the
suspension was stirred for 4 hours at room temperature. The solvent was evaporated
10 and the white solid obtained was then added by portions to the first mixture. Stirring
was continued for 24 hours at room temperature and 100 mL of DCM was added and
then the organic phase was washed three times with 50 mL of HCI/M. The organic
layer was dried over MgSQy and the solvent was evaporated to obtain 700 mg of the
desired product as an amorphous orange solid.
15 28.20 mg (0.85 mM) of hydroxylamine and then 0.85 ml (0.85 mM) of NaOH
(IN) were added to a solution of 100 mg (0.17 mM) of the ester obtained above in
5.0 ml of methanol. The mixture was stirred for 3 days at room temperature. The
mixture was diluted with 50 mL of ice and 5 mL of HCI and stirred for 30 minutes. It
was filtered on a Whatman Autocup nylon membrane, washed with water and dried
20  under vacuum. The solid was purified by silica gel chromatography using
cyclohexane/ethyl acetate (80/20; v/v) to (50/50; v/v) as eluent. The fractions
containing the expected product were combined and concentrated to dryness under
reduced pressure to obtain the desired product as a white powder (yield = 46%).
M.p.=70°C
25
EXAMPLE 229
N-[4-[[1-]I3-(1,1-dimethylethyl)phenyl}sulphonyl}-5-(trifluoromethyl)-1H-indol-
2-yljmethyl]benzoyl]-benzenesulphonamide
7437mg (0.39mM) of EDCI, 47.39mg (039mM) of 4-
30  dimethylaminopyridine and 121.96 mg (0.78 mM) of benzenesulphonamide were
added to a solution of 200mg (0.39mM) of  4-[[1-[[3-(1,1-
dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1H-indol-2-yljmethyl]benzoic
acid (example 49) in 10 mL of dichloromethane, then the reaction mixture was stirred
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overnight at room temperature. The reaction mixture was concentrated under reduced
pressure and the residue was purified by preparative liquid chromatography with
detection by mass spectrometry (L.C-MS), eluting with H>O/CH3;CN/0.1% TFA
mixture. The fractions containing the expected product were combined and
5 concentrated to dryness under reduced pressure to obtain the desired product as a
| white solid (yield = 53%).
M.p. =99°C

PREPARATION LVI
10 1-Bromo-3-(2-methoxymethoxy-1.1-dimethylethyl)-benzene
2.18 mL (24 mM) of bromomethoxymethane 5 mL was added dropwise to a
solution of 5g (21.8 mM) of 2-(3-bromophenyl)-2-methylpropan-1-ol in 50 mL of
DCM and 5 mL of diisopropylamine cooled to 0°C. The reaction mixture was stirred
at room temperature for 3 hours, then diluted in DCM and washed with water. The
15  organic layer was dried over MgSQy, concenirated under reduced pressure and the
residue was purified by silica gel chromatography with a heptane / ethyi acetate
mixture (100/0; v/v up to 65/35; v/v).The fractions containing the expected product
were combined and concentrated to dryness under reduced pressure to give the
desired product as a yellow oil (yield = 41%).

20 The resulting product was used without further purification in the following
reaction.
PREPARATION LVII
3-(2-methoxymethoxy-1,1-dimethylethyl)benzenesulfonyl chloride

25 3.28 mL (8.2 mM) of n-BuLi (solution 2.5 M in hexane) was added dropwise

to a solution of 1.95g (7.14 mM) de 1-Bromo-3-(2-methoxymethoxy-1,1-
dimethylethyl)benzene, obtained in preparation LVI, in 10 mL of THF cooled to
-65°C.The reaction mixture was stirred at -65°C for 1 hour, further stirred at -30°C
for 1 hour and then added to a solution of 10 mL of sulphur dioxide condensed on
30 THF and cooled to -78°C. The reaction mixture was gradually warmed up to room
temperature and concentrated under vacuum. The residue was taken up and filtered.
0.66 mL (8.2 mM) of sulfuryle chloride was added dropwise to a suspension of the
solid thus obtained in heptane at 0°C. The reaction mixture was stirred at 0°C for
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1 hour and the suspension was filtered off and concentrated to dryness under reduced

pressure.

The sulfony! chloride thus obtained was used without further purification in
the following reaction.

PREPARATION LVII
4-[}1-}3-(2-methoxymethoxy-1,1-dimethylethyl)phenyl]sulfonyl]-5-
trifluoromethyl-1H-indol-2-yljmethyl}-benzoic acid methyl ester

Working similarly to example 12, starting from the sulfonyl chloride obtained
in preparation LVII and of the compound obtained in preparation VII, the desired
product was obtained as a colorless oil (yield = 13%).

The resulting product was used without further purification in the following

reaction.

EXAMPLE 230
4-[[1-[3-(2-hydroxy-1,1-dimethylethyl)phenylsulfonyl}-5-trifluoromethyl-1 H-
indol-2-yl|methyl]]benzoic acid methyl ester

3 mL of TFA was added to a solution of 12 mg (0.02 mM) of 4-[[1-[3-(2-
methoxymethoxy-1.1-dimethylethyl)phenyl}sulfonyl]-5-trifluoromethyl-1H-indol-2-

yllmethyl}benzoic acid methyl ester obtained in preparation LVII in 3 mL of DCM.
The reaction mixture was stired at room temperature for 18 hours, then concentrated
under reduced pressure (quantitative yield).

The product thus obtained was used without further purification in the

following reaction.

EXAMPLE 231
4-[[1-[[3-(2-hydroxy-1,1-dimethylethyl)phenyl]sulfonyl]-5-(trifluoromethyl)-1 H-
indol-2-yllmethyl]benzoic acid

Working similarly to example 2, starting from the compound obtained in
example 230, the desired product was obtained as a colorless paste (yield = 14%).
'H RMN (CDCls, 300 MHz)
& = 1.20 (s, 6H), 3.47 (s, 2H), 4.48 (s, 2H), 6.40 (s, 1H), 7.31 (d, 2H), 7.40 (t, 1H),
7.55 (m, 2H), 7.68 (d, 1H), 7.95 (m, 2H), 7.94 (d, 2H), 8.34 (d, 1H).

153
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The compounds according to the invention described above are presented in
the following table:

TABLE I
5
Cy R7
R1 RO
Ré
> o
-
AL
rg’ ©
Ex R1 R2 R3 R4 RS R6 R7 RS8 RY Cy
1 5-CF3 H 2-F H H H 4-COOMe Q\ H ©
2 5-CF3 H 2-F H H H 4-COOH Q H ©
. ®
3 5-CF3 H OMe H H H 4-COOMe q H
. ®
4 5-CF3 H OMe H H H 4-COCH Q\ H
5 5-Cl H 2-F H H H 4-COOMe q H ©




CH3 (1101 189 5-CF3 HH HHH 4-COOH * CH3 IS 190 5-CF3 HH HHH 5-COOwe *
H 191 5-CF3 HHH Od H4-COOM H----z (...kz 192
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6| ssc |B|2F|H | H|H 4-COOH Q H @
7|sc |nlu | H|H|H 3-COOMe Q\é H @
§|scrR |H| H |H|H|H 3-COOH ©\€ H @ |
9|scr3 !H|2F| H|H|H 4-COOMe Q\é H ©
0| 5CF3 {H|2F| H | H |H 4-COOH Q\(\ o ©
11| 5-CF3 | H oi;le H| H|H 4-COOMe Q{ 8 O
12| s5cr |H| B | B!l H|H 4-COOH % H @ |
13|s5ce3 |H| H | H|H]|H 4-COOH Q Q H ©
4!5c3 |H| H |H|H|H 4-COOH ;: H ©




5-CF3 HH HHH 4-COOMe H----z 154 193 HHHH OH H 4-COOMe ith 0 194 H
HH HHH 4-COOMe . H 40 195 H HH
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15| 5Ccr3 [H| H | H|H|H 4-COOH Q H
ok
16} S«CF3 | H| H | H i1 H | H 4-COOH @ H
: S
17/ 5CF3 | H| H | H | H | H 4-COOH OQ H

S
18 5-CF3 H H H H H 4-COOH (/_\p H
N

—Z

19| 5CF3 | H| H | H | H | H 4-COOH )g H
Oy

20 | 5-CF3 H H H H H 4-COOH

N_
!
21 | 5-CF3 H H H H H 4-COOH q H
22 | 5-CF3 H H H H H 4-COOH Q H
O\\IO

23| 5-CF3 | H H H H H 4-COOH H

24 | 5-CF3 H H H H H 4-COOH

=

OO0 O] OO Y O




HHH 4-COOH . H 196 5-CF3 H 2- CH3 5-F HH 4-COCH . H 40 197 5-CF3 H H 3-
CH3 HH 4-COOH . H 40 198 5-CF3 HH HHH

136
25| sCP3 |H| H | H | H|H 4-COOH H O
26| 5CF3 |H | H [H{H|H 4-COOH \Q\{ H @
27! sc |H| H |H | H|H 4-COOH /Q H ©
Cl
28] 51 |H| B |H | H|H 4-COOH F,(O H @
Fr
291 5l |H| H |H | H|H 4-COOH @ H @
s
30{ 5-CF3 |H | H | H | H |OH 4-COOH O\{ H ©
31| 5CF3 |H| H | B | H|H 4-COOMe @ H @
32|5CF3 |H| H{H|H|H 4-COOH O( - @ R
33|5-0CF3| H | H | H | H |oH 4-COOMe Q H ©
34150CF3|H | H | H | H |H 4-COOMe Q\ H @
35|5-0CF3| H| H | H | H | H 4-COOH Q H ©




4-S2NH2 H 40 199 5-CFS HH 4-F HH 3-COOH. H 200 5-CF3 HH 5-F HH
3-COOHth H 40 201 5-CF3 HH 6-F HH 3-COOH . HO
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36 | 5-CF3 H| H |oH 4-COOMe Q @
37 | 5-CF3 H| H |OH 4-COOMe ‘Ng ©
38| s5-Cl H | H |OH 4-COOMe Q @
39 | 5-CF3 H | Me | OH 4-COOMe ©\\/\ @
40 | 5-C H|H|H 4-COOMe q ©
41 | 5 H| H|H 4-COOH Q ©
42 | 5-CF3 H{ H |oOH 4-COOMe Q @
43 | 5-CF3 H | H|H 4-COOH @\ ©
44 | 5-CF3 H|H|H 4-COOMe “”g @
45 | 5-CF3 H|H|H 4-COOH ~ @
46 | 5-CF3 H | Me | H 4-COOMe ©\\< @




155 202 5-CFS HH 6- O HH 3-COOH. HO 203 5-CF3 H 4-Cl1 6-F H H 3- COCH
fia H 204 5-CF3 HH HHH 3-COOH H N y. 205 5-CF3
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47| 5CF3 |H | H | H |[Me | H 4-COOH @ H ©
48| 5CF3 |H| H | H| H | H 4-COOMe ©\§ H ©
49| s5CP3 |H| H | H | H|H 4-COOH Q\é H @
50| s«Ct {H| H |H | H | H 4-COOMe @\( H ©
s1| s«ct |H| H |H | H|H 4-COOH G\{ H @
: u| ©
s2| H |ga! H|H|H|H  4-COOMe @ H
53| H CGI; H|H|H|H 4-COOH ©\6 H @
54| 4Cl |H| H | H | H |H 4-COOMe - Q H @
o '
55| 4Cl |H| H | H | H|H 4-COOH . Q H @
o
56| 5-CF3 | H |2OH| H | H | H 4-COOH @ H ©
57| 5CF3 |H| H ! H | H|H 4-COOMe O H @
Br




H3ClLHzHA4-COOH. H 110 206 5-CF3 H2-C1 HH H 4-COCH th H SO 207 5-CF3
H2- OMe HHH3-COOH. HO 208 5-CF3 H H 4- Ok
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ss|scP3 |H| H |H|H|H 4-COOMe ©\ﬁ H ©
s9| sck3 | H | B | H | H | H 4-COOH ©\ﬂ N ©
60| 5-Ct |H| H | H | H |OH 4-COOMe (N\) H ©
61| sct |H| H | H|H|H 4-COOMe D H @
62| s« |H | B | H | H|OH 3-COOH Q H @
63| sc |H | H |H|H]|H 3-COOH Q H @
w* ‘ \
64| 5CF3 | H| H | H | H |OH 4-COOMe O\\/\ H N
* | \
65| sCF3 |H | H | H | H | H 4-COOMe ©\€ H N
* | \
66| 5Ccr3 |H | H | B | H|H 4-COOH O\é H N
67| 5CF3 | H | 3F | H | H | H 4-COOH ©‘§ H ©
68| SCF3 | H |20H| H | H | H 4-COOH Q H ©




HH3-COOH H40 209 5-CF3 H2-C1 HHH4-COOH HO 210 5-CF3 HH 6-F HH

3-COOH. HO 156 211 5-CF3 H2-C HHH 4-COMH
140
69 | 5-CF; 2-COOH Q\/\ *ﬂ
O
. S
70 | 5-CF; 2-COOH Q.e 5_7
71 | 5-CF; 2-COOH ( /m
* e
)
s
72 | - 5-CFs 2-COOH S_p
73 | 5-CFs 2-COOH .
74 | 5-CF, 2-COOH
\N\\/o
5| 5-CF 2-COCH *
\\/ * o
76 | 5-CF, 3-COOH
~




*H0O 212 5-CF3 11 H6-F HH 3-COCH * HO 213 5-C HH HHH 3-COOH H Ny
, 214 5-C| HH 4-F HH 3-COOH * H 0 215
141
771 s-c H | H|H 2-COOH Q H
ok/0 .
78 | 5-Cl H | 1] H 2-COOH Q H
0
L o
79 | 5-C3 H H H 2-COOH Q H */Q
0
_©
80 | s.cr, H | H | oH 2-COOMe ©\€ CH, */[;)
* S/ﬁ
81 | s.cp3 H | B |OH 4-COOEt ©\6 CH, >—_—N
. |
N
g2 | 5-CFs H H | OH 2-COQEt Q\é H S\ /}
83 | 5-CF; H H H 2-COOMe m CH; */Q
E3 S%
84 | 5-CFs H | H|H 4-COOE Q*é CH; >.=N




5-CFS H HOH H4-COOv HO 216 5-CF3 HH HF H 4-COOve H 0 217 5-CF3
HHH F H 4-COOH H 218 5-CF3 HH H CH

*

—
43]
/

142
85 | 5-CF; H H 2-COOH Q\< CH;| /@
S
* S/S
86 | 5-CFs H H 4-COOH Q\§ CH; )__N
. |
N
87 | 5-CFs CH; H 2-COOH Q\é H E\ /7
* S/%
88 | 5-CF; H H 4-COOEt @*\4 H )_N
* S/%
89 | 5-CF; H H 4-COOH ©\€ H )_N
90 § 5-CFs H OH 2-COOMe ©§ H /Q
o | s [u | | u | on 2.coon O vl 1D
s
92 | 5-CF; H H 2-COOH H | /@
S
93 | 5-CF, H 2-COOMe @\\/\ H




H4-COOH HO 219 5-CF3 HHH 0 4-COOH H *
HC 221 5-CF3 HH HHH NN "4 4-

157 220 5-CF3 HH HHH 4-CN *
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94 | 5-CF, H o 2-COOH @\\4 . ,@
95 | 5-CFs H | cH | OH 2-COOH Q‘é . ,@
96 | 5-CFs H CH, 2-COOH Q‘é . /Q
97| sl oel H | H 4-COOMe é? @
08 | 5-Cl 1y |n 4-COOH E? @
OMe
99 | 5l 1l u | H 4-COOH EAP ©
OH
100| s-ci H |cH, | oH 4-COOMe ? @
01| sl H | cH 4-COOMe Eé @
02| sl H| CH 4-COOH Eé ©




* HO 222 5-CF3 HH HHH 4- * H$ 223 5-CF3 HH HHH 4_cH* H O 224 5-CF3
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were submtted to biol ogical assays to eval uate their potential for
treating or preventing certain neurodegenerative 5pathol ogi es. First,
the capacity of the conpounds accordlng to the invention for acting as an
activator of the heterodinmers fornmed by 14he NURR-1 nucl ear receptor and the
RXR nucl ear receptors was neasured by an in vitro assay. A transactivation
assay was used as a primary screening assay. Cos-7 cells 10 were
co-transfected with a plasm d expressing a chinera of the human receptor
NURR- 1- Gal4, a plasm d expressing the human receptor RXR (RXRa or RXRy

receptor) and a reporter plasm d 5Gl 4pGE.-3-TK-Luc. The transfectigns were
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The | evel s of induction (designated by "efficiency") were

calculated relative to the baseline activity of each heterodiner. The
results were
to the |evel
i nduction of
according to

expressed as a percentage of the level of induction relative
of induction obtained with the reference (the |evel of

the reference is arbitrar|L¥ taken to be 100% . 5The conpounds
the invention show a degre i nduction of up to 150%

(NURRI / RXRa) and 152% ( NURR1/ RXRy) and EC50 val ues of up to 3 nM
(NURRI / RXRa) and 8 nM ( NURR1/ RXRy) . As an exanpl e, anong the
conpounds according to the invention, the follow ng conparative results are
obt ai ned, expressed as a percentage relative to an 10 NURR-l/RXR activator
r ef erence eorpoutRg—(XEF0435908)—EBxanple—hNur+—RRy-H—hNor—+—FRXRaF—
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Pharmacological activity

The compounds of the invention were submitted to biologicai assays to

evaluate their potential for treating or preventing certain neurodegenerative
5  pathologies.

First, the capacity of the compounds according to the invention for acting as an
activator of the heterodimers formed by the NURR-1 nuclear receptor and the RXR
nuclear receptors was measured by an in vitro assay.

A transactivation assay was used as a primary screening assay. Cos-7 cells

10 were co-transfected with a plasmid expressing a chimera of the human receptor
NURR-1-Gal4, a plasmid expressing the human receptor RXR (RXRa or RXRy
receptor) and a reporter plasmid 5Gal4pGL3-TK-Luc. The transfections were
performed by means of a chemical agent (Jet PEI).

The transfected cells were distributed in 384-well plates and left resting for 24

15 hours.

After 24 hours, the culture medium was changed. The products according to the
invention were added (final concentration between 10™* and 3.10"° M) to the culture
medium. After overnight incubation, luciferase expression was measured after
addition of "SteadyGlo" according to the manufacturer's instructions (Promega).

20 4-[[6-Methyl-2-phenyl-5-(2-propenyl)-4-pyrimidinyl]amino]-benzoic acid
(called XCT0135908, which was described in the article by Wallen-Mackenzie et al.
published in Genes & Development 17, pages 3036-3047) at 2.10° M (RXR agonist)
was used as reference.
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The levels of induction (designated by "efficiency") were calculated relative to
the baseline activity of each heterodimer. The results were expressed as a percentage
of the level of induction relative to the level of induction obtained with the reference
(the level of induction of the reference is arbitrarily taken to be 100%).

5 The compounds according to the invention show a degree of induction of up to
150% (NURR1/RXRa) and 152% (NURR1/RXRy) and EC50 values of up to 3 nM
(NURRI1/RXRa) and 8§ nM (NURR1/RXRy).

As an example, among the compounds according to the invention, the
following comparative results are obtained, expressed as a percentage relative to an

10 NURR-1/RXR activator reference compound (XCT0135908):

Example hNurrl RXRyFL hNurrl RXRaFL
ECs (nM) Eff (%) ECsp (nM)

8 99 74 101 96
40 2108 75 560 96
56 417 51 : 1161 82
51 1130 69 801 74
49 110 71 48 73
43 616 79 291 73
45 201 50 97 70
59 297 31 274 70
13 528 36 207 69
14 778 30 396 69
32 219 62 103 68
15 746 54 372 66
16 628 45 617 66
I 718 60 412 65
10 943 56 406 63
2 724 43 657 63
18 668 34 407 60
12 148 45 113 54




151 > 10 000 17 427 80 152 858 75 269 87 153 1391 63 851 85 154 1365 66 472
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20 617 44 295 54
68 553 43 343 51
25 864 33 496 47
21 240 35 121 46
22 346 43 207 45
28 443 67 332 78
66 110 79 71 80
67 91 75 28 73
&5 115 73 53 87
69 15 72 9 79
70 8 91 5 94
73 66 89 37 94
89 611 62 265 77
86 1479 34 490 56
71 95 82 47 61
77 457 38 224 74
91 nd nd 72 100
94 nd nd 1240 106
74 nd nd 40 150
75 nd nd 66 114
76 nd nd 63 138
78 nd nd 331 116
79 nd nd 724 147
72 nd nd 72 131
95 nd nd 209 99
87 nd nd 30 123
96 nd nd 339 54
98 > 10 000 g 2122 64
99 989 42 569 50
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102 676 27 363 49
108 646 77 157 110
110 63 95 15 92
114 145 76 63 109
116 1445 50 871 74
117 91 73 39 84
118 473 65 279 75
119 266 82 65 71
113 1862 97 > 10 000 103
120 661 49 202 68
121 433 56 192 65
122 680 54 353 62
123 646 36 217 60
124 697 44 349 59
125 724 101 808 61
126 141 32 122 44
127 575 45 263 48
128 1585 36 337 44
129 nd nd 804 41
130 1698 22 347 30
131 1479 21 603 30
132 352 28 221 45
133 304 38 177 49
134 552 36 212 50
135 917 19 643 31
136 > 10 000 25 275 35
137 730 18 529 37
138 583 28 344 41
139 344 43 202 46




1072 27 681 50 167 2436 40 1148 48 168 501 52 422 48 163 169 2493 28 1012
46 170 > 10 000 26 1738 42 171 944 31 510 40 172 567 47 117 82 173 498

162
140 387 22 368 46
141 364 30 285 41
142 816 19 459 38
143 425 I8 339 33
144 > 10000 19 839 30
145 638 21 359 44
146 1177 24 619 43
147 1095 30 825 49
148 121 101 62 119
149 225 80 94 98
150 501 96 299 103
151 > 10000 17 427 80
152 358 75 269 87
153 1391 63 851 85
154 1365 66 472 68
155 468 59 262 69
156 1303 43 638 69
157 838 64 267 67
158 1259 53 504 66
159 785 45 319 66
160 1391 55 462 59
161 584 40 460 39
162 1549 40 692 56
163 933 34 427 53
164 851 47 753 53
165 2929 37 1142 51
166 1072 27 681 50
167 2436 40 1148 43
168 501 52 422 48




73 145 78 174 813 37 593 47 175 > 10 000 14 331 38 176 > 10 000 21 3388 33
177 > 10 000 17 > 10 000 39 178 1196 36 1029 45 179 > 10 000 26 331 62 181
4074 152 1365 111

163
169 2493 28 1012 46
170 > 10000 26 1738 42
171 944 31 510 40
172 567 47 117 82
173 498 73 145 78
174 813 37 593 47
175 > 10000 14 331 38
176 > 10000 21 3388 33
177 > 10 000 17 > 10000 39
178 1196 36 1029 45
179 > 10000 26 331 62
181 4074 152 1365 111
182 154 85 55 83
183 95 o1 47 30
186 288 68 124 93
189 263 90 120 83
190 13 107 0,2 97
192 > 10 000 58 1122 85
194 316 36 344 42
195 1169 56 629 57
196 479 91 240 90
197 592 52 278 68
198 > 10 000 86 7943 84
199 nd nd 22 118
200 nd nd 92 93
201 nd nd 3 96
202 nd nd 19 104
203 nd nd 85 83
204 195 93 107 102




182 154 85 55 83 183 95 91 47 80 186 288 68 124 93 189 263 90 120 83 190 13
107 0,2 97 192 > 10 000 58 1122 85 194 316 36 344 42 195 1169 56

164
205 nd nd 98 75
206 363 85 174 71
207 nd nd 513 48
208 nd nd 240 31
209 741 51 333 69
210 81 68 69 70
211 465 56 385 83
212 40 81 19 80
213 > 10 000 31 3003 45
214 804 55 681 75
217 355 80 149 83
219 3199 32 1132 57
221 162 57 191 66
222 676 55 367 62
223 3388 30 1318 72
226 > 10 000 70 465 82
227 316 86 219 73
228 335 63 113 90
229 303 70 157 60
231 164 62 65 81

Eff denotes: efficacy in % relative to the reference XCT0135908
Nd : not determined

A first series of in vivo assays were conducted with some compounds
5 according to the invention, for the purpose of determining their plasma and cerebral
pharmacokinetic profile in the male C57B16 mouse and thus verify that the
compounds were capable of crossing the blood-brain barrier.
The following procedure was used.
Male C57Bl6 mice (25-30 g) obtained from the Janvier establishment, Le
10 Genest-St-Isle, France were used for this study (12 mice per dose).
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The animals were fed with standard rodent feed (Purina Mills, St. Louis, MO),
placed in cages and subjected to light/darkness cycles of 12h/12h, the temperature of
the room being maintained at 22 + 2°C and the humidity at 55+10%.

The mice were not fasting before administration. Water was supplied ad

5 libitum throughout the study.

The assayed compound was administered orally at 10 mg/kg.

For oral administration at 10 mg/kg, the animals were force-fed with
10 mL/kg of a suspension of the assayed compound, prepared in methylcellulose 400
cp 1%.

10 The animals were ecuthanized by anaesthesia at intervals of
15 min, 30 min, 1 h, 3 h, 6 h and 8 h after force-feeding.

At each interval, blood was collected and the brain was removed from each
euthanized animal.

1 mL of blood collected in 1.5 mL tubes containing 20 pL of evaporated

15 anticoagulant (solution of sodium heparinate at 1000 1U/mL) was centrifuged at
4500 g for 3 min, obtaining about 400 pL of plasma. The plasma was distributed in 2
aliquots of 200 pl. which were stored at -20°C until extraction by protein
precipitation and then analysis by liquid chromatography coupled with tandem mass
spectrometry (LC-MS/MS) for quantification of the assayed compound.

20 The brains were immersed in liquid nitrogen directly after removal, then
stored at -20°C for analysis. The brains were then ground in the presence of
aqueous/organic solvent mixture to obtain a homogenate. These homogenates were
then centrifuged and the assayed compound was extracted from the supernatant by
liquid-liquid extraction, then quantified by LC-MS/MS.

25 The pharmacokinetic parameters were determined according to a non-
compartmental approach using Excel. The area under curve (AUCy.;) was determined
by the linear trapezoidal method. This method allows estimation of the integral of the
concentrations over an interval of time (AUCO-t) and is based on the sum of the areas
of the trapeziums delimited by the concentrations measured at the time of sampling

30  (example AUC0-8h= AUC0-0.25h + AUC0.25h-0.5h + AUCO.5h-t + AUCt-8h).

The penetration of the compounds through the blood-brain barrier is assessed
from the ratio of the AUC measured in the brain to that measured in plasma.
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As an example, with the compounds of examples 32 and 49, the following

results were obtained:

PK data after oral administration:
10 mg/kg in the mouse
Compound ;
AUChmin Ratio
(ng.h/mL) AUCinAUCjasma
Example 32 3763 0.8
Example 49 10491 0.8
5 The results obtained show that these two compounds penetrate the blood-brain

barrier satisfactorily.

A second series of in vivo assays were conducted with the compounds of the
invention, to verify that the molecules do indeed possess the expected neuroprotective
effect.

10 The compounds of examples 32 and 49 were assayed on a model of mice
treated with 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine (MPTP) "in order to
confirm their potential activities. MPTP is a neurotoxin which causes permanent
symptoms of Parkinson's disease by destroying certain neurons in the substantia nigra
of the brain. The following procedure was used.

15 Male C57BL6/J mice aged 10-12 weeks at the start of the studies were
distributed in groups of 8 animals. The compounds were administered orally, twice a
day for a total of 11 days. Administration began 3 days before the treatment with the
MPTP toxin at 25 mg/kg. MPTP was administered once a day by intraperitoneal
injection for 5 days. Administration of the assayed compounds was continued for 3

20 days after the treatment with MPTP. One group of mice received the carrier only
(0.5% solution of methylceliulose). The animals were euthanized after the last force-
feeding and the striatum was removed. Dopamine was extracted from the striatum
and the amount of dopamine (DA) expressed in ng per g of striatum (mean £ SEM)
was measured by high-performance liquid chromatography (HPLC) with

25  clectrochemical detection.
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The results obtained are shown in the appended Figs. 1 and 2.

These results show that the administration of MPTP causes a characteristic
decrease in the level of dopamine in the striatum and that the compounds of examples
32 and 49 cause a dose-dependent decrease in the action of MPTP, a toxin which

5  causes a parkinsonian syndrome.

Thus, a significant effect is observed at doses of 10 and 30 mg/kg: the
compounds of the invention, administered orally, are capable of restoring the
dopaminergic activity inhibited by MPTP in the brain.

Such compounds, which cross the blood-brain barrier and possess an effect

10 that promotes communication between neurons, can be used advantageously as an
active principle of a medicinal product intended for the treatment of Parkinson's
disease.

These in vitro and in vive results show that the compounds of the invention
are capable of modifying the disease mechanisms on certain cellular and animal

15 models and of stopping the degenerative process by generaling neuroprotective
agents for combating cell death of the dopaminergic neurons. They therefore confirm
that these compounds are of interest for use as active principles of medicinal products
intended for preventing and/or treating neurodegenerative diseases, and more
particularly the Parkinson’s disease.

20 The invention also relates to a pharmaceutical composition containing, as an
active principle, at least one compound of formula I, or a pharmaceutically acceptable
salt thereof.

According to another object, the present application aims at covering the use
of said pharmaceutical composition for the prevention and/or treatment of diseases in

25  which the NURR-1 receptor is involved, notably neurodegenerative diseases, and
more particularly the Parkinson's disease.

According to yet another object, the present application aims at covering a
method of prevention and/or treatment of diseases in which the NURR-1 receptor is
involved, notably neurodegenerative diseases, and more particularly the Parkinson's

30 disease, which consists of administering, to a patient in need, a therapeutically
effective amount of a compound of formula 1 or of a pharmaceutical composition
containing said compound.
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These pharmaceutical compositions can be prepared conventionally, by using
of pharmaceutically acceptable excipients in order to obtain a form that can be
administered by the parenteral route or, preferably, by the oral route, for example
tablets or capsules.

5 In the case of injectable forms, the compounds of formula I will be used
advantageously in the form of salts that are soluble in an agueous medium. As noted
previously, the salts are preferably formed between a compound of formula Ib, Id or
Ik (acid) and a pharmacologically acceptable non-toxic base. The formulation can be
either a solution of the compound in an isotonic aqueous medium in the presence of

10 soluble excipients, or a lyophilizate of the compound, to which the diluent is added
extemporaneously. These preparations can be injected in the form of an infusion or as
a bolus depending on the patient’s needs.

In practice, in the case of parenteral administration of the compound, the daily
dose in humans will preferably be between 2 and 250 mg.

15 Preparations for administration by the oral route will preferably be presented
in the form of a capsule or a tablet containing the compound of the invention finely
ground or preferably micronized, and mixed with excipients known by a person
skilled in the art, for example lactose, pregelatinized starch and magnesium stearate.

As an example, a mixture constituted of 500 g of the finely ground compound

20  of example 2, 500 g of pregelatinized starch, 1250 g of lactose, 15 g of sodium
laurylsulphate and 235 g of polyvinylpyrrolidone was granulated. This granulated
mixture was then added to 20 g of magnesium stearate and 80 g of microcrystalline
cellulose and the mixture thereby obtained was distributed after grinding and sieving
into260 mg capsules. Capsules were thus obtained, each containing 50 mg of active

25  principle.

In practice, in the case of oral administration of the compound, the daily dose

in humans will preferably be between 5 and 500 mg.



5 according to the invention, for the purpose of determ ning their plasnma
and cerebral pharnmacokinetic profile in the male C57B16 nouse and thus
verify that the conmpounds were capabl e of crossing the bl ood-brain barrier.

The foll ow ng procedure was used. Mal e C57B16 mice (25-30 Q)
obtai ned fromthe Janvier establishment, Le 10Genest-St-I1sle, France were
used for this study (12 m ce per dose). 49165 The animals were fed

wi th standard rodent feed (Purina MIls, St. Louis, M), placed in cages
and subjected to light/darkness cycles of 12h/1 2h, the tenperature of the
room being maintained at 22 2C and the humdity at 5510% The
mce were not fasting before admnistration. Water was supplied ad 5libitum
t hroughout the study. The assayed conmpound was adm nistered orally at 10

ny/ kg. For oral admnistration gLAb&ing/kg, the animals were
force-fed with 10 nL/ kg of a suspensi St he assayed conpound, prepared
in methylcellulose 400 cp 1% 10The ani mals were eut hani zed by anaest hesi a
at interval s of ] e ik : , 8 h after force-feeding.
At each intervé[éggggggh&%gﬁ%gy?ég?ggﬁéﬁge?ﬁgd%?g}n was renoved from each
eut hani zed ani e thezompowidsigf 5@kl | ected in 1.5 nL tubes containing 20 p
of evaporated 15 anticoagul ant (solution of sodium heparinate at 1000
lWnL) was centrifuged at 4500 g for 3 myy, obtairmi ng about 400 [IL of
pl asma. The plasnma was distributed in 2 gll '

stored at -20C until extraction by proteinpreci

by |iquid chromat ography coupked with t Siden s spectronmetry (LC Ms/ M5)
for quantification of the assayed qund. /20The brains were inmersed in
liquid nitrogen directly after | n_stored at -20C for anal ysis.

The brains were then ground in B¢ 6 aqueous/ organi ¢ sol vent

m xture to obtain a honpbgenat @” These hopogenates were then centrifuged and
t he assayed conpound was extracted frop$£he supernatant by liquid-liquid
extraction, then quantified by LC- NVSRKE. 95The phar macoki neti c paraneters
were determ ned according to a non- conpartnental approach using Excel. The
area under curve (AUCo.t) was determ ned by the linear trapezoi dal nethod.
This method all ows estimation of the intBgral of the concentrations over an
interval of {JpgckAUCO-t) and is based on the sumof the areas of the

trapeziu delimted by the concentrations measured.at_the.tinme of sanpling
30" (oxanbl e ESBERAS RIBESN SR CF AACEEPIRRES, GRP A BH FnEMRDBETSgh) |
The penet r at RorndR2teheh sprpentnddeichdentiyloftone abdtherda bydrogenbaom] £halogen

assessed fro he rati f i jn ured
in plasna. %%g“glﬁ@ég%gghﬁgg%ﬁﬁ%&%?qéfgﬁé?ﬁépg3ﬁ%58% S’g@ﬁgégﬁplggagz and
49, the fol | Battiply heleganawdwer elkepy Zrewpdhaviseivh 40 dCarorgdewsat heterasydic

admi ni strati giup h@vidB4 kge utdnishL gfsap SSCHAURF NN INHRE: ) NR&t i 0
AUCor ant 'IASUQD 3308 R%Xeggﬁ) l’e%re%gnt?izlggpegdgntgxoﬁle %néhgler}g ﬁ)%‘rogén8atom, a halogen
T atom, an alkyl group having 1 to 4 carbon atoms, a hydroxyl group or an alkoxy
group having 1 to 4 carbon atoms;
RS and R6 each represent, independently of one another, a hydrogen atom, a halogen
atom, an alky! group having 1 to 4 carbon atoms, a hydroxyl group;
20  or R5 and R6 form, together with the carbon atom to which they are attached, a
cycloalkyl group having 3 to 6 carbon atoms, an ethylene group (C=CH,) or a
carbonyl group (C=0);
R7 represents a ~COOR group, a bioisosteric group of carboxylic acid or a —CN
group;
25  R8 represents:
- an alkyl group having 1 to 6 carbon atoms,



5The results obtained show that these two conpounds penetrate the

- bl ood-brain barrier satisfactorily. A second series of in vivo assays
were conducted with the conpounds of the invention, to verify that the

nol ecul es do i ndeed possess the expected neuroprotective effect. 10The

conmpounds of exanples 32 and 49 were asT ed on a nodel of mce treated

with 1-nethyl-4-phenyl-1,2,3,6-tetrahyd ﬁ%yridine (MPTP) in order to

confirmtheir potential activities. MPTP is a neurotoxin which causes

per manent synptons of Parkinson's di sease by destroying certain neurons in

t he substantia nigra of the brain. The follow ng procedure was used. 15Male

C57BL6/J m ce aged 10-12 weeks at the start of the studies were distributed

in groups of 8 aninmals. The conpounds were adm nistered orally, twi ce a day

for a total efnhityldhsteroaktmynlicbr atteorydegaoul wayls ghepois antibatitureddadment

Wt ht he_ MPTE dsobtdd Wih %ﬁe,Wng'tg%ggﬁb%ﬁg&n?s%i@h $h rl?ed'dgﬂtﬁc%l Br gﬁ%regﬁ{,

intraperitoneal 1 npection for ays. m ni stration of ‘the assaye

conpounds wagelechisk rpmeinlagsp atomg afigd groups dievingel to 6 gerhenRtatems (PPUPTY One

group of m cailiesehitlly hfiegdatediorbpsiaily (9db%yiarh Uiikaiy @buftalabinkaableul ose) .
The ani S were euthanlged ajt@i t he Jﬁf% for%fhfﬁﬁﬂ#Q% and the striatum
was renoved. “EBFRACHE fRonaYY Wkt ef PATigHY PAleetArsda I PRIGRY B RISTHIE of
dopam ne ( DAprospphassed té 6 cagpopertorys, afylsind ihateorarylngraups| inSpevjicularspherrsur ed

by hi gh- per f tiBne 1 BikudseGee %Pfs@%ﬁa@éwwwah@br Wid BuRagkact LRcham,cal
detection. 167 The Tesults obtained are shown in the appended Figs. | and
2. Thebeiderldcq psdidlest. seigeted Hamalimegsn stam sndrplior ek hayngddo 4

charact eri st tbsteatoagke SOHFNEnd syBhoffholiepaaupe i n the striatumand that
t he conppundsg,af.. ex | 2.and 49 ose- dependent .decrease,in the
action oﬂyNngfE%%¥%§$%%§ﬁ%§ﬁ]g%ghéégﬁggﬁag %n%b%}g%yggﬁﬁp3ﬁﬁmg Pe s Thus,

a signifi canearedfadems;i s observed at doses of 10 and 30 ng/ kg: the conpounds

of the invenki @presiTh HydiRES Ao 3k laYlinddf &r PRRRREE R %%%h%kfﬂg fee4 _
dopam nergic ivity inhibited by MPTP in the brain. Such conpounds, which
cross the bl & fﬁ?@?% barri er and possess an effect 10 that pronotes
conmruni cat i on betiyhe phareuucanisallxarefiable sdd ofidaid ndrapemds bffomaukaract i ve

pri nci pl g of i G - for the treatnment of Parkinson's
disease.ﬁS ﬁﬁu%ﬁggghgﬁﬁﬂg%ggHgﬁéé?%ﬁeﬂgg_results show that the conpounds
of the invention &r &Heand eagsPrdipgli Py Plgin hd, FhewssEzete clhatha min othecert ai n
cel lul ar andaferymvationcbFormde(ls: and of stopping the degenerative process by
generating nguroprotective agents for conbating cell death of the

dopani ner gi c"HEGTGRES 2EH2Y t herefore confirm that these conpounds are of

interest for use as active principles di ci nal products intended for
preventing and/or treating neurodegen kati e di seases, and nore
particularly the Parkinson's disease. invention also relates to a

pharmaceutical conposition containing, as an active principle, at |east one
conpoupd%bf fnovhich:a |, or a pharmaceutically acceptable salt thereof o
Accor di ng t 0AGBAERREs aQBHRAtont BRnBiBSRDd FRM! 16k RR afdidTEr aar‘izgf efofg the

r

use of said haﬁnaceutlcal co QSI%IDH for the %reventlon ag}te treat ment
of di seases Yif NeMSOFAMARC _gfﬁgpﬂ%@g ripg BIEHOTS and haYipg PRRRr, RdIEtasrajoms;

neur odegener Rl iavdRAiesdagpesenaiddeperidenfaof bechritiey, 4 nelrqeenkikons,crhaogdhsease.
According to t .an e | r t ] I i aL .cavering a
met hod of priEneotkdntpdf By, |18, PeAdGR udRE SRhuRl SN Re ol
recept or2i s halogshgted, ametkaky wreiwuhddeg)d nier 4tcashen diteas s dicterpsticlip gwup

particul arl yndvivgy PRrddtBeo0r $grodp OdiFsease, which consists of adm nistering,
to a patient %n(gﬁ d, ,a therapeutic Ilg fffective %g?unt of a conpound of
formla 1 orReAndRE ke tepistontangepenihtlof PRanoUifr ) OFRECB AU CMRER. 168
These phar nagtem{ ac atkyt gnupshavingnk t@ dncanpatepar € ydoryiegrvipoakh yalkoay usi ng
of pharnaceu%%ﬁﬁhg%m%§ﬁfﬁgﬁg&Fm§mgipients in order to obtain a formthat

can be adm nrstere e parenteral route or, preferably, by the oral

route, ft eRkanpl Bora® wpigsent. ipdgpsndeatly obpre anethes sl dstgen miasetadmiagen or ns,

t he conpoundgoff arf Akbréup hating! 1 t0e JA8RM saAYRBhGSRUSrYup; N the form of salts
that are soluble in an aqueous nmedium As noted previously, the salts are
preferably fornmed between a conpound of fornmula Ib, Id or Ik (acid) and a
phar macol ogi cal | y acceptabl e non-toxi c base. The fornul ati on can be either
a solution of the compound in an isotonic aqueous nmediumin the presence of
10 sol ubl e excipients, or a |yophilizate of the conmpound, to which the
diluent is added extenporaneously. These preparations can be injected in
the formof an infusion or as a bolus depending on the patient's needs.

In practice, in the case of parenteral adm nistration of the conpound, the
daily dose in humans will preferably be between 2 and 250 ny.

A e~ o o, o o r - o - ey Y T I e



169 CLAIMS 1. Conpound, characterized in that it is selected fromi) the
conpounds of formula: in which: 10 Cy represents a phenyl group or a

het eroaromatic group having 5 or 6 ring nenbers; R and R2 each represent,
i ndependently of one another, a hydrogen atom a hal ogen atom a nitro
group, an al kyl group having 1 to 4 carbon atons, optionally fully or
partial ly hal ogenated, an al koxy group faving 1 to 4 carbon atons, a

het erocyclic group having 4 to 6 atons, a group -SCH3, OCF3, -NH2, -NHR or
15 R3 and R4 each represent, independently of one another, a hydrogen atom
a hal ogen atom an al kyl group having 1 to 4 carbon atons, a hydroxyl group
or an al koxy group having 1 to 4 carbon atons; R5 and R6 each represent,

i ndependently of one another, a hydrogen aton1 a hal ogen atom an al kyl
group having

t oget her WI twlﬁﬁéﬂgﬁiﬁ%%%gﬁ a Ci’teb"‘()\ﬁl @% ﬁ’@g aé‘g%%glt%fha%ﬁ@g; a&%@%ﬂﬁﬁ%&‘f ¥

group havi ngetBykre groopobabatydgmup.an et hyl ene group (C=CH2) or a carbonyl
group (C=0);pR7 S W f

car boxylic alé? e%r@&%% %\Ibbo’kﬁ Isg&gg&rteergcegljto% %(P%rm%rckﬁm%aa%éﬁap'%avi ng 1
to 6 carbon &©8ps, 170 - an aryl, het eroaryl cyclic or heterocyclic
group, \M'gchRgrr@gégehtg unsubsti t ut ed or substltut ed with one, two or three
substituents whi E’B en'g)J caio or d| fferent, selected from hal ogen
atons, al kyl "4 §r‘ﬂé\}faﬁﬂlg & 2AYPS: at ons, optionally fully or

parti al | y hal egendt ederosrybptycldnat hstetogyiloxgrbat, emiclalgm;oyis gnsubstuledvirng 1 to
6 5 carbon arb%teaqplhagﬁawé drtthick s@bsRihls @itk o) nfmemaﬂor bfiRrenoxy

gr oup, cycllc grou car on a ons, eteroar¥
‘groups, in p#letcuiran lﬁﬂf&%mat%d aHgml &S| ava&ﬁsluﬁséucﬁ{?f)écftws swHerdlyut ed
W th onei®r fuNg ofphsiklly Helbichatedhi optisraly hediodgated Cakoxyrgroipsfhavptl,to sel ect ed

from hal ogen.a and r r SCHF2
and acyl - nor p%%?r}n%tgms 8%10%11%8“1%5%@%%'3@%? IJOgEn éhd?% Elﬁ ﬁ)% FLigﬁ ogen
atom or an agikyps @ﬂf\’m&ﬁ hfaﬁlqad?om Ay aé)drdudrhe@r@ﬁﬂ grRlRSepTE%‘éW@ penyidr ogen
atomor a |igeRpyrfoll raﬁkﬁhﬁﬁm@& oY SutgtRi WAy oRd of @ sebsERERNWRILR Wy

ii) the phar ceutl acce s of said ounds . of, f Ia I
e o P e 8L e ASE REaR) Rom liSeeh s shd SR B esptish ey @ (1)

accordint t ocz{ﬂnm zm)rhs, tehSCHE and acgBmiorphbhisg grionps, he af or enent i oned f or nmul a
(1): O reprRoeahdedidd Ao &bl flloodh ABR! GSEN LR RAPORYIA B 4
nonosubst i tute rggen atom orca ni trogen aP, §1

het er oar omat fEPYr BYBS-havi ng 5 ring nenbers and havi ng one or two

het er oat ons; RR‘bpl%EEdltsF\’Q leaetyet Qe 9e Nt lindan de peadRed hikyDEronpehaatigt hes 4 a
hydr ogen at O{fﬁf arlnogen atom an al kyl group having 1 to 4 carbon atons,
optionally f F?}’%? f)artl ally 25 hal ogenated, an al koxy group having 1 to
4 car bon2Gt ons 3. aCmep@nldcygqqrdjngr@upilma\/|lng)r42t cheragteopes! op  thagriouheOCF3;
R3 and R4 ea%rern%ﬁg%%mélg pendent|y of one another, a hydrogen atom a
hal ogen aton}{ an al kyl group having 1 to 4 carbon atoms a hydroxyl group
or an al koxyR§FFMEving 1 to 4 carbon atons: 30 R5 and R6 each represent,
i ndependent | y ofanalkgl groop heving atmgda{rbgeatomispm a hal ogen atom an al kyl

group having 1 t gph%nﬂ% L%E%dvﬁ %ﬂ%‘%’o SQBQHIPents ﬁlz%h ﬂ{ar); E&'ﬁ 56 form

together with th mto are attac ene group
or car bo#y! grr@ﬁsrenmelrs@tpqi doanhajogen. @ma&%wupa hpyiag éd@t%@qrbormt@% of
carboxyl i c agptthn@lly fﬁultyCN ﬁdrﬂbllDy hﬂ%ﬂa%r&mbﬁauy Rydratyiated, pliesky framisng 1 to

6 b | whi ch
o PPe o obRing Fle Hasporl fmsy Sl & S B RSE g BERrvons &
whi ch may begiodpneyctial groupsdiavirgr 8rib, 6 saibex tagzins, rapyh 4mall nggemaryt @naips,ainky|
groups havi ngaraaha g @rf}f? bﬁﬁl g%@gﬁiﬂa ?ﬂ-ﬁb@éﬁﬁlt&d’ olostglﬂltmedocmﬁazsﬁé %Uazvo

hal ogenat ed or opti oup ng 1 to carbon
atoms, opfl | oﬁ&ﬂS’iiwelftm Wc rmagabtﬂ riispl 95 Y Gaenat ﬁg"‘:te{d %H’éiﬁ’@)‘é‘gx apsuEd cyclic
groups IhaVI n%k;’»‘l gl,trou;@ HaalTanrto l&'&:@ﬂﬁ)n g, tiRSCHIRad aeylyhorghaliRroups;
particular p enyl azoly t t ne or
two substituents hq@ﬁ) grmli}) bethieagpg%'qg dnts'%sdg"rt Je?i%‘{%%{leu i ‘Wh }Qn

hal ogen at ONBroapich puridinyl grawpmseiiityied ar wbsmutmﬁaaﬂimbautgm selﬁtﬁed SQ]HFZ and
acyl - nor phol i ne groups; R9 represents a hydrogen atom a hal ogen atom or an
al kyl group having 1 to 4 carbon atons,



R represents a hydrogen atomor a linear or branched al kyl group having 1
to 4 carbon atons. 203. Conpound according to Claiml1l or 2, characterized
inthat in the aforenentioned formula (1): R8 represents: an al kyl group
having 1 to 6 carbon atons; - a phenyl group substituted with one or two
substituents which may be identical 25 gr different, selected from hal ogen
atons, al kyl groups having 1 to 6 carbdwgatons, optionally fully or
partially hal ogenated or optionally hydroxyl ated, al koxy groups having 1 to
6 carbon atonms, optionally fully or partially hal ogenated, the phenoxy
group, cyclic groups having 3 to 6 carbon atons, aryl and heteroaryl
groups, in particular phenyl and pyrazolyl, unsubstituted or substituted
with one or two 30substituents, which may be identical or different,

sel ect ed fr oatkédral ggeps dvings | and catboy | at@ng uips plemvk N grdupt betdrocytib growgtsons,

the SCHF2 a = l.i.n r ; l. .Qr X thienyl grou
unsubst 1 ¢ ut o BES FHERRRbels SRR che mopolIAN IR sHefMRaRIGREIN! 07 OUP
unsubst i t ut edjhyroksngexdzingne gropp substitwetbaith ¢ methyl g@upct ed from 172 al koxy
groups having 1 atiershyamnBpithAt@6%, vhhdsRRERAGHsuBHREE] WIBLRE Q6 X&hd dk@r oups
having 6 ying nenbers, . in particular th hol.i nyl . group; 3 benéofuranyl
group: a i HANBHENIhIT AGHER GRS L UBY O PIRAURNPK EoBREAPSIRBAST - a

t et r ahydr onapibstityled gridugm alipsgosp hhvingd tor4 sarbst atbus.eal dikythiobemmxsinyl our

al kyl 5 gro i : : I hOXI rou
ansabst i t ot e o DBt o ofb B ADPRE Wyt frofl HiAhp 220 B fbhls, 1 0P
atons, a di hdilydpemzediexaripl HewuR DRstUdBY} gi&)ﬂleaadhhwﬂgwmfultaéml @OUA an

al kyl group dauvbsfigutdd brosuBstiaed ithaing 8 twaality hardiuRRngdi ©xepiin atehgup, a

pi peridipyl grQu a_di hydrobenzof uranyl grou nsubstjtuted or substituted
O onelthy i Biapdhepase 6 Mg aied g {PhuAREP Sl S35, o B

di hydr obenz ogrgwmshpingridog cartwolagis ut ed or substituted with one or two

al kyl groups haVviceghpbul atbofBhP A oAl QFElaims 1o GOTRAUALRACGR HiNG &g one of
Clains 1 to 3, charact rlze[ld Ih that in the aforenentioned formula (1):

RL repr esent OEMsPensdd¥y i dd: the chliorine atom the bronine atom a

15gr oup - CF3R1 - f¥pfe3ents QCHBydodehi3 hnqr they rehidrindi Ak, &red bRénihepewsenNas a
hydr ogen, at o ] ._W_Q?;Eﬁ k rdi . ] Claims 1 to 4,

char act elrS?z h (%Fts?at in’ the %I?%(f’gf‘?éﬁ ﬁ%’%\ogﬁ?@g’ra%l a (1): R3 represents
t he hydr ogenRataprgsentha hgdiogen slemat om the fluorine atom a hydroxyl 20
group, a methyk, goRipBufd acofdhd X ¥nd 0 URainANH 184, CRREESPRUSHARAYRI @gen atom
or the fluorine atomdf 6. (%;npound according to one of Clainms 1 to 5,

char act er i zetoEmepredifrmua(it or enent i oned formula (1): R8 represents a
phenyl gr oupRs udpstsettattied hydrogenaat@d; ¢ dhl@meheanathkfluogneapm, 2bydroxyConpound
accordi to I t rized in that in the

afore'ma% ored- ’gﬁﬁn% e{ O&Snr?%lg?x eﬁ%@%g@hydrogen atom a fluorine atom
or a methyl Rt ewpsents ahydrggenciomp ety fHesss 8i°Ry to one of Clains 1 to 7,
characterized En%g@bui}maéc?ﬂiiﬁé meﬁeﬁficnﬂﬁﬁ 1‘@{] rsgbﬁarédtérizlaa iandatRa tﬁafh .
represent, independent 0 )e anot her, 30 a hydrogen atom a nethyl group
or a hydroxﬁqgrﬁﬁlgﬁtb?negtfgrﬂgll%ﬁ R6 form together with the carbon atomto
whi ch they aR&reptaserdhedhenyhgroupyhbstinitadrwithaa boity bragekadmlkyl gk@p. 9. Conpound

accordi ngs t 0 0Re QhpShid Q&oﬂdiﬁ%t@on@ RRIASHR! 1 288, Lharhdi@zeliNn tth& in the
af orenenti oned fornul r epr esent gman optionally substituted

) : (
i soxazol one @‘P@Hﬁ?ﬂ%géﬁaﬂ?laz(& BRgertsals, 2 AHdegen 8iH- 13, Tuemst #Pw: a2 al ky!
sul f onyl car baetyl grgpoup or an optionally substituted aryl
5sul f onyl car ba | ar . C in .of i lto
9, characteri zEB&PW%P]E%{)%CR@W%toa?%%ﬁeﬂn%fngnggg 19 bfgﬁécger%%:lg&grlgptggsents a
phenyl , pyriafgiementigngdyformula(ld Ryland Rerqagh yepresent; idapadgntiynefeing @gother,
11. Conpgmundy %eﬁiaﬂﬁn,ta%éﬁ'lﬂi u%q)raq@af@{e}p?{,m;;ed in that in the
aforerrenti-onegg %ggu%a (Ig)) reﬁr sents the chl an at om a]ie%roup - CF3
or a group -YCE3ANRXO, OHPeWBATE Wity 6HBM Z108h{° KBl éﬁ?yegrérﬁt@c e®hydr ogen
atom a hal cgkylerst@rebong graiphy! group;



R4 represents a hydrogen atom 15 R5 and R6 each represent, independently
of one another, a hydrogen atom a nethyl group or a hydroxyl group; or R5
and R6 form together with the carbon atomto which they are attached, an
et hyl ene or carbonyl group; R8 represents a phenyl group substituted
with a C3-C4 branched al kyl group; and 20 R9 represents a hydrogen atom or
a net hyl group. 12. Compound accordipgg to Caim1, characterized in that
in the aforenmentioned fornmula (1): Cy represents a group 25in which: A
represents a carbon atom nonosubstituted with a hydrogen atom or a
nitrogenatom or a furanyl, thienyl or pyrrolyl group; R represents the
chlorine atom a group -CF3 or a group -0CF3; R2 represents a hydrogen
atom 30 R3 represents the hydrogen atom the fluorine atom a hydroxyl
group, a mnethyl or a y 174 R4 rese jogen
atom R5 and q%ﬁﬁ%?@%ﬁc WﬁﬁBdﬁ%‘g%EWP“S? 3?é§?é§@ﬂ?§fﬁlgﬁ£ﬁ§ “gr oup
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A represents a carbon atom monosubstituted with a hydrogen atom or a nitrogenatom,
or a furanyl, thienyl or pyrrolyl group;
R1 represents the chlorine atom, a group -CF3 or a group -OCF3;
R2 represents a hydrogen atom;
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30 5-[[1-{[4-methyl-3,4-dihydro-2H-benzol 1,4Joxazin-6-y1})-sulphonyl}-5-

trifluoromethyl- 1 H-indol-2-ylimethyl}-furan-3-carboxylic acid,



17. Use of a conpound according to any one of Clainms 1 to 13, for the
manuf acture of a nedicinal product, notably intended for the treatnent
and/ or prevention of neurodegenerative diseases, and in particul ar of

Par ki nson' s di sease. 18. Conmpound corresponding to fornula |
defined in any one of Clains Ito 13, 25or a pharnmaceutically acceptable
salt thereof, excluding the follow ng cegjgpounds:

2-[[ 1- (Phenyl sul phony1) - 1Hi ndol - 2-yl ] car bony1] - 3- pyri di necar boxyl i ¢ aci d;

24[ 5- Met hoxy- 1- ( phenyl sul phonyl) - 1Hi ndol - 2-yl ] car bony1] - 3- pyri di necar boxy!
ic acid; - 2[[ 6- Met hoxy- 1- ( phenyl sul phonyl) - 1Hi ndol - 2-yl ] car bonyl k
3-pyridi ne- 30carboxylic acid; -
4-[[ 1- (Phenyl sul phaopy1) - nd car < i di ne iC acid,
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177 4] [ 5- Mebhoxlyydioxyphethyl} sluhpthgh yHpyiidi- Eﬂ&ﬂoérbax}xlic] aat dohadukdethyd-egyhi di ne-
carboxylic ﬁ/é‘%o - 24[ 1- (Phenyl sul phonyl) - 1H i ndoI -2-yl]carbonyl |l -benzoic
X

acid; 315- %/ g)hen yl sul phonyO- 1H-i ndal - 2-yl ] car bonyl| k 4-pyri di ne-
5car boxyl i ¢ aci d; 2-[[1-[[3-(1,1 dimethylethyl)-phenyl}-sulphonyl]-3-methyl-5-trifluoro-

441- Hydr oxy- %ﬁw@l—lhﬁd&d-ﬂqﬂ@rﬂ&ﬂ?b}iﬂﬁb*iqmél@&m&)bxﬂﬂd-dcﬂﬂ@therSYdr] ethylk 3-
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44145- Net hoxy- 1- (%ﬂ@méh] SimsibsthyRpehenydisulphonyl - priftyoromethyl- lindel noxy 1 i ¢
acid; 10 - ApfySnCHiydfibiakolephemdxylic ptidnathiyl-estek;i ndol - 2-yl ] car bonyl k
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[

4[ 1- (Pheny| sylipdQmymdihb i Be@iiadyd, htatireayd, kbenzoni tril e,
4-{[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-3-fluoro-5-(trifluoromethyl)-
15  1H-indol-2-yllmethyl}-benzoic acid,
4-[[[1-[3,3-dimethyl-2,3-dihydro-benzofuran-5-sulphonyl]-5-(chloro)-1H-
indol-2-yl]methyl]benzoic acid, methyl ester,
4-[[[1-[3,3-dimethyl-2,3-dihydro-benzofuran-5-sulphonylj-5-(chloro)-1H-
indol-2-yl]methyl]benzoic acid,
20 4-[[1-[[3~(1,1-dimethylethyl)phenyl]sulphonylj-3-methyl-5-(trifluoromethyl)-
1H-indol-2-yl]methyl]-benzoic acid,
5-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-
2-yl]-methyl]-thiophene-2-carboxylic acid, methyl ester,
3-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl- 1 H-indol-
25  2-yllmethyl]-4-fluoro-benzoic acid,
3-[[1-[[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyl-1H-indol-
2-yllmethyl]-5-fluoro-benzoic acid,
3-[{1-{[3-(1,1-dimethylethyl)-phenyl]sulphonyl]-5-trifluoromethyi-1H-indol-
2-yilmethyl}-6-methoxy-benzoic acid,
30 3-[[1-[[3-(1,1-dimethylethyl)-phenyl}sulphonyl]-5-trifluoromethyl-1H-indol-
2-ylimethyl]-4-chloro-6-fluoro-benzoic acid,
3-[[1-[[3~(1,1-dimethylethy])-phenyl]sulphonyl}-5-trifluoromethyl-1H-indol-
2-yl]methyl]-5-pyridine carboxylic acid,

4
3-
4
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4-[[1-[[3-(1, -dimethylethy!}-phenyl]sulphonyl]-5-trifluoromethyl- 1 H-indol-
2-yl]methyl]-2-chloro-benzoic acid,

3-[[1-[[3-(1,1-dimethylethyl)-phenylisulphonyl]-5-trifluoromethyl-1H-indol-
2-ylJmethyl]-6-fluoro-benzoic acid,

3-[[1-[[4-methyl-3,4-dihydro-2H-benzo[ 1,4]Joxazin-6-yl]-sulphonyl]-5-
trifluoromethyl-1H-indol-2-yljmethyl]-6-fluoro-benzoic acid,

4-[[1-[[3-(1,1-dimethylethyDphenyl|sulphonyl]-5-(trifluoromethyl)- 1H-indoi-
2-yl]fluoro-methyl]benzoic acid,

4-[1-[3-(1,1-dimethylethyDphenyl]sulphonyl]-5-(trifluoromethyl)-1H-indol-
2H-tetrazol-5-yl-benzyl,

N-{4-[[1-[[3-(1,1-dimethylethyl)phenyl]sulphonyl]-5-(trifluoromethyl)-1H-
indol-2-yl]Jmethyl]benzyl]-methanesulphonamide;
and the pharmaceutically acceptable salts of these compounds.

14. Compound according to one of Claims | to 13, for use as a therapeutically
active substance in the treatment and/or prevention of neurodegenerative diseases.

15. Compound according to one of Claims 1 to 13, for use as a therapeutically
active substance in the treatment and/or prevention of Parkinson's disease.

16. Pharmaceutical composition, characterized in that it comprises at least one
compound according to one of Claims 1 to 13, as a therapeutically active substance
and at least one pharmaceutically acceptable excipient.

17. Use of a compound according to any one of Claims 1 to 13, for the
manufacture of a medicinal product, notably intended for the treatment and/or
prevention of neurodegenerative diseases, and in particular of Parkinson's disease.

18. Compound corresponding to formula I defined in any one of Claims 1 to 13,
or a pharmaceutically acceptable salt thereof, excluding the following compounds:
2-f[1-(Phenylsulphonyl)-1 H-indol-2-yl]carbonyl]-3-pyridinecarboxylic acid;

2-[[5-Methoxy-1-(phenylsulphonyl)-t1H-indol-2-yl]Jcarbonyl]-3-pyridine-
carboxylic acid;
- 2-[[6-Methoxy-1-(phenylsulphonyl)-1H-indol-2-yl]carbonyl]- 3-pyridine-
carboxylic acid;

4-[[1-(Phenylsulphonyl)-1H-indol-2-yl]carbonyl]- 3-pyridinecarboxylic acid,;

3-[[1-(Phenylsulphonyt)-1H-indol-2-y{]|carbony!]- 4-pyridinecarboxylic acid;



10

15

177

4-[[5-Methoxy-1-(phenylsulphonyl)- 1H-indol-2-yl Jcarbonyl}- 3-pyridine-
carboxylic acid;

2-[[1-(Phenylsulphonyl)-1H-indol-2-yljcarbonyl]-benzoic acid;
3-[[5-Methoxy-1-(phenylsulphonyl)-1H-indol-2-yl]carbonyl]- 4-pyridine-
carboxylic acid;
4-[1-Hydroxy-1-[5-methoxy-1-(phenylsulphonyl)-1H-indol-2-yl]ethyl]- 3-
pyridinecarboxylic acid;
4-[1-[5-Methoxy-1-(phenylsulphonyl)-1H-indol-2-yl]ethyl]- 3-pyridinecarboxylic
acid; '
4-[[3-Chloro-1-(phenylsulphonyl)-1H-indol-2-yl]carbonyl]- 3-pyridinecarboxylic
acid, methyl ester;

5-[Hydroxy[ 5-(methylthio)-1-(phenylsulphonyl)-1H-indol-2-y1] methyl]-2-
furancarboxylic acid, ethyl ester;
5-[[5-(Methylthio)-1-(phenylsulphonyl)-1H-indol-2-yl jmethyl]-2-furancarboxylic
acid, cthyl ester;

4-[[3-Bromo-1-(phenylsulphonyl)-1H-indol-2-yl]carbonyl]- 3-pyridine-carboxylic
acid;

4-[[1-(Phenylsulphonyl)-1H-inden-2-ylJcarbonyl]-benzonitrile.



