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| NDANYL- Pl PERAZI NE COVPOUNDS, A PROCESS FOR THEI R
PREPARATI ON AND PHARNMACEUTI CAL COMPGSI TI ONS CONTAI NI NG
THEM The pr esent invention pelates to

n I- era2| ne conpomds to a rocess for

s i e

reupt ake i nhibitors and NK1 ant agonl sts. The compounds
of the present invention act as serotonin reuptake

Thé rpnésent atventidn Balates 1 Uedamlyl-pipatazindCdomponeys, abea ety for their
in the treatnent of depr essj ve states (Goodni ck and
Prepaiatien andh o pharinapeiieal sAReRasItipgs sontilzlr{gs%% am) alsg p g, use as

ﬁﬂﬂ!} 1-110; MacQueen et at,
Ser%%l%ﬁlrre Rev %M’?I‘%@ﬁ“%@é&smf et al., Drugs 2002

62: 655- 703) anxi ety states such as general i sed

anxi et c attacks and phobi as r,.J din
Th‘?’g%ﬂ?‘é‘ﬂﬁ §? %Q’@ese%fo‘n(%{ﬁ]ﬁﬁlwﬁ)se@éo@@re 5‘% ifgiforyy|
By'ﬁlttué'?!)f that Bcf StB{p%hé}Q rﬁ@éfﬁ?&oﬂhe %QQQnen%%f ﬁgﬂ@ﬁ ve%}atézﬁogﬁgrck and

Davi dson, Int Qd’iu Psychophar macol
Goldste81, 3- Bw/fzop@ahrzmoé n99g 12 (Snp;ﬂsly)céBﬁSaS%& @eedandstod, Fnpgt 2001,

Ly AR st el i e (7S 2l RS RAREINEY, pyags 2002

62:855%03)1 04 rstfibs &heh RBhaénmarkd Bing BeHaANtad002nd phobi
73: 703)1715(1&%\18 Set gt I\/g Psychi at?éﬂ}eng 2 pRObIAs

(Fegehmps - és@lmsgm@r@m 1999, CI_Qn(SIWI:hZ?éﬂlg;ﬂZOBZIkker et al., Int clin

P Rk T BEPRE) Srott phY el AR P QP eepor 2000
15 ¢dupgl 1), smssngrﬂmna@@a CIRDR:30E809D1 GelBuphl BY43- 49), the harmiu

Neur o sychophar macol og 2005, 30:67-79; Ml ber
effegd j0d sHews Wheter PsyRlgl %1%15(%9153 melza@miéégholfp @F%ﬂw 2:91-
t u |
0GRS 7 L Py Pocal Bidchaflnehla? 3002, USRS, Wi, A 10! Piehiany
200048:905932;2 Balletgerpr/u (Bin dsychidkpn 2D0Ph &5 %96417ﬂ’9)95r neurotox1c

(M%@e%g@l%g_)gggagyi\}ﬁyr%gﬁz% gﬁ)}gll?ve}zgfolb]g){ ﬁb&ap%y 2a1t5r7¥ %agn%arelh et al.,
SciBieC hom) as mEgR. 8@O@zeh1§t (zpu mur%)sﬁ(ghg?jr%)mac@% EER5Y B0:67-79;

states (Knutson et al Psyc
Maliggg 378- %h@chtt;rar(btrotPi@rmaDes 20€8y rliph%ﬁe}ﬁﬁb,hanprﬂsxm ofgies such as

000 s Fh16 - RBLITY AR Ao (R QS - Handley. Br 7
Pharmacol 1991, 104:105-112; Ichimaru et al., Jpn J Pharmacol 1995, 68:65-70; Pigott
and Seay, J Clin Psychiatry 1999, 60:101-106; Vythilingum et al, Int Clin
Psychopharmacol 2000, 15 (Suppl 2)S7-S13), aggressive states (Knutson et al., Am J
Psychiatry 1998, 155:373-379; Lanctot et al., Neuropsychopharmacologj/ 2002, 27:646-

654; New et al., Psychopharmacology 2004, 176:451-458), obesity and appetite disorders
such as bulimia (Proietto et al., Expert Opin Investig Drugs 2000, 9:1317-1326; Ljung et
al., J Intern Med 2001, 250:219-224; Appolinario et al., CNS Drugs 2004, 18:629-651;
Appolinario and McElroy, Curr Drug Targets 2004, 5:301-307), pain states (Aragona et
al., Eur J Pain 2005, 9:33-38; Millan et al., Neuropharmacology 2002, 42:677-684;
Duman et al., J Pharmacol Sci 2004, 94:161-165; Otsuka et al., J Anesth 2004, 15:154-
158); and, in relation to those entities, disorders of behaviour and of neuronal degeneration

associated with dementia and other disorders of aging (Lyketos et al., Am J Psychiatry
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such as bulima (Proietto et al., Expert Opin Investig
Drugs 2000, 9:1317-1326; Ljung et 25 al., J Intern Med
2001, 250:219-224; Appolinario et al., CNS Drugs 2004,
18: 629-651; Appolinario and McEl roy, Curr Drug Targets
2004, 5:301-307), pain stateg_(Aragona et al., Ear J
Pai n 2005, 9:33-38; MIlian et at, Neuropharmcol ogy

0 42 677-6 Du I Ph col Sci
208 5371 66216585 Jahetobe &0 Ty Mewbmingnn Chpehiaagsci JHBY; 13:5-21;
, S; e
Laf&teh ek Ml e)\/@zﬁr’oﬁ%ch%ﬂabﬂ§&l§g§g bbhES2 ghéggﬁ P3110¢k e szl., Am J

behavi our and ur onal enera 'associ at'e
Psydhidirydzent 3%4@he60t her di sorders of agi ng (Lyketos et

al., AmJ Psychiatry -2- 2000, 157:1686-1689; Lanct ot

et at., J Neuropsyhiatry Cin Neurosci 2001, 13:5-21;

FukiB&6ioRs, 1S c@ﬂnp&urﬁ%ﬁﬁ@)ﬁ?é@@rﬂﬁﬁ%@ﬁﬁla?tglélsgoaggve as neurokinin NK;
27: 646-654; Pollock et al Am J Psychiatry 2002,

an@s@nﬂso 465) FurthernDre the conpounds of the present

By G oh P2, BEC a3 G bR B Fetem ol isaVepatgs (Rupniak er
lusa%ﬁzw Phﬁr;hb\&lt.!@ﬂt N9 70508 RIS VE o3t MNBSofiRvRREAYy 2003,
Behav Phar macol 2001, 12:497-508; Rupni ak et

44§|16 SZNegrmaqfrﬁg{c d‘{e@mpsg@@gkamﬂo@ggl@@% _9@ 92;dpableh et al.,

Eu@lJ‘ PhMcgf)sﬁW‘?ﬁm ﬁrféd(;iﬁ %g?%%@ é%hi%g§63n%§%l)§ e?l elgty, panic

attsd:kataﬁ& pholsihs am;glmeastaﬂ [ Beﬂﬁzviﬂh(chﬁ&dbl 2pani 10457 - st 8§1|ft§relh et al.,
et al Behav Phar macol 2001

hobi as (R

Prgcg%ﬁgﬁ@’@sii(s(éﬁ? :%OQH 98:891241927; Mrlyceingd» | Nosgappy Shaphagpecology
9%2- 1927 e ]

20 B3R Rephik fan Wbty SeRopsychonharngeolgey 2003, 13:169-177)

theKlnaamélﬂ effﬂemﬁ)qjseys: wbpthar pacbbologiyal XBalard1d al.6Gud 7 P)harmdzdaaé 2001,

stress whet her chol ogj ca
5508 B, dpiadsn g0 deir gD h AT BRI LT
SpE6reARY al. '\E’H}r IR DIBC P P - ?’ﬂp%’[elﬂﬁar%@? a3-7] ’Ph%zﬁmacol Exp
Spoor en et at., Eur J Pharmacol 2002, 4357161-1

That gp%e}i)é ]elt80d|188) gr mhmom;mco (VEx pler 'Haetr er2@b,2Mol Psychzatry 2002,

23R Pl DU NG 0 BB D e
2004\a 0023 <lio; 2@&3@1‘ al.,SNéﬁl?e%Sﬂeﬁa@ﬁar@éE&lbg)ﬂO(BL 30:61Br78) AimPeiSive states
such as obsessive-compulsive behaviour disorders (Culman et al., Br J Pharmacol 1995,
114:1310-1316; Tschépe et al., Br J Pharmacol 1992, 107:750-755; Rupniak et al., Behav
Pharmacol 2001, 12:497-508; Millan et al., Neuropharmacology 2002, 42:677-684),
aggressive states (Siegel and Schubert, Rev Neurosci 1995, 6:47-61; De Felipe et al.,
Nature 1998, 392:394-397; Rupniak et al., Behav Pharmacol 2001, 12:497-508), but also
drug abuse (Murtra et al., Nature 2000, 405:180-183; Ripley et al., Neuropharmacology
2002, 43:1258-1268; Gadd et al., J Neurosci 2003, 23:8271-8280), psychotic states
(Zachrisson et al., Eur Neuropsychopharmacol 2000, 10:355-363) and extrapyramidal
motor effects caused by antipsychotics (Anderson et al., J Pharmacol Exp Ther 1995,
274:928-936, Steinberg et al., J Pharmacol Exp Ther 2002, 303:1180-1188), sexual
dysfunctions (Priest et al., Brain Res Mol Brain Res 1995, 28:61-71; Daniels et al.,
Neurosci Lett 2003, 338:111-114; Kramer et al., Science 1998, 281 :1640-1644; Kramer et
al., Neuropsychopharmacology 2004, 29:385-392), disturbances of chronobiological
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2004, 1002: 1-10; Czeh et al., Neuropsychopharmacol ogy

2005, 30:67-79), inpulsive states such as
obsessi ve- conpul si ve behavi our disorders (Cul man et
at., Br J Pharmacol 1995, 20 114:1310-1316; Tschope et

at:, Br JPharmacol 1992, 107:450-755; Rupniak et at.,
Behav Pharmacol 2001, 12:497-508; MIlan et at.

A R O IR ] %Shanet et

I 2
e e O, SO 8, S DD s

Gapner e/ W Nerrzopdarmaacologiain ressp Gat, (SeQdin EBOE, 112%3 199@23?(325 -343;
ol 002, 43:12 1
IR Pl o P2 [P0 a8 9305 e by 7 Hyement 2005, 141:1303-

131 Btamd/or (ARORAAERQS cMrodk er al EW, M@h&%@d&? oY) gpg%?@h 35; Holzer,
2000, 10 355-363) and extrapyram dal notor @
Digasdern 1898, 239:2695383n éws(:@d(lﬁml@m ShreOpit PharjndEblaQ@le al:235-241;

S%(é?:r THES pi, %rc gOBﬂ 813% el Lrllber ot 1ntest1nal disorders
Brar ol U 8BUSF1 88 %ﬁﬁgp

(MyAﬂmtmtamd riZ-rat(t F-EureB tPh&imcﬁ*ol 1 9% a3 53 S| M IGRERE Ny F&‘?S o Regulatory
; Daniels et at Neurosci Lett

§‘56€L f?g‘i 4$<|5én%?tele%ndalumd16$e iFanee %@@h@&acother 2003 4:2279-

I cho har macol
i, ORI ) M SN RRIBE P o

dlﬁ(Prylfﬂﬁlﬁ tehatowsaml otasliramnl rdhgdnhfmloﬁ Sbsddﬁtsﬂ ®ith Qﬂementla and other
257-263; Chal | et at, Brain Res

dl%@%rs Ogg%?)‘négﬁ%féa 5‘%;%8%1?10 f’l‘%{tRevrl@%% ééﬁa%?r%débl ogy 2001,

40: 408- 415; Gannon et al ., Neuropharmcol ogy, in
press) pai n (Seguin et al ., Pain 1995, 61:325-343; De

Becghsep Bee compoundiiaare rastit@ 9®th 392NBY 4reB&Tors SAYeH , seBtosin (5-HT)
fl tion
el SVahotd, B sPRRLSI BB 620k £yhergig sEechanioms for

6 uyel
cohtrbltiap ,Hlnﬁﬂ;%’g ?:irrgagﬁgdglsllrg gﬁ.l fﬁ?an%lé gbcgs%iall é%fg%égr@ @tagé% W&ia8 moreover

beS‘PﬁHP%cf@Pt bisgking1 WK 130eptars 1potentiptasstha iafderaehef 5- EHT rjzuptake
McAl T i and Pratt Eur
RBRSE e A058 . SGEbeE! c2l RL Soabing s
briegpbowesort 39fid a68 nve bdiusPaitide ﬁﬁHﬁnﬂ—éﬂ‘e@fse(Y}ula@f Q?&Zt J ]Xeurochem
2003, 4:2279 10 2296; Sanger,

P othe
20%@{1%” gfrﬁgggﬁi et 4.41] ]Y%Si“lg@@) 21:R188-8197)r Eh@tapui]amlwxc effects
of NIKIS@it3histd €9uld, moreover, be complementary to the anxiolytic effects of 5-HT

reuptake inhibitors, which are expressed after long-term treatment. With regard to the
anxiogenic effects brought about by 5-HT at the start of treatment (Bagdy et al., Int J
Neuropsychopharmacol 2001, 4:399-408), these should be prevented by the NK,
antagonist properties (Ballard et al., Eur J Pharmacol 2001, 412:255-264; Rupniak et al.,
Neuropharmacology 2003, 44:516-523). As far as the other undesirable effects associated
with 5-HT reuptake blocking are concerned, such as emetic effects (Goldstein and
Goodnick, J Psychopharmacol 1998, 12 (Suppl B):S55-S87; Edwards and Anderson,
Drugs 1999, 57:507-533; Waugh and Goa, CNS Drugs 2003, 17:343-362) and the
causation of sexual dysfunctions (Goldstein and Goodnick, J Psychopharmacol 1998, 12
(Suppl B):S55-S87; Montgomery et al., J Affect disord 2002, 69:119-140; Hirschfeld, J
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di sorders of behaviour and of neuronal degeneration
associated with denentia and other disorders of aging
(Raffa, Neurosci Biobehav Rev 1998, 22:789-813).
Because the conpounds are active both on NI{1 receptors
and on serotonin (5-HT) reuptake sites, they should
have conpl enmentary and synergi stic nmechanisns for 15
copntrol li [ | sive, ressi ve, painful_ and, above
Cliy Py 005 b4 §Bumnl o 5T20-24% N paGEenstp sbe  jaarba speble of
colhtO@kinomMitleffegept ors potentiates the influence of
5-1-1T reuptake inhibitors on serotoninergic
transm ssion: because of that fact, such conpounds

shoul d, bring abaout nore,rapid and. nore robust e
Col gy ShER B oI e ionis o gelPeneptake inhibior
sh@@@havdBerfieit: advhRa8ds &er 8mpotNBYTHAB HherdQQdith only one or other of

21:8188-8197). The rapid anxiolytic effects 20 o¥ NK1
thesatwigémapeis-s shoul d, noreover, be conplenentary to the

anxiolytic effects of 5-1-1T reuptake inhibitors,

whi ch are expressed after long-termtreatnent. Wth
Mogpédifidaly the prexgidi ie@iios rahibeet ®nporthds BRRAULE (Y 5- HT

at the start of treatnment (Bagdy et al., Int J

Neur opsychophar macol 2001, 4:399-408), these should be

prevented by the NK1 antagoni st yproperties (Ballard et

at, Eur JPharmacol 2001, 412,255N264; Rupniak et al.

25 Neur ophar macol ogy 2003y 44:516%523). As far as the

ot her undesirable effectg _asgeqgigted wth 5-HT

r eupt ake bl ocki ng aFa~e6nces , %uchaﬁs enetic effects
(Gol dstein and Goodnic ] a@hopharmacol 1998, 12
(Suppl B):S55-S87; Ed

gf ds and Anderson, Drugs 1999,
57:507-533; Waugh and®Goa, CNS Drugs 2003, 17:343-362)
and the causation of sexual dysfunctions (Goldstein
and Goodni ck, J Psychopharnacol 1998, 12 30 (Suppl

wileip25- S87; Montgonery et al., JAffect disord 2002,

69: 119- 140; Hirschfeld, J -4- Gin Psychiatry 2003, 64
(Suppl 18):20-24), NK1 antagonists should al so be

ca |l e of .counteracting those effects. Cons. ently,
ConpOURRIS A IEOESG: HORKEN b otk (ECHRE Bl teosrbpn atoms
I eURhiAg kYA RidnOf Benz8h lrhlaﬁtﬂzﬁg‘!ﬁehérhﬁl:hﬁﬂﬁ@tﬂn% s?rgé’tﬁfét, 9%§éab1y a

over corrpo_unds that int er act wt only one or other
benzene ring, each of those ring structures being optionally substituted by one or

more identical or different substituents selected from hydrogen, halogen and linear

or branched C,-Cgalkyl optionally substituted by one or more halogen atoms,

or R; represents a hydrogen atom, and R; and Rj together with the carbon atoms
carrying them form a benzene, naphthalene or quinoline ring structure, preferably a
benzene ring, each of those ring structures being optionally substituted by one or
more 1dentical or different substituents selected from hydrogen, halogen and linear

or branched C;-Csalkyl optionally substituted by one or more halogen atoms,

- nrepresents 1 or 2,
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5 those two targets. More specifically, the present
invention relates to conpounds of fornmula (I) rN Ri.
N R n (l), X-Ar Ra wherein - R3 represents a
hydrogen atom and Rl and R2 together with the carbon
atonms 10 carrying them formya benzene, naphthal ene or
guinoline ring structure, preferably a benzene ring,
each_of those ring structures being gptiagnally

subs¥i tIFPEECHY Bnd P sesckedi dEmmi cltHan Qipks e r €rfl)m-NR4-Ak-,
subgd %@@Lﬁksﬁhﬁ-éﬁgﬁt nyhyelr ogen, hal ogen and |inear

or ﬁ?gﬁched Cl-CBgIk "“§§?¥§%gr|y substituted by one or
nore hal ogen atons, or R, represents a hydrogen atom

and R2 and R3 together with_th ar hon at 15 .
c ar T FSRECERE ATk GRGECh USEHGRENE, o HEHERER Al ORGR Annear or

rin : [
o Pl RIE SRt L PRRCR Bioppy and R
onerepresentp pdydndeen atoal oror limbaf dehremthed (h<ishlkykgrosp,

sel ected from hydrogen, hal ogen and Iinear or branched

Cl- Coal kyl optionally substituted by one or nore

hal ageshradeatitn arylrmh@@fcﬁ%ﬁ(rjg&&lp,l or 2, -5- -X%
represents a group selected from-(CH2)m O Ak-, -(CH2)m

NR4- Ak-, - (CO - NR4- Ak- and - (CH2) m NR4-(CO -, m
o VEAE SH000 Rl 80050 SR, U Bk VB8 ey

accepiablenald.y substituted by a hydroxy group, and R4
Optical isomers are understood to mean enantiomers and diastereoisomers.

Among the pharmaceutically acceptable acids there may be mentioned, without implying
any limitation, hydrochloric acid, hydrobromic acid, sulphuric acid, phosphonic acid,
acetic acid, trifluoroacetic acid, lactic acid, pyruvic acid, malonic acid, succinic acid,
glutaric acid, fumaric acid, tartaric acid, maleic acid, citric acid, ascorbic acid, oxalic acid,

methanesulphonic acid, benzenesulphonic acid, camphoric acid.

An aryl group is understood to mean phenyl, biphenylyl or naphthyl, each of those groups
being optionally substituted by one or more identical or different groups selected from
halogen, linear or branched C;-Cgalkyl, linear or branched C;-Cealkoxy, hydroxy, cyano
and linear or branched C,-Cgtrihaloalkyl.

A heteroaryl group is understood to mean an aromatic mono- or bi-cyclic 5- to 12-
membered group containing one, two or three hetero atoms selected from oxygen, nitrogen
and sulphur, 1t being understood that the heteroaryl group may be optionally substituted by
one or more identical or different groups selected from halogen, linear or branched
Ci-Cealkyl, linear or branched C;-Cgalkoxy, hydroxy and linear or branched C;-Cgtrihalo-
alkyl.
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5 represents a hydrogen atomor a |linear or branched
C - Coal kyl group, Ar represents an aryl or heteroaryl
group, to their optical isoners, and also to addition
salts thereof with a pharmaceutically acceptable acid.
Optical isoners are understogd to nean enantioners and
di astereoi soners. to Anong the pharmaceutically
acceptable acids there may be nentjoned, wthout =
Amopg the 8ef°&ﬂ§ BTquRs ¢ ?%Y%EWBEW%WF%O%MWB!W% any limitation, the
gronpd ipaL0ahEpsdyd, sul phuric acid, phosphonic acid,
aceticacid, trifluoroacetic acid, lactic acid, pyruvic
acid, malonic acid, succinic acid, glutaric acid,

f jc acid, tartaric acid, maleic acid, citric acid,

npé%[g%%b‘lrgp%?éerrﬁs: {'oxal ic acid, methanesul phonic acid,
benzenesul phoni ¢ acid, canphoric acid. 15 An aryl group
i s understood to nean phenyl, biphenylyl or naphthyl,

m prgéiatgdy rapesseisdr oups  being optional |y substituted by
one or nore identical or different groups selected from
hal ogen, |inear or branched d -C6al kyl, |inear or

ArbreraebBdefiesdatadkayygrotiydr oxy, cyano and |inear or
branched Cl-C6tri hal oal kyl. A heteroaryl group is
understood to nean an aromati c nono- or bi-cyclic 5- to

Pr gfredztg) 8§ &%ngér?%@ tﬁg Hlt\/@}n?c;nnaQG (:)ne' two or three

etero atons sele f om oxygen, nitrogen and

- $Y(IRB)F1-(3,3-dibeomobanadier giehel)indad- 1 typijtedated aity | op@icflURsomers,
tionally substituted by A one or nore identica

may be
8?3/61?‘? PR sae dispeot vttt Paampc el asgeniable peidar or
[ d . ' 1a - | Koxy, -
O A b e B LR AR aihe. B G gsomers,
Andalep advitidresadts deargdf vjthoauplsarmhesus catbydeepratit noided,
i t..inplying.any |jm.tation, the . groups thienyl. .
- eyt babiynferp P ettt R, der aigon sats
EHRPEE KBIM Sphhrmaceutically acceptable acid,
- N-[(3,5-bis(trifluoromethyl)benzyl]-2-(1-piperazinyl)-2-indancarboxamide, and also

addition salts thereof with a pharmaceutically acceptable acid,

- (1RS)-N-benzyl-N-methyl-1-(1-piperazinyl)-1-indancarboxamide, its optical isomers,
and also addition salts thereof with a pharmaceutically acceptable acid,

- (IRS)-N-[3,5-bis(trifluoromethyl)benzyl]-N-methyl-1-(1-piperazinyl)-1-indancarbox-
amide, its optical isomers, and also addition salts thereof with a pharmaceutically
acceptable acid,

- (IRS)-N-(3,5-dimethylbenzyl)-1-(1-piperazinyl)-1-indancarboxamide,  its  optical
1somers, and also addition salts thereof with a pharmaceutically acceptable acid,

- N-(3,5-difluorobenzyl)-2-(1-piperazinyl)-2-indancarboxamide, its optical isomers, and
also addition salts thereof with a pharmaceutically acceptable acid,

- N-(3,5-dichlorobenzyl)-N-methyl-2-(1-piperazinyl)-2-indancarboxamide, and also
addition salts thereof with a pharmaceutically acceptable acid,

- (1RS)-N-(3,5-difluorobenzyl)-N-methyl-1-(1-piperazinyl)-1-indancarboxamide, its

optical isomers, and also addition salts thereof with a pharmaceutically acceptable acid,



5 Ar preferably represents an aryl group. Preferred

conpounds according to the invention are -

1-[ (I RS) - 1- (3, 5-di bromobenzyl oxymet hyl )i ndan-1-yl ] pi per

azine, its optical isonmers, and also addition salts

thereof with a pharmaceuticakly acceptable acid, -

1-[(IRS)-1-(3, 5- d|nethylbenzyloxynethyl)lndan 1- yI]plpe
tIC I SO 0 and al so addit

- éﬁ’ﬁﬁst %élt“é Witk Oép%ﬂgx%ﬁ;&eéxlﬂ%@mlyl ézﬂ:é’ﬂ%eé?éllfé’l)alzﬂ@an*
carboxamlde 1ts optical 1 1sorners d also addlt on,sal the th a pharmaceutically
1-02-(3, 5-'di Tret hyl ik Jin VB

benzy oxynethy erazi ne
pmapdbkhsmiaddltlon salts t her eof MAth a

eyt acc Ld, - . . . . :
- Kﬁ?@? e gﬁi?ﬁlﬁ? ﬁbﬂﬁeﬂaﬂ/ivllem(é{azwpéfsaquﬁwl) igpmers,
5 ah 'S80 GRITROX 3 %re@wmfﬂi ﬁ&maé’éﬁ'tkmgnac%ah&bﬁe by eof
with a pharmaceutically acceptable acid
- O @S)hINOb?eﬂzyﬂobMzrthNymethyl(Zlélpplpe:aamyhﬂkmdancarwamaiebapxd also
addition salts

PP rTeReY e hESERe s s APe ncia, -
- (IRRSN- [ﬁS—@Ifﬁioﬁdﬁehk)ﬁbk‘)@ﬁQHﬁ%HHi& b%’[]?ﬁf)b}a’zme ”ﬁﬁsh)ﬂp‘nlcal( Isomers,

wgera2|né ) - 1-i ndancar box- am de S optical isoners,
e

algo addiaemsalts dheracdiwith 2 Pearmeeensically accefiebleradidut i cal | y
I S S R U e g e e e

apthak aoindes, and sls®pdditied salts $1mi’faff3mt}6d’lﬁla@1n§@uﬁﬁdilyt dcBéptable acid,

lts thereof with a _pharmaceutically_ acceptable acid,
- 1%(1RS) 1-(3,5- dlﬂuorobenzylgxymethyl) 5,6- dlﬂuor%mdan 1pyl]p1perazme its optical

é%ré ankd ik Qﬂcﬁgfﬂ]@ﬂs Miezad kvl Pﬁﬁeﬁﬁ%@ﬁlt ):al%' Ac@&ﬁﬁ\fl?éaﬁfa

, Its optical 1soners, and di tii on
- tahrbrb[:(ﬂRﬁb ﬂ#(3darqnha4r5|qﬁnmceulbemyllokymatd:§zbmﬂabllQflh)meﬁbzme 1ts optical

hor enz hyl - 2- (1- pi per.azin
5 rolithodid APaBst G Sl et al Ak bt
a pharmaceutically acceptable acid, -
(1RS)-N- (3, 5-difl uorobenzyl) - N—nethyl-l (1- pi perazinyl)
The inventiom celales ks tde, piotess fopthecpreparatomesfsgonapraind$ 6 formula (1),
SM%%%Q%yggfﬁ%ééﬁgggegFlnndwdﬁ a pharmaceutically
(1RS) N-[3-fluoro-5-(trifluoronethyl)benzyl]-Nnethyl-
-(1-piperaziny|)-1-indanR

NHP
R

: ),
CO.H

wherein Ry, Ry and Rj are as defined for formula (I) and P, represents a protecting group

20  for the amine function,

the acid function of which is protected to yield the compound of formula (IIT) :



10

carboxam de, its optical isonmers, and al so addition
salts thereof with a pharmaceutically acceptable acid,

(IRS)-1-[1-(3, 5-di fluorobenzyl oxymet hyl )i ndan-1 -yl ] pi pe
razine, its optical isoners,.g.5 and also addition salts
thereof with a pharmaceutically acceptable acid, -
N-(3-chl oro-5-fl uorobenzyl) - N-net hyl - 2- (1- pi perazi nyl ) -
2-indancar boxam de, and @l so addition salts thereof
with a pharnmaceuti accePtfabl e acid, -
1-[(IRS)-1-(3,5-di fF izyl oxynet lggh,) i ndan- 1-yl ] pi pe
razine, its optical i s, coand al so addition salts
thereof with a phar utically acceptable acid, to -
(1RS)-N-(3,5-difluorobenzyl)-Nnmethyl-I -(1-pip
erazi nyl ) - 1-i ndancar boxam de, its optical isoners, and
al so addition salts thereof with a pharmaceutically
wirgde Bl ab), ®;a0d @, are-as defined hereinbefore and P, represents a protecting group
1-1(1RS) - 1- (3, 5-di f| uorobenz Ioxynethyl)-5,6-difFuoroin
forth aqid yimehipp sthach 1§ different fegme Poal © i soners, and al so
addition salts thereof with a pharmaceutically
acceptable acid, - and
thel -apriddRFndtiof 3efH mdnieh 5s fdepmtahen byfoox yemitiby | Withdha-compolnd of
E%ﬁer ine, its optical 15 isoners, and al so addition
fo ¢ hereof with a pharmaceutically acceptabl e acid.
The invention relates also to a process for the
preparation of compounds of formula (1), starting from
the compound of f@rgqula~(lK)%: R NHP, VRz (11), CO2H
R3 wherein Rl, R2 and R3Mare as defined for fornmula (1)
and P, represents a proteeting group 20 for the am ne
function, the acid function of which is protected to
yield the conpound of forrmula (111)

wherein G; and G; each represent a halogen atom or a p-toluenesulphonyloxy group, Tos

represents a para-toluenesulphonyl group, and n is as defined for formula (),

to yield the compound of formula (V) :

V),

wherein Ry, Ry, R, P2, n and Tos are as defined hereinbefore,

from which the para-toluenesulphonyl group is cleaved,

the acid function is deprotected and then the amine function is protected to yield the

compound of formula (VI) :



-8- wherein R, R2, R3 and P1 are as defined

herei nbefore and P2 represents a protecting group for
the acid function which is different fromPl, the am ne
function of which is deprotected before reaction with

t he compound of 5 formula (V) G&X (1V), | Tos
wherein G and Gz each represent a hal ogen atomor a
p-t ol ucnesul phonyl oxy group, Tos Lepresents a

par a- t ol uenesul phonyl group, fAiis as defined for
formula (1), to yield thg cqnmpoukd of formula (V) : N
/Tos R R2 (V), co2P2 [0 rein RL, R2, R3, P2, n
and Tos are as defirged ¥ nbetfore, fromwhich the
B\i.s cleavé®: the acid

4d t%Hn the anine function is
conpound of formula (M) : -9-

AN'Pa R (1 1 Rz

wherein Rj, Ry, Rz and n are as defined hereinbefore and P; represents a protecting group

for the amine function,

- which compound of formula (VI) is reacted, when it is desired to obtain compounds of
5  formula (I) wherein X represents —(CO)-NR4-Ak- or ~CH,-NRy4-Ak, with a compound of
formula (VII) :

HNR,-Ak-Ar (v,

wherein Ry, Ak and Ar are as defined for formula (1),
in the presence of one or more coupling agents,

10  to yield, after deprotection of the ring amine function, compounds of formula (Ia), a

particular case of the compounds of formula (I) wherein X represents a group

(CO)-NR4-Ak :

R N~ (1a),

CO—NR;—Ak—Ar

RS

wherein R, Ry, Rs, n, Ry and Ak are as defined hereinbefore and Ar is as defined for
15 formula (1),



(M), 3CO2H Ra wherein RI, R2, R3 and n are as defined
her ei nbefore and P3 represents a protecting group for
the am ne function, - which conpound of formula (VI) is
reacted, when it is desired to obtain conpounds of 5
formul a (I) wherein X represgnts - (CO) - NR4- Ak- or
- CH2- NR4- Ak, Mﬁth a conpound of formula (VII)
def i ned

WG oo B 018 dpFeEig etk torber B ohirBhaes partotiar case
of G BbrhpErdld &t BrmdfA (HowheRindx ﬁbfp}e%émg eapgl%hg t%}@anm -AihSyith a

ring am ne function, conpounds oOf fornu

redysingjagentae yiekbeompounfieofionpolatBy cof formula (1) wherein
X represents a group -(CO-NR4-Ak : R (la), R2
CO NRa Ak-Ar Ra wherein R, R2, R3, n, R4 and Ak are

as defined herei nbefore a Y is as defined for 15
fornula (1), -10- whigh |§EL;gcted mhen it is desired

to obtain conmpounds of f (I'b), @{tlcular case
of the conmpounds of l) mhereln represents a
gr oup -CHZ-NR4-Afc, a reducing agent to yield
conmpounds of for mul b) CHz~NRy—Ak—Ar

R3

5  wherein Ry, Ry, R3, n, R4, Ak and Ar are as defined hereinbefore,

- or which compound of formula (VI) is esterified, when it is desired to obtain compounds

of formula (I) wherein X represents a group ~-CH,-OAk- or -CH,-NR4-(CO)-,

to yield the compound of formula (VIII) :

(vin),

10 wherein R;, Ry, R3, n and P; are as defined hereinbefore and Pa represents a benzyl or

linear or branched C;-Cgalkyl group,

which is placed in the presence of a reducing agent to yield the alcohol of formula (IX) :

CH;—OH



NH N (Ib), Rl, CHZNRQ Ak-Ar R3 5 wherein R, R2, R3,
n, R4, Ak and Ar are as defined hereinbefore, - or

whi ch conpound of formula (VI) is esterified, when it
is desired to obtain conpounds of formula (1) wherein
X represents a group -CH2-QAk-. or -CHZ-NR4-(CO -, to
yield the conpound of forrmula (VIIl) : RL C3 N
(M11), Rz I1COZP4 R3 10 wherein RI, R2, R3, n and P3
are as defined hereinbefore and P4 represents a benzyl

whefein Ri F6AR;, ¢ arlr B e & eBneCRerk Bk fogd, OUP, Which is

pl aced in the presence of a reducing agent to yield the
al cohol of formula (IX) : /~NP3 RL N R2n (IX), CHz

wh%ﬁl %oﬁojlléf formula (IX) is reacted, when it is desired to obtain compounds of
formula (Ic), a particular case of the compounds of formula (I) wherein X represents the
group -CH,-O-Ak-, with a compound of formula (X) :

5 Hal-Ak-Ar (X),

wherein Ak and Ar are as defined for formula (I) and Hal represents a halogen atom,

to yield, after deprotection of the ring amine function, compounds of formula (Ic) :

CHz OAk—Ar

R3
wherein Rj, Ry, R3, n, Ak and Ar are as defined hereinbefore,

10 or which alcohol of formula (IX) is converted by conventional reactions of organic

chemistry into an amine of formula (XI) :

R, (X1),

wherein Ry, Ry, R3, n, Ry and P5 are as defined hereinbefore,

which is reacted with a compound of formula (XII) :



wherein R1, R2, R3, n and P3 are as defined

her ei nbef ore, which al cohol of fonnula (IX) is reacted,
when it is desired to obtain conpounds of fornula
(lc), a particular case of the conpounds of forrmula (I)
wherein X represents the grpup -CH2-O Ak-, wth a
conpound of formula (X) : 5 Hal-Ak-Ar (X), wherein Ak
and Ar are as defined for formula (1) and Hal
represents a halogen atom to yield, after
deprotection of thediing gy ne funcgipn, conpounds of
formula (Ic) CNHRI, (lc), QAk- Ar R wherein
Rl, R2, R3, n, Ak and are as defined hereinbefore,
10 or which al cohol of ®ormula (I1X) is converted by
conventional reactions of organic chemstry into an
am'ne of formula (XI) : 3 R N Rz (XI), CH2 NHR4 R

and P3 are as defined
Whhere ;gjdeﬁﬁgd\f/ﬁ:}clﬁm saﬁeact ed with a conpound of
forrrula (Xtrr)y : -12- cA1". A (XI1),
to yield, after deprotection of the ring amine function, compounds of formula (Id), a

particular case of the compounds of formula (I) wherein X represents a group

5 -CH;-NR4-(CO)- :

N (Id)

NH
)\ \f\)

n
/R4

0]

CHz—

5N

wherein Ry, Ry, R3, n, Ry and Ar are as defined hereinbefore,

which compounds of formulae (Ia), (Ib), (Ic) and (Id) are purified according to a
conventional purification technique, are separated, when desired, into their optical isomers
10 and are converted, when desired, into their addition salts with a pharmaceutically

acceptable acid.

Compounds of formula (Ie), a particular case of the compounds of formula (I) wherein X

represents the group of formula -CH,O-CH(CHj3)- :

(le),
CH;—0 Ar

CH,

15 wherein R}, Ry, R3, n and Ar are as defined hereinbefore,



O wherein Ar is as defined for fornula (1), to yield,
after deprotection of the ring amne fnrction,
compounds of fornula (1d), a particular case of the
conmpounds of fornula (1) wherein X represents a group
5 -CH2-NR4-(CO- : HR R(jd) z /RA CHZNCA R3O
wherein RI, R2, R3, n, R4 and Ar are as defined
her ei nbef ore, whi ch conpounds of forrmulae (la), (Ib),
(lIc) and (1d) are purified according to a conventiona
carPi 1 i
Pt 01 1y RS 1 SRR A L MBI e
of fewinfadXIl) nt o their addition salts with a

pharmaceutically acc e aci npounds of fornula
i Hadee: iy

(le), a particular c he c nds of formula (I)

whéhat Bt I 28 defif@] REERb&HOide group of fornul a
-CH2OCH(CH3) N CH RN Rz (le), CHZO /Ar

to yield the compound of formula (XIV) :
NP,

) \ﬁﬂ)
(Xv),

wherein Ry, R;, R3, n, Ar and P; are as defined hereinbefore,

which is reacted with bis(cyclopentadienyl)dimethyltitanium to yield the compound of

10  formula (XV):
(/\\Nﬂ
) \f\)

N
R n
(Xv),
CH;—-0 Ar

2
% h
wherein R), Ry, R3, n, Ar and P; are as defined hereinbefore,

which is hydrogenated to yield the compound of formula (XVI) :

2 (Xviy,
. hd
15 wherein Ry, Ry, R3, n, Ar and P; are as defined hereinbefore,

the amine function of which is deprotected to yield the compound of formula (Ie),
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R3 CH CH3 15 wherein RI, R2, R3, Ti and Ar are as

defi ned herei nbefore, 13- can al so be obtai ned by

condensation of the conpound of formula (1 X) with the

conpound of formula (XI1l) : Ar-CO2H (XII1), wherein

Ar is as defined hereinbeforg.5 to yield the conpound

of fornula (XIV) N R, R (XIV), RCH-O/A 30
wq\i\cgflrg%:ggaéggg,ev%%Eg’ﬁl{eﬁ%ln@)ggg&g&g 's?#%rsaa%ddigfcgrrllv%gted, when desired,
intBiis G6YEbA ARt g & PiArh@tamichyy &dc%ﬁtﬁbl@%fd@ yield the

conpound of 10 fornula (XV) : "N 2 (XV), CHz O

[/ Ar R3 | ul

The compounds of the present invention are serotonin reuptake inhibitors and NK;
antagonists. They are useful as medicaments in the treatment of depressive states, anxiety
states, impulsive disorders, aggressive behaviours, drug abuse, obesity and appetite
disorders, pain and inflammation, dementias, psychotic states, disturbances of
chronobiological rhythms, nausea and gastrointestinal disorders.

The present invention relates also to pharmaceutical compositions comprising, as active
ingredient, a compound of formula (I), or an addition salt thereof with a pharmaceutically
acceptable acid, in combination with one or more pharmaceutically acceptable, inert, non-

toxic excipients or carriers.

Among the pharmaceutical compositions according to the invention there may be
mentioned more especially those that are suitable for oral, parenteral (intravenous,
intramuscular or subcutaneous), per- or trans-cutaneous, nasal, rectal, perlingual, ocular or
respiratory administration, and especially tablets or dragées, sublingual tablets, gelatin
capsules, capsules, suppositories, creams, ointments, dermal gels, injectable or drinkable

preparations, aerosols, eye drops and nose drops.

The useful dosage varies according to the age and weight of the patient, the administration
route, the nature and severity of the disorder, and the administration of any associated

treatments and ranges from 0.5 to 500 mg per day in one or more administrations.

The Examples that follow illustrate the invention. The starting materials used are known
products or are prepared according to known procedures. The various Preparations yield

synthesis intermediates that are of use in preparation of the compounds of the invention.

The structures of the compounds described in the Examples were determined according to
customary spectrophotometric techniques (infra-red, nuclear magnetic resonance, mass

spectrometry).
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wherein R, R2, R3, n, Ar and P3 are as defined

herei nbefore, which is hydrogenated to yield the
compound of forrmula (XVI) : N R2 (XVI), Ar R CHzOY
3 CH3 15 wherein RI, R2, R3, n, Ar and P3 are as

defi ned herei nbefore, the amqne function of which is
deprotected to yield the conmpound of fornula (le), -14-

A Hhens of SRS bt ld s SBlaNOHL 4P hsce comppind sected from the
coﬁ‘igguﬂdsodf ARbLR WddufiBha ﬂacﬁ'}dt ('elg?l it %eﬁg%%ﬁ%ﬁ tﬁ&' When the

e conpounds of the pres I nv I on are serotoni

(leeupmpkend méyirkehisr ﬂlean@an(xhd afh caghnirsich (ﬂih)eX/heal(EB) compound
useful as_ nedi canents in the treatnment of depressive
repzesepisd! e%thﬁli%’laii‘tlorﬁerst ates, inpulsive disorders,
aggr essi ve behavi ours, drug abuse, obesity and appetite
di sorders, pain and inflannation, denmenti as, psychotic
A stapemd of sénffduanioas(laf) isahdennbi abag €abmpbyiddected from the
nausea and %gstr0|ntest|nal di sorders. The present

ComRQwHtsi Wribeeinte exnfighesions (Phanded St it cbamgcwpmoﬂu thaiswhen the
BRSPS e o N, EE i EPRGAIND Ghresos e e

enfhi@mivaceuti cally 10 acceptable acid, in conbination
Wi th one or nore pharmaceutically acceptable, inert,
non- toxic excipients or carriers. Anong the
[ ons 0 invention
A PREPIRRENT cERhp RO SIS ICuRERALE IPPS % hRERHTRMT R e 2
enaUioned e dosmlumrc@hﬁgmnmst(eRahnddlﬂo r avenous,
i ntramuscul ar or subcut aneous), per- or
trans-cut aneous, nasal, rectal, perlingual, ocular or

PREPARATION 1 : (1RS)-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-1-indan-

carboxylic acid.

Step A : Benzyl (1RS)-1-[(tert-butyloxycarbonyl)amino]-1-indancarboxylate.

To 0.140 mol of 1-[(tert-butyloxycarbonyl)amino]-1-indancarboxylic acid there are added
750 ml of dimethylformamide and then 0.147 mol of caesium carbonate. Stirring is then
carried out for 2 hours 30 minutes at ambient temperature and there is then poured in,
dropwise, over 1/2 hour, 0.145 mol of benzyl bromide dissolved in 150 ml of dimethyl-
formamide, and stirring is carried out for 20 hours at ambient temperature.
The mineral salts are filtered off and the solvent is evaporated off. The residue is
redissolved in ethyl acetate and washed with water. The organic phase is dried and then
evaporated to yield the expected product.
IR v:3284nm” -NH

1735-1672 cm™ >C=0
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15 respiratory adm nistration, and especially tablets
or dragees, sublingual tablets, gelatin capsules,
capsul es, suppositories, creans, ointnments, dernal
gels, injectable or drinkable preparations, aerosols,
eye drops and nose drops. Thg.useful dosage varies
according to the age and meight of the patient, the

i St rou pve ity of the
il Bt P e pePitofind s b P diad) ollenc at ed 20
treatnents and ranges fron10 5 to 500 ng per day in one

nmore adm ni strations. The Exanples that follow
0. 41’7|1 imd of Hreeconmpound okipnedm thestepsibaye drpgddedtte 2ilites ofiséuyl acetate.

A ot RN 5 B AR PO By SR i

and ﬂieﬁ stiRHigds esntinnad f2® Hfurd & Qmibien Ee@iﬁﬁfaﬁﬂeomh@éxﬂebl%d product is
npounds of the invention. The structures of the

ob@bwébuﬁwoaémqfﬁlé@ethw achiateExanpl es wer e det er ni ned
accorpﬁﬁq: 55 customary spectrophotonetric techni ques
(|n ra-red, Pear magneti c resonance, mass
spectronetry) -15- A conmpound of configuration (I a)
is understood to be a conmpound sel ected fromthe
Stepday o fary! BRI H-(paea-ednénagulphoindhé-pineryzinylly 1{in@ncaihoxylate.
bei ng understood that when the (la) conpound
represents the conmpound of configuration (1R) the (1(3)
Toc(mﬂfpi)nmﬂ of tep cempolsl bbtamaﬂ higrtherapt ivorertherd e @aam us@lml of
figuration (la') .i.s understood to be a conpoun

dlf%%h}é@%r@&mﬁ% nf thet! Snpetorepybthyvignige yind Qo5 gol of M\ébls@-
chl@@h}@)ﬁ‘gra(tga?eneéui h%ﬁénqgleu OftSh oo gxti' P 4% I?lSurs( 2'1? I%nen the
oun COﬂ

ound rep resen e co guration
solvergs (ate 8vdporatqt effefhs rbhéu&)ishdassol‘eadamt etbyieatceta@e andrpasingd with

Wiyt e COFSCith PTBSE 16 BB Pl P OR e PP ridiE T8 purifid by
chx%%ﬁdgg td:PBSick lﬁﬁ'% 4 108 m@ﬁ?@ﬁ%ﬂlo%e%thyl acetate mlxaure as

(IRS)- 4-(tert- | oxycar bonyl') - 1- pi perazi'nyl | -
eluant, tcczaﬁllddh@exmctad rpdo uct.
IR \% C=0 1728 cm™

asymmetric SO, 1348 cm™
symmetric SO, 1164 cm™

Step D : (1RS)-1-[4-(Para-toluenesulphonyl)-1-piperazinyl]-1-indancarboxylic acid.

To 0.181 mol of the compound obtained in the step above there are added 620 ml of
dioxane, and then 620 ml of 1N sodium hydroxide solution and 360 ml of water. Refluxing
is carried out for 20 hours and then the dioxane is evaporated off. Neutralisation is carried
out by adding 620 ml of IN hydrochloric acid, and then extraction with methylene chloride
is carried out. The organic phase is dried and evaporated. The residue is crystallised from
ethyl ether and then filtered off to yield the expected product.
R v OH  1800-3000 cm™

C=0 1706 cm”

C=0 1596 cm”
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Step A Beuzyl

(IRS)-1-[(tert-butyl oxycarbouyl)am no]-I-iudancar boxyl a
te. To 0.140 nol of

1-[(tert-butyl oxycarbonyl)am no] - 1-i ndancar boxylic acid
there are added 15 750 m ofy _di nmet hyl f or mam de and
then 0.147 nol of caesiumcarbonate. Stirring is then
carried t fﬁi{fl ZHgSur $; 30 minutes at anbi ent
tenperatdreé a & &M's then poured in, dropw se,

over 1/2chour77Q73AG,ol of benzyl brom de dissolved in
150 M of dinethyl- formam de, and stirring is carried
out for 20 hours at anbient tenperature. The m neral

t iltered off .and the sol vent.. i apor at ed
sty | PRS- s Pyrting ) g et iR, o o

and washed with water. The organic phase is dried and
then evaporated to yield the expected product. IR v:
To3P8mlngfia 30 Yapglutiore-Iy@yebremic aeBtM ackfc agtidher8are ®ead ¢D ml of

IRS) - 15ami nor -1 n car bo te hydrochloride.. 0.471
wodibielt TS U RARRER AREL T Huh b LR EouRiged n e siep
ab@ddREfltdng id dafi@boffoel hylr, BdRwaH®Y cofcdlitaBeN e residue is taken

hydrogen chloride gas is passed through for 1 hour 15

up i Higtedsandyihe RAwIONs Phasg is washedtwidhetby] eqefatgyandsthe avdperaserl. The
. . i . tur .
sl 380 ULy BERLER CSTDAHER o TH (551G o
[Racevat e. CEB v174074d' cm -1 >C=0 Step C. Benzyl
(1RS)-1-[4-(pars-toliienesul phonyl)-Ipiperazinylj-1-ind
ancar boxylate. To 0.235 nol of the conpound obtai ned

S e B R L S P
0.235 nmol of N, N-bis(2 to

C roet h par a- t ol yenesul phonam de. Refl|luxing is
Tocgkﬁ? eeely t&‘Fo‘iDnH@“H (RO&RIEITY Hisnstelh@booheEn i€ 2jdgd 40 ml of

dicRUAP A ABAn0Ef 1NTRRINE Bly8RideSsoflitRRombede !r&uﬁh%yéolution there is
acetate and washed with” water. The organic phdase Is
addbdj eldoravisk endpdraathecht (Fmperabse,dasolusiopurfi FA.2dhnimy} of di-tert-butyl

dicg%rogg[lgt&g?@? mh?éf g@é?rléelt g%?ﬁr%t(alla ’P%r%glg r(])%t faor %%'{o%rsrgrel% t elnetﬂee dioxane is
evaporated off. The pH is brought to 4-5 using 1N hydrochloric acid, and saturation with
sodium chloride and extraction with ethyl acetate are carried out. The organic phase is
dried and evaporated to yield the expected product.
R v OH  2200-2300 cm™

C=0 1624-1731 cm™

PREPARATION 2 : 2-[4-(tert-Butyloxycarbonyl)-1-piperazinyl]-2-indancarboxylic

acid.

The expected product is obtained according to the procedure described in Preparation 1,
replacing, in Step A, the 1-[(tert-butyloxycarbonyl)amino]-1-indancarboxylic acid by 2-
[(tert-butyloxycarbonyl)amino]-2-indancarboxylic acid and the benzyl bromide by 1-

bromoethane.
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eluant, to yield the expected product. 15 IR v C=0 1728
cm-1 asymetric SO2 1348 cm-1 symetric SO2 1164 cm
-1 Step D: (IRS)-1-[4-(Para-toluenesul phonyl)-1

pi perazi nyl J-1-indancarboxylic acid. To 0.181 nol of

t he compound obtained in thegstep above there are added
620 m of 20 dioxane, and then 620 nj of IN sodium

ExRREEE, s doepEhiarsamaberAuntiinahapbitand -y iperazine

evapor at edgkfirodi®stidel i sation is carried out by
addi ng 620 of I N hydrochloric acid, and then
extraction with nethylene chloride is carried out The

2 B DL S ey Pl RUBP AN e b St
yield the expected product. 25 IR v OH 1800-3000 cm 1

C=0 1706cnl C=0 1596 cm -1 -17- S02 1348-1165 cm CH. ..
To76825 mEnolceh thespérp)ognd of Preparatlon 1 there are added 550 ml of dimethyl-

foré'l E‘% : ég(é :) r?l }C{REJIT&J ?%66 é%bggﬁgart?}%éé: qula%lﬁé f)ut for 2 hours at

amb;edt Q&ﬁp&’i‘htﬁr@@hdi théteafseﬂieﬁ zﬂElbdi, thphescabgeratid@durd Gy Bblution of
of 5 acetic aci of napht hal ene and 12.5

65 ol pf Pﬁ@ﬂ:é%‘é‘éﬁdﬂ éQtral H%lef‘ﬁhxl mie. Shigénge!s continued for
20 Bgﬁlls%'a%lérﬁ tgﬁflz_ﬁljaﬁlge QH4 the Eolg‘ern(k%g :‘%henf 9v4p8¥&?é?1 Qﬁ" The remdue 1s

concentrati on residue Is n wat er
takeh @p ag ethglisceptieitbe Dsgamas;ﬂ}ash wivvdshat twyth meﬂ; dtied a[die\tabeﬂated to

. ort solid re shed wth

Weﬁ@?&ﬁ?ﬁc ‘2‘??&1 %81’1”016‘?? ?jc‘ilf%“riﬁsx%\fg@' t he expect ed
product . IR v C=0 1740 cni 10 Step F :
(IRS)-1-[4-(tert-Butyl oxycarbonyl)-1

Stapi 1 e (18) riy[43(18rt-Buddovomniwnyl)t lepipenadinyl]-1-hydroxymethylindan.

To 250 ml of tetrahydrofuran and 63.2 mmol of lithium aluminium hydride there is added,
over 1 hour 15 minutes, whilst maintaining the temperature of the reaction mixture below
20°C, a solution of 57.5 mmol of the compound obtained in the step above in 550 ml of
tetrahydrofuran. After addition, stirring is continued for 1/2 hour at 20°C; hydrolysis is
then carried out with 50 ml of isopropanol, followed by 50 ml of saturated sodium chloride
solution. Filtration is carried out and the filtrate is evaporated; the residue is redissolved in

ethyl acetate and washed with water. The dried and evaporated organic phase yields the

expected product.
IR v OH 3440 cm’
C=0 1691 cm

Step C: 4-(tert-Butyloxycarbonyl)-1-[(1RS)-1-(3,5-dibromobenzyloxymethyl)indan-1-
yil]piperazine.

To 30 ml of dimethylformamide and 5.4 mmol of sodium hydride 95 % there is added,
over 10 minutes, a solution of 3.6 mmol of the compound obtained in the step above in

50 ml of dimethylformamide. Heating at 50-60°C is carried out for 1/2 hour and the
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To 9.26 mmol of the conpound obtained in the step above
there are added 40 ml of dioxane and 37 m of IN
sodi um hydroxi de solution. To the resulting solution
there is added, dropwi se and at anbient tenperature, a
solution of 10.2 mmol of di-fert-butyl dicarbonate in
100 m of dioxane. Stirring is carried out for 5 hours
and then the digxane is 15 evaporated off. The pH_is
tengPE 1% AR 5ALRYHG N TR oeh BRIE adieperaig. 036 mmol of
tetﬁ@ﬁt?faﬁﬁh&ﬁurﬂ" foRides Rdindm Gdtlear érgﬁ tl?cﬁd ¥4t NACk) rﬁfi‘esw'at Bolution of
ethyl acetate are carried out. The organic phase’is
5.4dnminel o& rigs-dibapookxnegsll boomyidel id $mmlenbdunﬁHyMunde $tRring is

cor\glin.l(l)é'd %0'7?(%8 h%%r%oat am 1e%1t te%l}(graltgr'%ﬂr 1731 cm 20 PREPARATI ON

Thé sdifedtti€&dapBratadl S Vend tROR¥ dhe isﬁﬁbrpﬁefd?s%bmd l’éﬁ ndaeaiishing
oxylic acid. The ‘expected product is o talne

WlTéOWﬁﬂrdﬂndngﬂDSOtdhén phlovidd seletioeismairted dut. T hHerceganicaphasea isidried and

evafOFal(t dgr ?[ﬂ%upgﬂd?ng i E’BH@F‘} aRY n&omalagRhY aPBoSiioR e 88k (Fluant:

CHIZ1,2AcQELoBY 10) el il Diky eRpdresird@ise.no] - 2- i ndancar boxyl i c
acid and the benzyl brom de by 1- 25 bronpethane. -18-
IR EXANPLE €=0O 1688 cm
1-[(IRS)-1-(3,5-Di bronobenzyl oxynet hyl )i ndan- 1-yl ] pi per
azine dihydrochloride. Step A : Benzyl
g(glﬁes) 1qu&rs?atﬁrimmo@ézy@wx?m@my))nidampﬁtyﬁﬁéraylhL I -in
ancar boxyl at e To 63 he conpound o
Pr epadifpiigahipridier e are added 550 nl of dinethyl- 5
formam de and 66 nmol of caesium carbonate; stirring is
carried out for 2 hours at anbient tenperature and
Toth®¥ enhel dfhle caggednd dbmnw’dsﬁ the etep 'aboVdissol@edsial 30 hrof ethyl

of 65.7 of benz bronmide in.5
aceaatﬁébwar%mﬁ%m ks TISET 1R GOTGoR GhdD RigBHoRBracidsin digas. After
stn"f‘l‘h g%ﬁ?ia(flgg ?t'ﬁ?l%_l_ éctlélggagﬂléé F‘lge ﬁ‘rg&éfgz%& Sgﬁfﬂﬁhgﬁﬂlt?md off, washed
wimceﬂhal ecetath eamdlr Jeeni dphalyed iis wetshedfiov thaposdtion, adi idedng, the

expaerc]%d%\r/g(fl)lc{ 18 o%game%
Elemental microanalysis :

%C %H %N %CI
Calculated 45.60 4.74  5.06 12.82
Found 45.95 4.80 5.12 13.16

EXAMPLE 2 : 1-[(1RS)-1-(3,5-Dimethylbenzyloxymethyl)indan-1-yl]piperazine
dihydrochloride.

The expected product is obtained according to the procedure described in Example 1,
replacing the 3,5-dibromobenzyl bromide in Step C by 3,5-dimethylbenzyl bromide.
Elemental microanalysis :

%C w%BH %N %Cl
Calculated 65.24 7.62 6.62 16.75
Found 65.71 749  6.53 16.46
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10 yield the expected product in the formof a
colourless oil. Step B :
(IRS)-1-[4-(tent-Butyl oxycarbonyl)-1
pi perazi nyl J-1-hydroxyni ethylindan. To 250 m of
tetrahydrofuran and 63.2 mpjg.of |ithium al um ni um
hydride there is added, over 1 hour 15 m nutes, whil st
mai ntai ni ng the tenperature of the reaction m xture
bel ow 20C, a solution of 57.5 nrnol of the conpound
EXO0VPLEE
S o iy S DR UG Rt in e I ipinerazine
for 1/2 hodihydrochdeidéaydrol ysis is then carried out
with 50 m of isopropanol, followed by 50 m of
saturated sodiumchloride solution. Filtration is
StepoA F i Qq4wh-3m910§cb&rbwbﬂj ﬂ{vﬁ)e‘r&t@lﬁm&ﬁﬁcﬂmeﬁzﬁ}ﬁnﬁﬁﬁ' due
I's redissolved in ethyl acetate 'and washed with water.
The dried and evaporated organic phase yi el ds the

Th%ég&%%%q)r&[u%g% tbtalge% e!ccor\éln(g_{o%ﬁ' proce ure gzs(c)nl}f%gl:rli S%ergs A and B of

ExdmeIeGI t reBlatinkothy emitponnd Jof IPrepdrRP)r 1 -i635t8p dax knayome begdhnd of
oxyni etl:yl)indan-1- yl Jpiperazine. To 30
“@?W@Pﬂﬁlfornan1de and 5.4 mmol of sodlun1hydr|de 95 %
there is added, 25 over 10 minutes, a solution of 3.6
nmol of the conpound obtained in the step above in 50

__%U%_Of 1 QQ—T?BID' #;fﬂﬂﬁéﬁzﬁﬁxy;}'@ﬂ}zbﬂ%ﬁtz ﬁa@ J@Q&tﬁédzﬁ?ﬁrfokﬁgrtde

/"2 hour "and the - reist
al | owed to return to anblent tenperature 0. 36 mmol of
Th%%)tqge%%ld QducL 15 ogl adxe c%r%l | Sto&ﬁeﬁﬂrg?ed descgbe(hnrgteps (,e and D of

m nutes,

Examptedi, @fa&[ﬂgbﬁicﬁtﬁ)the &ﬁﬁlﬁmﬁﬁ dbfeidl il St A above and 3,5-dimethylbenzyl
dinethyl formam de. Stirring is continued for 20 hours

broggidenhi ent tenperature. 5 The solvent is evaporated
EISduadndbhe, residue is then redissolved in ethyl
g wth water and with sodi um chl ori de
solutlon |§5Carr%ﬁﬂ owte.N Thelsaigani ¢ phase is dried and

vapor at ed, _The roduct |s purlfled by chr omat ography
Chgﬁig? i ca 6%?4(e?9%nt

Found 65.92 7.52 6.64 16.91

EXAMPLE 4: (1RS)-N-(3,5-Dibromobenzyl)-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

Step A :  (1RS)-N-(3,5-Dibromobenzyl)-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-1-

indancarboxamide.

To 2 mmol of the compound of Preparation 1 there are added 50 ml of dimethylformamide,
2 mmol of 3,5-dibromobenzylamine, 2 mmol of 1-hydroxybenzotriazole and 2 mmol of
dicyclohexylcarbodiimide. Stirring for 20 hours at ambient temperature and then
evaporation are carried out. The residue is then taken up in ethyl acetate. The
dicyclohexylurea formed is removed by filtration; the organic phase is then washed with

saturated sodium bicarbonate solution, followed by saturated sodium chloride solution.
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CH2Cl 2/ AcOEt 90/10) to yield the expected product. IR vV
C=0 1688 cm -1 10 Step D :
1- ((1RS) - 1- (3, 5- Di bromobenzyl oxyn: et byl )i ndan- |
yl ] pi perazine dihydrochloride. To 2.75 nmol of the
conpound obtained in the step _above dissolved in 30 ni
of ethyl acetate there are added 15 nl of a IN
sol ution of hydrochloric acid in dioxane. After .
AT dryingy eYthorbism, au Puskicain o clremaesply cn siia gel (uant
CHICEFA QDL S 525 0 ek paded Srolidd t€shangl f. washed 15 with
et hyl acetate and then redissolved in water. After
IR evapor at N&h ad##7dmyi ng, the expected product is
obt ai ned,, Fl e tal,mcroanalysis : % %1 9N %1
Cal cul at 3025160 74 5 06 12,82 20 Found 45.95 4. 80
5.12 13.16 EXAMPLE 2: A
I-1(IRS)-1-(3,5-Di nmet hyl benzyl oxynet hyl )i ndan- 1-yl ] pi pe
Stepdy i n€l RS}V 3) 6-deihtonelote zy)Fhe] -pipeatied)-pindiichriosamide
obtai ned aceordjng to the procedure described in
Exanp éwiFM’ﬁ%ﬁ%acing the 3, 5-di bronobenzyl bromide in
Step C by 3, 5-di net hyl benzyl brom de. 25 El enent al
m croanalysis : 9% %1 YN %1 Calcul ated 65.24 7.62
Togl.@mmel g5 thepenmippus. optairedddn Be5Bepl 6bate dig@lveBXANPLE] 3f ethyl

ace ;t%éh&sﬁrg gge]' %%'r | élgyrlnli)%? %ylh\?)s(éﬁ%(t)nh %% )niygr%aﬂagé %!:Jdplln pd%xaeéie,naend the
reaction mixture is then stirred for 20 hours at ambient temperature. The precipitate
obtained is filtered off and then redissolved in 5 ml of water.
After evaporating off the water and drying, the expected product is obtained.
Elemental microanalysis :
%C %BH %N %Cl
Calculated 44.55 4.45 742  12.52
Found 44.92  4.61 7.44  11.54

EXAMPLE S : N-[3,5-Bis(trifluoromethyl)benzyl}-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3,5-bis(trifluoromethyl)benzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 51.44 4.63 7.72 11.88
Found 5142 4.73 7.71  10.82
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Step A: 2-[4-(tert-Butyl oxycarbonyl)-1

pi per azi nyl ] - 2- hydr oxyn: et hyl i ndan. The expect ed
product is obtained according to the procedure
described in Steps A and B of 5 Exanple 1, replacing

t he conpound of Preparation.4,.in Step A by the conpound
of Preparation 2. Step B: ]-[2-(3,5-Dim

t zyloxymet hyl )i ndan-2 yl]pi perazine .
E@MEN Lﬁaﬁ@rﬁ@r@maw@&%ﬂiﬁﬁa@-@splwtaambadan-Z-yl]-
accordi ng fRufyisnanehsHHSrfi§arsdnRG5ud. n Steps C and D
of 10 Exanple 1, starting tfomthe conpound obtai ned

in Step A above and 3, 5-di net hyl benzyl brom de.

enment mi cr oanal usi S:, YC. % %N, % | cul at e
Togs B3 9 ths (G oy BXimiie AJURAE8. 050 s} (GlapNorohan thre ar
addedAMIRleE nftrogen and over 20 minutes, 30 mmol of a 2N solution of borane dimethyl

(1_’RS).- N- (3,5-Di bronmobenzyl ) -1-(1-pi perazi nyl)-1-indanca
sulphids aifvi gerahyfirpfpsano cHieoréagion Snigpir\:is then refluxed for 18 hours and

LRS) - N- (3. 5--0 br onpbenzyl )-1-[4- (tert-butyl oxycar bonyl
suts bR bt Vo LRERRC Rl Anicsr 90 S hieg) ot Yo then
addddedepipeund edfRigPa atibsefuehtlyherge@bar ags8 PR 0Mouts, before
di met hyl f ormam de, 2 nmol of 3, 5-di br onobenzyl am ne,

ethingf off. H}‘?d p@y%&ngﬁkmlgaglégp]éneamtm spgigm dydroxide solution and
extgéﬁgil}ﬂgltﬁg GXHEA RO L %lgl? ieltl@;rl]'arcgﬂa{ég Tfh%rorégnig oplflrésse A washed with

nt tenperature an evapor atrén are carrie
satomated ddudurn ediloltide isslutibndtiak @and upenl rveidiyted agdeatririfititton by

di cycl ohexylurea farnmed is renoved by filtration; the,.
Chfafng'lﬁ%%f%?%ﬁhﬁ%veif%% HEIR teteHets i (Waosiorie uicid @nd siyapaidtion, the

expicfaPONRE B odintd 43y dlf}g)%_omed by saturated sodi um
chloride solution. -21- ter drying, evaporation and

Llgmenidlimieropeaiydiy: chr omat ogr aphy on silica gel (eluant:
q—|2C12/ Acq/:oICQS/‘%)H th%]\?xpe%t&d product is obtained.
Calculated 49.69 5.02 7.56 17.22

Found 49.77  5.01 7.38 17.37

EXAMPLE 7: N-Benzyl-N-methyl-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-benzyl-N-methylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 63.66 6.99 995 1537
Found 63.64 6.71 10.24 15.86
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IR v NH 3347 cmi  C=0 1668 cmt 5 Step B :
(I'RS)-N-(3,5-Di bronobenzyl)-1-(lI

pi perazinyl)-1-inda,:carboxam de dihydrochloride. To
1.6 mmol of the conpound obtained in the step above

di ssolved in 30 m of ethyl _j,pacetate there are added 15
m of a 4N solution of hydrochloric acid in dioxane,

rtlsa[; tion mxture is then stirred for 20 hours
—ME  8nt 1 éﬁ‘éér@b%Pé‘.“efm@eﬁﬂé‘@?‘b‘i‘?‘é‘b@mdﬁ@'bbﬂaipﬁéfﬁmi%

filtered o redissolved in 5 m of water.

After evapgfrhgtapﬁ%ltl%?@e't he water and drying, the

expected product is obtained. Elenental mcroanalysis

. Y 9] 9N, Y 4.4.5%4.45 7.42 12.52 15 .
Thggéﬁe&’é?&%@égl bct:gll_ngr(ﬁlogtiqepgﬂat geeagpound of Exar.nple 2 on a chiral
HPYd &emBl s(trifluoromet hyl ) benzyl] -2-(1-pi perazi nyl) - 2-

i ndan- car boxam de di hydrochl ori de. The expected

product is obtained according to the procedure of

e 4, ti from the conpound of Preparation 2
Emﬁ—& bi éicl@511r@%’rgmwmeﬂal%?waﬁﬁhmmdze-lﬁy'éwaﬁfa&me
m cr oanal yﬁihérdioc gib. YN % Cal cul ated 51.44 4.63

7.72 11. 88 ound 51.42 4.73 7.71 10.82 -22- EXAMPLE 6:
[3,5-Bis(trifluoronethyl)phenyl]-N{[2-(1-piperazinylin

dan- 2- t hyl th ' trihyd h ide. To 3 .
TSP S PRI DIt are £ dip BB I0GIoCS BPPRE iy SGefitoprof the
cotBburRNfExafipleN ol R8HRa1HELC column.

EXAMPLE 10 : (1RS)-N-[3,5-Bis(trifluoromethyl)benzyl}-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, replacing the
3,5-dibromobenzylamine in Step A by 3,5-bis(trifluoromethyl)benzylamine.
Elemental microanalysis :
%C %H %N %CI
Calculated 50.75 4.63 7.72  13.03
Found 51.08 486 7.79 1345

EXAMPLE 11 : (1RS)-N-Benzyl-N-methyl-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 1 and N-methylbenzylamine.
Elemental microanalysis :
%C %BH %N %Cl
Calculated 62.56 692 995 16.79
Found 62.27 686 9.73 1791
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added, under nitrogen and over 20 m nutes, 30 mmol of a
2N solution of borane dinethyl 5 sulphide in
tetrahydrofuran. The reaction mxture is then refl uxed
for 18 hours and subsequently returned to anbi ent
tenperature. 50 ml of 4N hydjochloric acid are then
added dropwi se and refluxing is subsequently carried

in f 0 _ho , . before evaporating off the

EXAhARELE . 1lk Riphapkef b rrmeBaD indanyr Bnipaeazine

sol uti on apf,vafsdHisSGad. N9 the reaction mxture with

et hyl acet at g The organi ¢ phase is washed with 10

saturated sodi um chl oride solution, dried and then

evaporat ed.. Af.te urification b chy oma raphy, )
g SFHEHE Gfandis Shialef rotifing R o roRRBHT 61 BEqTablAr starting from
thefdARRDLAl bPPrephidfion 2%REBIpRENROHHE Y] Broplifiai ned af ter

drying. El emgnt al mecr ofg\)nal}ly?sio&s}l : yg/6.‘,r%-l ON % 15
Elqnxngal|nsicvaandlysi6® 5. 02 7.56 17.22 Found 49.77 5.01 7.38

17.37 EXAMELE 7:

N- Benzyl - N-)F_rét hy%—lir- ( 1%d}lper%qunyl ) - 2- i ndancar boxam de
Catihdiorely ochl gg.ivgle. 6. 8he expect eds. gy oduct i s obtai ned

according to the procedure of Exanple 4, starting from

Fogwd t he conpddfid 6P9Pr epdf ati0P and
N- benzyl - N-net hyl am ne. El enent al i croanal ysis : % %
9N % Cal cul ated 63.66 6.99 9.95 15.37 Found 63. 64
EXANVIPLID12 4142«(86-Didikthdxybbiriyio3/methyl)indan-2-yl]piperazine
1-[(la)-1-(3, 5-D nethyl benzyl oxynet hyl )i ndan-1-yl ] pi per
azi ne di h{ftvgEpahderides

(O

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 2 and 3,5-dimethoxybenzyl bromide.
Elemental microanalysis :
%C %BH %N %Cl
Calculated 60.66 7.08 6.15 1557
Found 60.96 730 6.07 1571

EXAMPLE 14 : 1-[2-(3,5-Dichlorobenzyloxymethyl)indan-2-yl]piperazine
dihydrochloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 2 and 3,5-dichlorobenzyl bromide.
Elemental microanalysis :
%C %BH %N %Cl
Calculated 54.33  5.64 6.03 30.55
Found 54.08 5.31 6.12  30.15
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The expected product is obtained by separation of the
conpound of Exanple 2 on a chiral HPLC colum. 5
EXAVPLE 9 :

1-[(210)-1-(3,5-D net hyl benzyl oxynet hyl )i ndan- 1-yl ] pi per
azi ne di hydrochloride. The.gxpected product is the
second of the enantioners obtained by separation of the

EX%@\%BE% :o{-[E@Mig‘hl%r(ﬂ)%n%ylgggfégt'hyﬁﬁllﬂgn?ﬁly %éra%NPLE

(1RS) - N- [ 3gihy@icehidride. uor onet hyl ) benzyl ] - 1- (1- pi perazin
yl)-1-indan- 10 carboxam de di hydrochl ori de. The
expected product is obtained according to the procedure
of . Ex le.4, .replacing the .3.5-di bronobenzyl am ne in
T RSty i, PR BN Pk Br a1 REHEGT ARl attde from
thelco@ipBiidbf Prepiramdiad ¥ed 3,4-didlor¥bbiiAd H6idel5 Cal cul at ed
50.75 4.63 7.72 13.03 Found 51.08 4.86 7.79 13.45
Elemenigbpgcropanalysis :
(IRS)-N-Be | - Npet hyl -\ - ( L. pi;per azi nyl ) - 1-i ndancar box
am de di h% roch Oo%?i deéj\ﬁ'he /é%ect ed product is
Calthlapéched ag£83 ding4to 4.0 priveedure of Exanple 4,
starting from 20 the compound of Preparation 1 and
Forgaret hyl betz9f am-fe. B @frent?mi croanal ysis : %C % 9N
% Calculated 62.56 6.92 9.95 16.79 Found 62.27 6.86
9.73 17.91 -24- EXAMPLE 12 :

EXANPLEBI hEARA3,8-Dib nehdloenyzyiei hynledh yliadnn22 -yl pjpepstiag | ne
di-hydrochl (?ilillygredchloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 2 and 3,5-dibromobenzyl bromide.
Elemental microanalysis :
%C %H %N %Cl
Calculated 45.60 4.74  5.06 1282
Found 45.48 4.83  5.03 12.79

EXAMPLE 17 : 1-[2-[3,5-Bis(trifluoromethyl)benzyloxymethyl]indan-2-yl]-

piperazine dihydrochloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 2 and 3,5-bis(trifluoromethyl)benzyl bromide.
Elemental microanalysis :
%C %H %N %dCl
Calculated 51.99 4.93 5.27 13.34
Found 5248 5.05 534 1312
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The expected product is obtained according to the

procedure of Exanple 1, starting from the conpound of

Preparation 2 and bi phenyl -4-yl net hyl brom de. 5

El enental microanalysis : % % %N % Cal cul at ed

68.78 6.84 5.94 15.04 Foung69.38 7.09 5.99 15.03

EXAVPLE 13:

-[2- (3, .5- D xybenz onynet i, ndan Ri. perazin

EXAMPLR o R Bt e il oo ey o ned

accordi ng dilydRRnRirffeedure of Exanple 1, starting from

t he corrpound of Preparation 2 and 3, 5- d| nmet hoxybenzyl
brom de. Elenental nzicr-oanalysis : % % %\l ol 15

Thelc_:g)l(p%:% E*)%\ glslgbt;ng? agco%c?mél ?o Z:prgge%ﬂge o6 xamp € Oreglacc)mg the
3,51dibrdndoBeryldntit @1 9lop Azl BeryiRbdNd ) | ndan- 2-yl ] pi per azi ne
d|hydrochlor|de The expected product is obtained
e procedure of Exanple 1, starting from
20 the co nd pf Prep ati,on.,2 and 3, 5- di chl or obenzyl
br oni de. gg@mentéa)l r"z\gnal/ggls © U uH N %D
Calcalaead at eds 547 3?65664 1@;&8 30.%5 Found 54.08 5.31 6.12

30, 15 -25- EXAWVPLE
Found 5. (3, 4-G &hl o%%enz’ﬂ%’xyrfgﬁﬂ?yl )i ndan- 2-yl ] pi per azi ne
di hydrochl ori de.
EXAMPLE 19 : 1-[2-(Naphth-2-ylmethoxymethyl)indan-2-yl]piperazine

dihydrochloride.

The expected product 1s obtained according to the procedure of Example 1, starting from
the compound of Preparation 2 and naphth-2-ylmethyl bromide.
Elemental microanalysis :
%C %H %N %Cl
Calculated 67.41 6.79 6.29 15.92
Found 66.99 7.18 6.29 1569

EXAMPLE 20 : (1RS)-N-[3,5-Bis(trifluoromethyl)benzyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 1 and N-methyl-3,5-bis(trifluoromethyl)benzylamine.
Elemental microanalysis :

%C %H %N %Cl
Calculated 51.62 4.87  7.53 12.70
Found 51.40 4.85 7.48  11.77
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The expected product is obtained according to the
procedure of Exanple 1, starting from the conpound of
Preparation 2 and 3, 4-di chl orobenzyl bromde. 5

El enental microanalysis : % % %N % Cal cul at ed
54.33 5.64 603 30.55 Found_.53.99 5.46 6.03 29.99
EXAVPLE 16:

EXAMELE ST s R0 PRt FE bt kb hprmide
accordi ng ushydpecHI6q@edur e of Exanple 1, starting from

t he conpound of Preparation 2 and 3, 5-di br onobenzyl
brom de. Elenmental mcroanalysis : % %1 %N % 15

Th%kﬁ%:lt%dﬂgﬁ 'iggbéin%é a%'ccg)rginéztb %%e pr%gg&ge g? Ef(fgmf}l'esf stsait?n?é from
thelednzpolidd of Brephratibh b 40d 9redibMbidBeng ydngmy. met hyl ]

i ndan-2-yl]- piperazine di hydrochl"oride. The expected
El ierogngiyfigy ned according to the procedure of
Exanple 1, ostart} frg 20,t compound of
Preparatioﬁ§§ angﬂg;S- ﬁs(trf% uor onet hyl ) benzyl
Cabndaredle. Ebadent alsnmi cgganal 375 @ %C %H 9N %l
Cal cul ated 51.99 4.93 5.27 13.34 Found 52.48 5.05 5.34
Foynd 15 _ 26- SEXAVPLEY18: .00  28.89
(1RS) - N-Benzyl - | - (1- pi perazi nyl)-1-i ndancar boxam de
di hydrochl ori de.
EXAMPLE 22 : (1a)-N-[(1S)-1-Phenethyl]-1-(1-piperazinyl)-1-indancarboxamide

dihydrechloride.

Step A :  (1RS)-N-[(1S)-1-Phenethyl]-1-[4-(tert-butyloxycarbonyl)-1 -piperazinyl-1-

indancarboxamide.

The expected product is obtained according to the procedure described in Step A of

Example 4, starting from the compound of Preparation 1 and (1S)-1-phenethylamine.

Step B :  (10)-N-[(1S)-1-Phenethyl]-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl-1-

indancarboxamide.

The expected product is obtained by separation, by means of chromatography on silica, of

the diastereoisomeric mixture obtained in Step A.

Step C:  (1)-N-[(1S)-1-Phenethyl]-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

Starting from the compound obtained in Step B, the expected product is obtained according
to the procedure described in Step B of Example 4.



The expected product is obtained according to the

procedure of Exanple 4, replacing the

3, 5-di bronobenzyl anine in Step A by benzylamne. 5

El enental microanalysis : % % %N % Cal cul at ed

61.77 6.66 10.29 17.36 Foungg 61.63 7.06 10.24 17.38

EXAVPLE

19:1.-[2- NalohI h- 2-yl met hoxynet hyl )i ndan- 2-yl ] pi perazin
= 0 Foride. The expected product is obtained

accordi ng vpct hegppocedhyre of, Exanple 1, starting from
t he conpound of Preparation 2 and napht h-2-yl nct hyl

Cabpdriedle. EPSABNt 8192ni cP.Banal 673 : uC %1 9N %l 15
Cal,cul ated67,41.6.79 6,29 1 Found 66.99 7.18 6. 29

Foggy Col &l e b B0 278179 5539 1ps 57
(1RS)-N-[3,5-Bis(trifluoronethyl)benzyl]-Nnethyl-1-(1-

i perazi nyl)-1-i ndancar boxam de di hydrochl ori de. The
EXAMRLE 23 (B8 obhcaietiel- € bpiinging b-1thdagaobecunide
of Exanpl e / tagrti.ng from 20 the conpound of
Pr epar at | oﬂﬁ?dzﬂ‘g’lon‘qg
N-net hyl - 3, 5-bi s(trifl uoronethyl)benzyl am ne.
El emental mcroanalysis : % %1 %N\ % Cal cul at ed
Ths jexpectad groduct3s phtaped wsording 1o 4le pr@sdure 4sdribed 7in- 9p B of

EXPY & R, Fam s, Fscond of . be pgraisITes SRy dPpiice B of

Exain@ie 22di hydr ochl ori de.

El

Elemental microanalysis :

%C %H %N %Cl
Calculated 62.56 6.92 9.95 16.79
Found 62.57 7.08 990 16.32

EXAMPLE 24 : (1a)-N-[(1R)-1-Phenethyl]-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

Step A :  (1RS)-N-[(1R)-1-Phenethyl]-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-1-

indancarboxamide.

The expected product is obtained according to the procedure described in Step A of

Example 4, starting from the compound of Preparation 1 and (1R)-1-phenethylamine.

Step B : (10)-N-[(1R)-1-Phenethyl]-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-1-

indancarboxamide.

The expected product is obtained by separation, by means of chromatography on silica, of

the diastereoisomeric mixture obtained in Step A.
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The expected product is obtained according to the
procedure of Exanple 4, starting from the conpound of
Preparation 2 and 3, 5-di chl orobenzyl ani ne. 5 El enent al
m croanalysis : % %1 %N %l Cal cul ated 52.85 5. 28
8.80 29.71 Found 53.30 5.34,09. 00 28. 89 EXAMPLE 22
(1(x)- N—I(lS) 1- Phenet hyl J- 1- (1- pi perazi nyl ) -1-i ndancar
boxam 10 di hydrochl oride. Step A: (IRS)-N-[(IlS)-1
Stanlshe (A1 G- Pt~y -aiapeasormiin ipdasearboxamie
p|pergg#gMJhh”ﬂﬁmdancarboxan1de The expected product
i s obtal ned according to the procedure described in
Step A of Exanple 4, starting fromthe conpound of
Pre ara ion | and phenet hyl am ne. Step
Ths)ex C[t% Byodlu%hse ﬁEi(“HVflJacfm[d@-g( feithe B{ﬁcyﬁlgﬁﬁaqrﬂv@ﬁym) Stfp B of
ExRinBRI 2 &gt m@&ﬁgﬂ]ﬁ% 48 in 35 pexpect ed product
x|sBobtalne 5§nsepar ti ; ngagsﬁof chr omat ogr aphy
Eﬂ@um&ﬂhu@@amdvnsthe dlaster00|soner|c m xt ure obtai ned

n Step A
g)-N—[?IS)AﬁgPhe hyrf]! (Iﬁ#aera2|nyl) 1-i ndancar boxa

Cal@ifed 20 dihyser oghborides Stay g ng fromthe conpound
obtained in Step B, the expected product is obtained

Fogrdor di ng 64.69t hé2pr oc®déire estribed in Step B of
Exanple 4. -28- Elenental mcroanalysis : % %1 %N %
Cal cul ated 62.56 6.92 9.95 16.79 Found 62.69 7.21 9.85

EXAOVIPL.E 25 : (1B)-N-[(1R)-1-Phenethyl]-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step B of
Example 24.
Elemental microanalysis :

%C %H %N %Cl
Calculated 62.56 6.92 995 16.79
Found 62.71 7.25 992 1627

EXAMPLE 26 : (1RS)-N-(2-Phenethyl)-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, replacing the
3,5-dibromobenzylamine in Step A by 2-phenethylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 62.56 6.92 995 16.79
Found 62.34 7.17 9.83  16.65
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5 EXAMPLE 23 :
(1(3)-N-[(1S)-1-Phenethyl]-1-(1-piperazinyl)-1-indancar
boxam de di hydrochl oride. The expected product is

obt ai ned according to the procedure described in Step B
of Exanple 4, starting fromg.he second of the

di astereoi soners separated in Step B of Exanple 22. 10

I ' lLysis : 9% 9d 9N % Calcul at ed .

EXRMELICEL H(T60d G e Rioiohiazed1ch-pibomsetisg!-igisacarboramide
EXAVPLE 244ihydrochloride. _ _ _
(la)-N-[(1R)-1-Phenethyl]-1-(1-pi perazinyl)-1-indancarb
oxam de 15 di hydrochloride. Step A :

o LM RIS L SO SR ¥ e
3, 5RdiBbdbehsy 1 ahins i S tpat BB AL Meh1bRbLEDS 1 RhiAsedur

described in Step A of Exanple 4, starting fromthe
El pigrogralprigpar ati on 1 and (1R)- 1- phenet hyl ami ne. 20

Step B : ( 0 0 o

a)-N-[ (IR i%1§Pheﬁ’elf[hyl f]Y [ ﬁ&lert - bartyl oxycar bonyl ) -1
Capiupgsdzi nybAs8s - j.pdancasboxaiy de. The expected product

i s _obt ai ned b%/ separation, by neans of chromat ography
Fowd sj | i ca, 70f0 thé?di asfer eo%s%eri c mixture obtained

in Step A. -29- Step C

(1a)-N-[ (I R) - 1- Phenet hyl ] - 1- (1pi perazi nyl)-1-i ndancar bo
EXviiPllE 2811 2y HHPipdratinyl)eN-(3-plyeidepabypQ-indageirboxanide

obt ai ned accordi tQ the procedure described in Step B

of Exanpl &ibydrag Pf‘ﬁﬁ‘g fromthe conpound obtained in

Step B. 5 Elenental mcroanal ysis :

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3-pyridylmethylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 53.88 6.10 1257 23.86
Found 53.94 620 12.30 23.76

EXAMPLE 29 : 2-(1-Piperazinyl)-N-(2-thienylmethyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 2-thienylmethylamine.
Elemental microanalysis :
%C %H %N %S % Cl
Calculated 55.07 6.08 1014 7.74 17.11
Found 5496 6.07 1075 753 16.56
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% % 9N % Cal cul ated 62.56 6.92 9.95 16.79 Found
62.69 7.21 9.85 16.54 EXAWPLE 25:

(1(3)-N-[(1R) -1-Phenethyl] -1

- (1- pi perazinyl)-1-i ndancar boxam de 10

di hydrochl ori de. The expecteg product is obtained
according to the procedure described in Step B of

r.ting. econd of .t he
ExXABH ) 23] Finerdtinah i Fitas o B enlArindans
El ement al H&%S&%ﬁlé’ﬁh?ﬂr&ﬁlo‘i‘ﬁe%" 9N % Cal cul ated

62.56 6.92 9.95 16.79 "Found 62.71 7.25 9.92 16. 27
EXAMPLE 26:

oo L R b b 5 RS SRR o

the%hi}ioﬂﬁ&i oﬂpegaﬁh&gzta@d nl"qelfﬁfoeﬁﬁ@tﬁylyoeﬁ&ylﬁasﬁfépl e 4,
Elrepl acing the 3,5-di bronobenzylanine 1n Step A by

Fifie. EI emental mcroanalysis : % %1 9N
ol Cal cul, ed § 56 16.79 25 Found 62. 34
7.17 9. 83 SNPLH
Cald Ry N-(355f4l2)| cb1|50r ob&szyl ) r4s84 1- pi per azinyl) - 1-i ndanc
ar boxam de _di hydrochl ori de. The expected product is
Fogid ai ned aééd?di nd3to €2 prifeBlure of Exanple 4,
replacing the 3,5-di bronobenzylamne in Step A by
3, 4-di chl or obenzyl am ne.
EXAMPLE 31 : N-(2-Phenethyl)-2-(1-piperazinyl)-2-indancarboxamide

dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 2-phenethylamine.
Elemental microanalysis : |
%C 9%BH %N %CI
Calculated 62.56 6.92  9.95 16.79
Found 63.42 6.91 10.06 16.63

EXAMPLE 32 : N-(1-Naphthylmethyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 1-naphthylmethylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 65.50 638 9.17 1547
Found 65.86 652  9.83 14.72
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5 Elemental mcroanalysis : % %-1 % % Cal cul at ed
52.85 5.28 8.80 29.71 Found 53.26 5.52 8.83 28.98
EXAVPLE 28:

2-(1-Piperazinyl)-N(3-pyridyl nethyl)-2-indancarboxam d
e 10 trihydrocbloride. The_gxpected product is

obt ai ned according to the procedure of Exanple 4,

[ fr of Pr epar ation 2 and
&é&@@ﬂ& h@%rﬁ-ﬂfﬁggnﬁf%ﬁ%%l it cpwsfm%) Lindagcanhexamide
ON % 15gflassdinggge.53- 88 6. 10 12.57 23.86 Found
53.94 6.20 12.30 23.76 EXAMPLE 29 :
2- (1- Pi perazi nyI )-N-(2-thienyl met hyl)-2-indancar boxam d
The exﬂé&‘é@ﬁr‘éﬁmt% bﬁﬁmel%c&aﬁg% &k ﬁ%)@gdﬁ% of Ex2f 1@'4n?§ﬂacmg the

according to the procedure start
3,2 dibrdvectsonpauing i Steprie pa 2 alt-dioklofobamaylamine.
E12 t hi.enyl met I am ne. Elenmental mcroanalysis : % %
Rulated 55.07 6.08 10.14 7.74 17.11
Found 54.96; 6. 07941Q. 7594/n 53 kcd56 -31- EXAMPLE 30:
1-Piperazinyl)-NJ[4-(trifluoronethyl)benzyl]-2-indan
Cf’&i Hekan dé2.d9 hydedchl 860 de. 29Thle expect ed product is
ai ned a d| to pr ure of Exanpl e 4,
Fog%?‘grtl ng f?%?nb g]con‘%ggnd 4 %IC:]I’r eparation 2 and
4-(trifluoronet hyI ) benzyl am ne.

EXAMPLE 34 : (1RS)-1-(1-Piperazinyl)-N-(3-thienylmethyl)-1-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, replacing the
3,5-dibromobenzylamine in Step A by 3-thienylmethylamine.
Elemental microanalysis :
%C %BH %N %S % ClI
Calculated 55.07 6.08 10.14  7.74  17.11
Found 55.68 6.33 10.28 7.62  17.79

EXAMPLE 35 : (1RS)-1-(1-Piperazinyl)-N-(2-thienylmethyl)-1-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, replacing the
3,5-dibromobenzylamine in Step A by 2-thienylmethylamine.
Elemental microanalysis :
%C %H %N %S % Cl
Calculated 55.07 6.08 10.14 7.74  17.11
Found 55.73  6.35 1030 7.76  17.49




10

15

20

5 Elemental mcroanalysis : % %1 9% % Cal cul ated
55.47 5.50 8.82 14.88 Found 55.13 5.43 8.93 14.98
EXAMPLE 31 :

N- ( 2- Phenet hyl ) - 2- (1- pi per azi nyl ) - 2-i ndancar boxamni de
10 di hydrochl ori de. The expegied product is obtained
according to the procedure of Exanple 4, starting from

[ Qnpou f P ration 2 and 2-phenet hyl am ne. .
EXS SRR iR Sar a8 Blorebray I -oicp persedl - dpdamarboxamie

62. 56 6. 92 gthydRodifleri@e. Found 63.42 6.91 10.06 16. 63

EXAMPLE 32 :

N- ( 1- Napht hyl net hyl ) - 2- (1- pi per azi nyl ) - 2-i ndancar boxam
The@xpétitdly poatdt! i bbfthed HoBorBMRAS! ' ' i

ac_cgr di nglrt o the procedur eﬁq%f 8&5%%%%%?%?3?@%?’?%%1% the
3,2 dibravechenryemims inStapri paBsit-dlichlopbanziylamine.

Ell' n %le rrelt hyl am ne. El enmental mcroanalysis : % %
—W%%%%t ed 65.50 6.38 9.17 15.47 Found 65. 86
6.52 9.83 (72 9B3R- EYMWPLERY :

I RS)-N-(2,4-Di chl orobenzyl)-1-(1-pi perazinyl)-1-indanc
Cafqubgedini de66.4¥ hybfdchl 867 de. /4T6e expect ed product is

Foohyai ned a?ﬁggdisg%_]to khe pr&c_:&?ure of Exanple 4,

repl aci ng di bronobenzyl anine in Step A by
2, 4- di chl or obenzyl am ne.

EXAMPLE 37 : N-(Biphenyl-4-ylmethyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and biphenyl-4-ylmethylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 66.94 6.45  8.67  14.64
Found 66.26 641 857  14.09

EXAMPLE 38 : N-(3,5-Dimethylbenzyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3,5-dimethylbenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 63.30 7.16  9.63 16.25
Found 63.50 7.28 1023 16.19
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5 Elemental mcroanalysis : % %1 9% % Cal cul ated
52.85 5.28 8.80 29.71 Found 53.69 5.31 8.84 30.27
EXAVPLE 34;

(IRS)-1-(1-Piperazinyl)-N(3-thienyl methyl)-1-indancarb
oxam de 10 di hydrochl ori de.34lhe expected product is
obt ai ned according to the procedure of Exanple 4,

' 3, 5-di bro nzyl am.ne jin Ste by .
XS N e PR e AR dn drncarboxgimig,
ON %8 % gtSdFeddsi@ded 55.07 6.08 10.14 7.74 17.11
Found 55.68 6.33 10.28 7.62 17.79 EXAMPLE 35 :
(I RS)-1-(1-Piperazinyl)-N(2-thienylnmethyl)-1-indancarb
The%RPdAR dpreaﬁat 4§ 96talreH iad8ordihB 8o TPHSL AR @apﬁy&hplz&x, starting from

T
obtai ned according to the procedure of Exanple 4,
ther copinaund gf Pisparation 3 agd (iR bniyedylaminé.ne in Step A by

Elz-t hi.enyl met hyl am ne. El enental m croanalysis : % %
m—% QanEXul ated 55.07 6.08 10.14 7.74 17.11
Found 55. 78; 6. 359%419. 3094876 %7c/49 - 33- EXAVPLE 36:

I RS)-N-(3,5-Di chl orobenzyl)-1-(1-pi perazinyl)-1-indanc
Ca &b deb2.d6 hy@Pdchl BP9 de. /0THE expected product is

FoRyai ned a{g%%di pg3to Vg, prpegdure of Exanple 4,
SIANE X ,

repl aci ng di bronobenzyl anmine in Step A by
3, 5-di chl or obenzyl am ne.

EXAMPLE 40 : N-[(1S)-1-Phenethyl]-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and (1S5)-1-phenethylamine.
Elemental microanalysis :
%$C %H %N %Cl
Calculated 62.56 6.92 995 16.79
Found 62.83 7.10 10.34 16.19

EXAMPLE 41 : (1RS)-N-(2-Methoxybenzyl)-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 1 and 2-methoxybenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 60.27 6.67 958  16.17
Found 59.71 6.91 9.41 15.88
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5 Elemental mcroanalysis : % %1 9% % Cal cul ated
66.94 6.45 8.67 14.64 Found 66.26 6.41 8.57 14.09
EXAMPLE 37:

N- ( Bi phenyl - 4-yl et hyl ) - 2- ( 1- pi per azi nyl ) - 2-i ndancar box
am de 10 di bydrochl oride. The expected product is
obtained according to the procedure of Exanpl e 4,

LT M S L A—

% 9N O/&ZI dibydEedmeri@s.ed 66.94 6.45 8.67 14.64 Found

66.26 6.41 857 14.09 EXAWVPLE 38:

N- (3, 5- Di net hyl benzyl ) - 2- (1- pi perazi nyl)-2-i ndancar boxa
Th@eﬁlﬁectéﬁ' PeEQ %" betairnde acd_d}&nﬁ)w% ﬁr@c&fu?éj BEExd rﬁgl@ bt ?ﬂaﬁﬁ% from

according to the procedure of start rom
ﬂKZ@HﬁW@H@QﬁB@@ﬁdﬁom1@m@§éﬁhnw&wﬁznaddnnw

Elsi E})l gl nmet hxl Qenzyl am ne. Elenental mcroanalysis : %
ulated 63.30 7.16 9.63 16.25 Found
63.50 7.28940. 239/84. 194,]34 EXAVPLE 39:
N- 5( 1R) - 1- Pbenet byl | - 2- ( 1- pi perazi nyl ) - 2-i ndancar boxam

Cafpalateli hydr 62R0 or 7-dé. T%é3expé%l%d product is obtained
FoRggording B?8bhea8500699 é?gganple 4, starting from

he conpound of Prepardtion and
(1R) - 1- phenethylanrne

EXAMPLE 43 : 2-(1-Piperazinyl)-N-(3-thienylmethyl)-2-indancarboxamide
dihydrochloride.

‘ﬂ.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3-thienylmethylamine.
Elemental microanalysis :
%C %H %N %S % Cl
Calculated 55.07 6.08 1014 7.74  17.11
Found 55.34 6.53 9.93 796  17.70

EXAMPLE 44 : N-(3,5-Difluorobenzyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3,5-difluorobenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 56.76  5.67 9.46 15.96
Found 57.26 5.74 9.45 1541
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5 Elemental mcroanalysis : % %1 9% % Cal cul ated
62.56 6.92 9.95 16.79 Found 62.49 7.03 10.44 16.97
EXAVPLE 40:

N-[(1S)-1- Phenethyll-2 (1- pi perazi nyl)-2-indancar boxam
de 10 di hydrochl oride. The_gxpected product is
obt ai ned according to the procedure of Exanple 4,

e of . Prepar.at.i.on

XA E s Mol B e piner R oF GaRdamearbopmis

9N %0 154fiRldesdiadgde.62. 56 6.92 9.95 16.79 Found

62.83 7.10 10.34 16.19 EXAMPLE 41 :

(I RS) - N- (2- Met boxybenzyl ) -1-(1-pi perazinyl)-1-indancarb
Th@)é@ﬁéd@&i préatiotds @Bﬁhﬁﬂ'a@@ordlﬁg% %ﬁ%&&ﬁlr@ Bpﬁﬂﬁhpl'esll starting from

obt ai ned according to the procedure of
thesqomrnoung of Preparation £ laad éomibﬂmwemzrylahulepar at | on 1 and
EUZ thoxybenf I ami ne. Elenmental mcroanalysis : % %
—Jaﬁgaék——égﬁ%ggﬁted 60. 27 6.67 9.58 16.17 Found 59.71

6.91 9.41 &5Cs8 oB3E- BEXAWPLEAZ:

%ﬁRS N- (3, 5-Di net hyl benzyl ) - 1- pi perazinyl)-1-indanc
Ca %H%énlde5057hyéﬁ60hlﬁﬁﬁde-“ﬁ e expected product is

ai ned a di to prp ure of Exanple 4,

Pb?g&rtln f?g%$ EgQCO }%gﬁd c?ﬁgreparation 1 and

3, 5- dlnethylbenzylanlne

EXAMPLE 46 : N-(4-Bromobenzyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 4-bromobenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 51.76 5.38 862  14.55
Found 5230 536 890 13.95

EXAMPLE 47 : N-(3-Bromobenzyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3-bromobenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 51.76 538 862  14.55
Found 52.08 5.60 884 1443
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5 Elemental mcroanalysis : % %1 9% % Cal cul ated
63.30 7.16 9.63 16.25 Found 62.89 7.53 9.44 16. 06
EXAVPLE 43

2- (1- Pi perazi nyl)-N-(3-thienyl net hyl)-2-indancar boxam d
e 10 di hydrochl oride. The eypected product is obtained
according to t he procedure of Exanple 4, starting from

e arati.,on 2 and. I
EXANRL R Gl 3R 200 Bl kini Dindnea exbie o
55. 07 6. 08d didchloride.17. 11  Found 55.34 6.53 9.93 7.96
17. 70 EXAVPLE 44:
N- (3, 5-Di fl uorobenzyl ) -2-(1- pi perazinyl)-2-i ndancar boxa
Th8leffectddl proaic? G bbtainde ac%&ﬁng)f@‘ﬁi‘etﬁ@cé&l%wﬁlixérﬁpl@ bt QﬂaHﬁ% from
according to the procedure of 4, starting from
thexgnipeund effrgpardtier 2 w@ﬁ@hbmh@nzyﬁamm
573 % |fl%8r enzylanrne El emental mcroanalysis : %C
ulated 56.76 5.67 9.46 15.96 Found
57 26 5. 7490¢C45 ah741 9436- BXANPLE 45:
4 thho&%benzg } hél pi perazi nyl ) -2-i ndancar boxam d
Chémfﬁﬂﬁydroé Porid8? Thd4@xpett@d product is obtained
Fopggording 592§he%@§ocegyge _%iéyanple 4, starting from

he conpound of Preparation and 4 nethoxybenzylanrne

EXAMPLE 49 : N-Benzyl-2-(1-piperazinyl)-2-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and benzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 61.77 6.66  10.29 17.36
Found 61.09 6.74 1024 16.80

EXAMPLE 50 : (1RS)-N-(3,5-Dibromobenzyl)-N-methyl-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 1 and N-methyl-3,5-dibromobenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 45.54 4.69 7.24 1222
Found 45.11 4.73 714 1296
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5 Elemental mcroanalysis : % %1 9% % Cal cul ated
60. 27 6.67 9.58 16.17 Found 59.45 6.79 10.41 16. 36
EXAVPLE 46:

N- (4- Bronmobenzyl ) - 2- (1- pi per azi nyl ) - 2-i ndancar boxam de
10 di hydrochl oride. The expegted product is obtained
according to the procedure of Exanple 4, starting from

ou f Preparation 2 and 4-bronobenzyl am ne.
Eﬁéﬁﬁm = M&aﬁa Bis(irifigeropmethyhenzylaxynethyhndand-yll-

5176 5 38 BefRidéuibPardehiihes2 30 5. 36 8.90 13. 95
EXAMPLE 4

N- (13- Bronmobenzyl ) - 2- (1- pi perazi nyl ) - 2-i ndancar boxani de
Thé 'eﬂ)’ééfe‘aﬁﬂg%@ﬁdt ACobtdiABd %&?&hg?o BE%Q%% euﬁéopﬁizﬁhﬂlgq, ptarting from

accordi to the procedure , Starting
the2@mpoend of Rrepardtiaf 1 Endpartat(irdivoPoraetblyl)benzyl bromide.

Els_ brgrmbenz | am ne. El enental mcroanalysis : % %1 %N
JMM%“’ s 51.76 5.38 8.62 14.55 Found 52.08 5. 60
8.84 14.430;37- R¥AVPLE M8: o )
N- (4- Cbl or obenzyl ) - 2- (1- pi perazi nyl)-2-i ndancar boxam de
CaBubwelt ochl of-Ple. 4. %he ekxpéct .3 oduct is obt ai ned

Fo?;%fordi ng to.f helf:)g;ocegl (ano]fzgﬁ?(anpl e 4, starting from

e conpourid”of Prepara and 4-chl orobenzyl am ne.

EXAMPLE 52 : 1-[(1RS)-1-(3,5-Dichlorebenzyloxymethyl)indan-1-yl]piperazine
dihydrochloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 1 and 3,5-dichlorobenzy! bromide.
Elemental microanalysis :
%C %H %N %Cl
Calculated 5433 5.64 603 3055
Found 54.97  5.81 6.00  29.88

EXAMPLE 53 : 1-[(1RS)-1-(3-(Trifluoromethyl)benzyloxymethyl)indan-1-yl]-

piperazine dihydrochloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 1 and 3-(trifluoromethyl)benzyl bromide.
Elemental microanalysis :
C %H %N ‘%C(l
Calculated 57.03 587 605 1530
Found 56.75 6.33 5.81 15.16
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5 Elemental mcroanalysis : % %1 9% % Cal cul ated
56.96 5.92 9.49 24.02 Found 57.22 6.03 9.46 24.07
EXAVPLE 49

N- Benzyl - 2- (1- pi per azi nyl ) - 2-i ndancar boxamn de

di hydrochl oride. 10 The expegf ed product is obtained
according to the procedure of Exanple 4, starting from

e ugdo(l -?Pf Preparati on 2 and benzyl an ne. .
ME F fi(Lkdpsrariny DN-2-gyrigdyimgthykr2-indanearbaxamaide
61.77 6. 6643y 8clbriaf. 15 Found 61.09 6.74 10.24 16.80

EXAMPLE 50
(IRS)-N-(3,5-D bronobenzyl)-N-nethyl -1-(1-pi perazinyl) -

Thé 'ek%%@é?l‘ prﬁéﬁ& Q& Bmaga%d %&}f%}hg G lRs fi;r%gedu-lrp 6r gg@ﬁeﬁ% ]?19 starting from

product s obtained accor gto proce
thetcoampplied df Prepanatiomg ahd dpyritiilenetioipoimad of Preparation 1
and met hyl - 3, 5- di br onbbenzyl am ne. 20 El enent al
Elepe 0GRS "o ofy opl %0 Cal cul ated 45.54 4. 69
7.24 12. 22945 Eoungs #5. 1y i, 73,714 12. 96 -38- EXAMPLE
51:
CafauR@yd 1-[ 15388 5-8il8(t riZFlLordhdéd hyl ) benzyl oxynet hyl )i nd

an-1-yl] pLperazj di O(I_:%J i de. The expected
Fogd quct iskgg?ai &123 acl{;%%i ‘?5:) the procedure of
Exanple 1, starting from the conpound of Preparation 1
m@ﬁ#;g-&£—rﬂi£ér%g{n9ﬁ—tz¥-lp)ylbi geréthgf)ﬁ&rflln (zelilcasrb([%l{aerglE et al

trihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3-pyridylmethylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 53.88 6.10 12.57 23.86
Found 53.92 594 1243  24.62

EXAMPLE 56 : N-(2-Bromobenzyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 2-bromobenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 51.76 538 862 14.55
Found 52.54 5.33 8.66 1377
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% % 9N % Cal cul ated 51.99 4.93 5.27 1334 Found
52.31 4.77 5.28 13.54 EXAMPLE 52 :

1-[(IRS)-1-(3,5-Di chl orobenzyl oxynet hyl )i ndan- 1-yl ] pi pe
razine 10 di hydrochl oride. The expected product is
obt ai ned according to the prgcedure of Exanple 1,
starting from the conpound of Preparation | and

- (i 0[O zyl brom de. Elenental_ microanalysis :
EXARIR) R A TG broheoah i mncragns D melan e mice
Found 54. 9&ih§'d§éch%19@e.29- 88 EXAMPLE 53 :
1-[(1RS)-1-(3-(Trifluoronet hyl)benzyl oxynet hyl )i ndan-1 -
yl']- piperazi ne di hydrochl oride. The expected product
The SxpRic | i i
P Pt 930 LrAAE 19SEALERL Ol EXARLR, dorig o
thegeqmpoufid abPspaatien 2 beh#yfluokbeniydaninEl enent al

Eynicrqanal sis .. Y %1 %N % Cal cul ated 57.03 5. 87
%ﬁ%—ﬁ—% Crognapisind 56. 75 6.33 5.81 15.16 -39- EXAMPLE 54
: %C %H %N %Cl

Z-Sl-PiperazinyI)-N—(2-pyridyInethyl)-2-indancarboxanid
Cageulgted hydr &8 1h6 or -dé. THh86 expledd product is obtai ned

Fb?ﬁgording gggghegegoceggée qéigﬁanple 4, starting from

e conpound of Prepar@d@tion d 2-pyridyl nmet hyl am ne.
5 El enental m croanal ysis
EXAMPLE 58 : N-(4-Methylbenzyl)-2-(1-piperazinyl)-2-indancarboxamide

dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 4-methylbenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 62.56 6.92 9.95 16.79
Found 62.15 6.60 9.78 17.06

EXAMPLE 59 : N-(3,5-Dibromobenzyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3,5-dibromobenzylamine.
Elemental microanalysis :
%C %H %N %C
Calculated 44.55 4.45 7.42 12.52
Found 44.53 4.76 735 12.22
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% % 9N % Cal cul ated 53.88 6.10 12.57 23.86 Found
52.54 6.13 12.00 23.85 EXAMPLE 55:

2- (1- Pi perazinyl)-N(3-pyridyl methyl)-2-indancar boxam d
e 10 trihydrochloride. The expected product is
obt ai ned according to the prgcedure of Exanple 4,
starting from the conpound of Preparation 2 and

- i d thyl am.ne. El enental m croanal ysis ;. % %
MM*@@%@@@{ OBemg YBgiwﬂstvetggf%@-prmmnyl)—z-
53.92 5. 94 : I@{M .
N-(2-Br onglggﬁg%)b-ggﬁlﬁ?ﬂepi per’lgzﬁi]ﬁy d)e'- 2- i ndancar boxam de
di hydrochl oride. The expected product is obtained
Thé R PWodiRt H"@ot?ﬁl@& qeldr&nLho %%afg%e%uf]e ofSERMHI0Y, §h@e from

20 the conpound of Preparation
theZomponmbefifrgpaations? ad Nreethgl3, fibis(wdluatonsdtisyl)bediy188ineN
El % . Cal cul qt ed 51.76 5.38 8.62 14.55 Found 52.54 5.33
efiepial ucrognalyss | ExANPLE 57:
N- (4- Fl uorglenzydy)g 2- (-npi peyagi nyl ) - 2-i ndancar boxam de
di hydrochl ori de. The expected product is obtained
Calgglagaddi ng 13031 he-$f oceitd e Fk84xanpl e 4, starting from

t he conpou f par.akj on nd 4-fl uorobenzyl am ne.
Fmgufél ement a '%Jcrgg%al y@@s : 9'2766

EXAMPLE 61 : 2-(1-Piperazinyl)-N-[4-(trifluoromethyl)benzyl]-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 4-(trifluoromethyl)benzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 55.47 550 882 14.88
Found 55.24 532 862 14.70

EXAMPLE 62 : N-(2-Naphthylmethyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 2-naphthylmethylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 65.50 6.38 9.17 15.47
Found 66.04 622 9.00 1529
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% % 9N % Cal cul ated 59.16 6.15 9.86 16.63 Found
58.93 6.04 9.69 16.81 EXAWPLE 58:

N- (4- Met hyl benzyl ) - 2- (1- pi perazi nyl ) - 2-i ndancar boxam de
10 di hydrochl ori de. The expected product is obtained
according to the procedure of, Exanple 4, starting from
the conpound of Preparation 2 and 4-nethyl benzyl am ne.

I | ysi s %uC %] 9N % 15 Cal cul at ed

@Eﬁ&ﬂﬁé&% ¥@be%u il lepipeeazinydh2-dndagcarboygmide

EXAVMPLE 59ihydrochloride.

N- (3, 5- Di br ohobenzyl ) - 2- (1- pi perazi nyl) - 2-i ndancar boxam

i de di hydrochl oride. The expected product is obtained
TheeERcINFodiRet ﬁéﬂ@ot%e& eEtdFEinot Sk At 109

ZOﬁ?gce trzig?moun of Prepar a?ié)o%%aﬂgﬁ%e%u% © pIes, §t51‘?i‘ﬁ‘g from
theZoBpdiniyt ofitroparatydnadrame3, 5 @i furzob alzylamiier oanal ysis @ %C

El%—I A IRAY, |.cul ated 44.55 4.45 7.42 12.52 Found
M’" cregr 12.22 -41- EXAMVPLE 60 :
N-[3, 5-Bi s¢gai flayggyomeyhyl ) begzyl ] - N-net hyl - 2- (1- pi pera

zi nyl)-2 i ndancar boxam de di hydrochl ori de. The expected
Ca{w t i s9GBt aihél act#r di 1d-%% the procedure of

Folxampl e 4,5qsg;lrg_4gp fr@g@ trgsog%gnpound of Preparation 2

and N-neth P s(triT t hyl ) benzyl am ne. 5
El enental m croanal sis :

EXAMPLE 64 : (1RS)-1-[1-(3-Fluoro-5-(trifluoromethyl)benzyloxymethyl)indan-1-

yl]lpiperazine dihydrochloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 1 and 3-fluoro-5-(trifluoromethyl)benzyl bromide.
Elemental microanalysis :
%C %H %N %Cl
Calculated 54.89 544 582  14.73
Found 54.78 558 579  14.65

EXAMPLE 65 : (1RS)-1-(1-Piperazinyl)-N-[3-(trifluoromethyl)benzyl]-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 1 and 3-(trifluoromethyl)benzylamine.
Elemental microanalysis :
%C %H %N %CI
Calculated 5547 550 8.82 14.88
Found 56.07 578 879 1473
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% 9 9N % Cal cul ated 53.37 4.94 7.78 9.84 Found
53.21 5.15 7.63 9.78 EXAMPLE 61
2-(1-Piperazinyl)-N-[4-(trifluoronethyl)benzyl]-2-indan
- 10 carboxam de di hydrochl oride. The expected product

i s obtained according to thegprocedure of Exanple 4,
starting from the conpound of Preparation 2 and

eXabfang b T P e i ol miseru FE GinutsmeyBebony -1
Found 55. 2 dandAribr8RidddibgarohRE, 62

N- ( 2- Napht hyl et hyl ) - 2- (1- pi per azi nyl ) - 2-i ndancar boxam
de dihydrochl oride. The expected product is obtained

T&%&Qé@éd"ﬁkoﬁﬁ’cttlb SbRiRaedreingfto @f@ﬁﬁlcé‘dlﬂe of ERihpRY, KlaAMg from
20 the co u of Preparation 2
thechmnﬁy?ﬁmwnaml rad mﬂvhﬁdtnﬂnomhﬁb@cszﬁmmrmc o%H
%}I Cal clulat ed 65.50 6.38 9.17 15.47 Found 66. 04

—"é’%&é”—%%% - 42- EXAMPLE 63:

N- (3, 5- Di f byugr obengyl ) ¢e2v( 1-@igrer azi nyl ) - 2-i ndancar boxa
m de di hydrochl oride. The expected product is obtained

Cajeddtedli ng” $638heSgfocedire of4#anple 4, starting from
FO%”(Z corrpouggl of ?rﬁpargtwond?z, and

di fluoro enzyl am ne enental mcroanalysis :

EXAMPLE 67 : N-(3,5-Dichlorobenzyl)-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-methyl-3,5-dichlorobenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 53.79 554 855  28.87
Found 54.52 550 8.68  27.84

EXAMPLE 68 : (1RS)-N-(3,5-Difluorobenzyl)-N-methyl-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 1 and N-methyl-3,5-difluorobenzylamine.
Elemental microanalysis :
%5C %H %N %Cl
Calculated 57.65 594 917 1547
Found 57.73 629 9.06 15.71
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% % 9N % Cal cul ated 56.76 5.67 9.46 15.96 Found
56.87 5.81 9.49 15.99 EXAWPLE 64:
(1RS)-1-[1-(3-Fluoro-5-(trifluoronethyl)benzyl oxynet hyl
)indan-1- 10 yl] pi perazi ne di hydrochl ori de. The
expected product is obtainedqpaccording to the procedure
of Exanple 1, starting from the conpound of

3 ' -f | -5 (trifl thyl)b I
EXASHLE Y St These SR emet oo s £ -
Cal cul at ed 44 : Eﬁﬂﬂﬁ- F.5.58 5.79
14 65 BEXA NBlEf'Eergénﬁ) AdindaRcarbixdmide ocHlofide.
(1RS)-1-(1-Piperazinyl)-N[3-(trifluoromethyl)benzyl]-1
Thel dxgadled AR Bbekthedi Y SHIREN Ahd ?Focec'ﬂl}@ o ¥R&EGHRY, starting from
product 1s obtained according to the procedure of
theegempsiuad f Peaparationd ahd dhmettyl-8Hiiocofitifhorafiethyl)benzylamine.

ElPre ar ation 11 and 3-(trifluoromethyl)benzyl am ne.
%%Q%W#ﬂéfﬂéanal ysis : %€ % 9N %3 Cal cul at ed
55.47 5.5098¢82 34188 ofgundepr 07 5.78 8.79 14.73 -43-

EXAMPLE 66:
Calewdgpd 1- (15¢B3fer aBPny| $ 2R/ mefh§f - N- 13- (tri f | uor onet hyl )

FR5Rzy11-1 ispdancarhoxagi,de d”?xgrochl oride. The

expected product "1's obtained according to the procedure
of Exanple 4, starting from the conpound of

Preparation 1 and . ] . .
EXARLE 0 3 (RS H A6 SRifgrohsersgrams hedingamtleviipiparazine
m cr oanal Y §irydrochloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Préparation 1 and 3,5-difluorobenzyl bromide.
Elemental microanalysis :
%C %H %N %Cl
Calculated 5847 6.08 6.49 16.44
Found 5836 6.04 649 1630

EXAMPLE 71 : N-(3,5-Dibromobenzyl)-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-methyl-3,5-dibromobenzylamine.

Mass spectrometry : ESI : [M+H]" m/z 506.0

EXAMPLE 72 : N-[3-(Triflnoromethyl)benzyl}-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-methyl-3-(trifluoromethyl)benzylamine.

Mass spectrometry : ESI : [M+H]" m/z 418.2
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% 9 YN % Cal cul ated 56.33 5.76 8.57 14.46 Found

56.10 5.78 8.47 14.72 EXAVPLE 67:

N- (3, 5-Di chl orobenzyl ) - N- et hyl - 2- (1- pi perazi nyl)-2-ind

an- 10 car boxani de di hydrochl ori de. The expect-ed

product is obtained accordiig.to the procedure of

Exanple 4, starting from the conpound of Preparation 2

and N-net hyl -3, 5-dictil orobenzyl am ne. El enental

m croanal ysis : % %1 %N % 15 Cal cul ated 53.79 5.54
E)@Mﬁm&ﬁm-(ﬁgtmﬂlu%ﬂo&%zﬂ)@ﬂnfetﬁﬁ RA-FiheFasi1}-E-if@an-

( IRS) NF(3 | uor obenzyl ) - N-nmet hyl - I'- (1- pi perazi nyl)

- 1-i ndan- @abbwmdﬁdehmmymvém ori de. The expected

product I s obtained according to the procedure of

nple 4, starting from 20 the conpound of
Th@ﬁmﬁa&eétpr@duq isgptdaiRedragdeyding (G thg Hrbmnmb@frﬁmh #estarting from

El enen croa % | cul at ed
the gy AEBUAP S SN Y3 Nosporhlf E8 ottt 3 57 s
Mk} bmBBy : ESI : [M+H]" m/z 386.2
(1RS)-N-[3-Fluoro-5-(trifluoronetbyl)benzyl]-N nethyl-|
-(1 piperazinyl)-1-indancarboxam de di hydrochl ori de.
EXAMPEXPRC M43 3Dk hylben H1)-N-methy 2 Q@ fip &8 zing )i Didan-
procedure of Exanple 4, starting from the conpound of
Pr epar at i offrpoxspide dihydrochloride.
N-net hyl - 3-fl uoro-5-(trifluoronethyl)benzyl am ne. 5

El emental m croanal ysis :
The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-3,5-dimethylbenzylamine.
Mass spectrometry : ESI: [M+H]" m/z 378.3

EXAMPLE 75 : N-Benzyl-N-methyl-[2-(1-piperazinyl)indan-2-yljmethanamine

trihydrochloride.

The expected product is obtained according to the procedure of Example 6, starting from
the compound of Example 7.

Mass spectrometry : ESI : [M+H]" m/z 336.2

EXAMPLE 76 : N-[3-Fluoro-5-(trifluoromethyl)benzyl]-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3-fluoro-5-(trifluoromethyl)benzylamine.
Elemental microanalysis :
%C %H %N %CI
Calculated 5345 510 850 @ 14.34
Found 5355 529 873 13.74
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% % 9N % Cal cul ated 54.34 5.35 8.27 13.95 Found
53.78 5.68 8.11 14.83 EXAMPLE 70
(IRS)-1-[1-(3,5-Difluorobenzyl oxynet hyl )i ndan- 1-yl ] pi pe
razine 10 di hydrochl oride. The expected product is
obt ai ned according to the prggcedure of Exanple 1,
starting from the conpound of Preparation 1 and

~di 0 bronmi de. El e m croanal ysis_:
ExNipfe ' SN O Btugro B B ety i g aripSisg Dindan2 -
Found 58. 3fefhdifhnfind Brillfar3ehIGHAVPLE 71 | |
N- (3, 5- Di bronobbenzyl ) - N- net hyl - 2- (1- pi perazi nyl ) -2-i nda
n- carboxam de di hydrochl ori de. The expected product is
The Rk péoRaidhrag A ifli bnﬁnfe@ ab&Rd
st aﬁ Ffidpfrom 20 t he com@ggg%ﬁﬁgfﬁggg{a Aﬁpzlé6 gitamng from
thwoﬁmonm?oﬁ’ﬁ&rdplbﬂémbenzyl am ne. Mass spectronetry :
&S l[ MEH] - Z 506. 0 EXAVPLE 72
= i fret hyl ) benzyl | - N- et hyl - 2- (1- pi per azi ny!
) - 2-i ndan- og@r boxam degsdv hydwquhl ori de. The expect ed
product is obtained according to the procedure of

Caé&‘éfﬁﬁ(e 4, 5@?5”6% frérf 254he conpound of

parati o an
FOE&(? t hyl - 9f§?|f uor orretsfwyl )%enzyl am ne. Mass

spectromstry : ESI: [MtH' mz 418.2 -45- EXAMPLE 73 :

EXRbLE L NS BRGNPt
obt ai ned ?ﬁﬁdizdialﬁ@iné arikydrophlogiddur e of Exanpl e 4,
starting from

The expected product is obtained according to the procedure of Example 6, starting from
the compound of Example 74.
Mass spectrometry : ESI : [M+H]" m/z 364.3

EXAMPLE 79 : N-(3,5-Dichlorobenzyl)-N-methyl-[2-(1-piperazinyl)indan-2-yl]-

methanamine trihydrochloride.

The expected product is obtained according to the procedure of Example 6, starting from
the compound of Example 67.
Mass spectrometry : ESI : [M+H]" m/z 404.2

EXAMPLE 80 : N-[3-Fluoro-5-(trifluoromethyl)benzyl]-N-methyl-2-(1-piperazinyl)-

2-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-3-fluoro-5-(trifluoromethyl)benzylamine.

Mass spectrometry : ESI : [M+H]" m/z 436.2
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t he conpound of Preparation 2 and

N- et hyl - 3, 5-di fl uor obenzyl am ne. 5 Mass spectronetry
ESI: [MtH]' mz 386.2 EXAVPLE 74:

N- (3, 5- Di et hyl benzyl ) - N- et hyl - 2- (1- pi perazi nyl )-2-ind
an- carboxam de di hydrochl orjfe. The expected product
is obtained according to the procedure of Exanple 4,

rii fro t he und of P eparation 2 and
EXARIELE 1 N harasrba R oatht bonay b regipder(tnpiargzinyD)-
: ESI: [ MR Hane enzyl - N- et hyl -
[2-(1-pipng?Pn )Fﬁggw%2 y|~ﬁ% ﬁ%%?#ﬁﬁg
tribydrochloride. The expected product is obtained
The %Qﬁéc@'éd"&oﬁﬁ’ct tlE' %bﬁ[rﬁ@ eag H&Sm%fto @f@gﬁlc Edfe of EQ%&/A@ %, E{gﬂm g from
t he" conpound spectrometry : :
thqmmmmmnﬁbﬁEsﬁaﬂeBKANPLE 76
N— §IFIuoro P trifluoronethyl)benzyl]-2-(1-piperazinyl
oxam de di hydrochl ori de. The expected

product | soppt ai ped acgpoidi ng ¢o the procedure of
Exanple 4, starting from the conpound of Preparation 2

Caigudntad f | uoPHS8- (ﬁﬁﬂflu&ﬁ@neth@ﬁ?benzylan1ne 20
ment al oapal,ysi %C 9N % Cal cul at ed
RO B L0 R4S P88 T GY 2 b0 6 75 13 74 - 46.
EXAMPLE 77

e B | MLt Non bRy P Ll Bty 8"

product i S1mhhal-yﬁﬁ1eﬁﬁﬁﬁhﬁh@ﬂlﬂyﬂrédlﬂorﬂdl@cede e of
Exanple 6, starting from the conpound of Exanple 73.

The expected product is obtained according to the procedure of Example 6, starting from
the compound of Example 72.
Elemental microanalysis :
%C %H %N %Cl
Calculated 57.99 6.35 8.82 14.88
Found 57.60 6.70 8.59  14.33

EXAMPLE 83 : N-[3,5-Bis(trifluoromethyl)benzyl]-N-methyl-[2-(1-piperazinyl)-

indan-2-yllmethanamine dihydrochloride.

The expected product is obtained according to the procedure of Example 6, starting from
the compound of Example 60.
Elemental microanalysis :
%C %H %N %Cl
Calculated 5295 5.37 7.72 13.02
Found 5287 580 742 12.74
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5 Elenmental mcroanalysis : % %1 %N % Cal cul ated
54.95 6.29 8.74 22.12 Found 54.98 6.49 8.51 22.00
EXAMPLE 78:

N- 3, 5- (Di et hyl benzyl ) - N- et hyl - [ 2- ( 1- pi per azi nyl )i ndan
-2-yl]- 10 nethanam ne tri hygg.ochl oride. The expected
product is obtained according to the procedure of

I . rri om }he u f Exanpl e 74.

ExZRPLYE 88 (19553 nPOmo gDl opipsagud- Fidan-

N- (3, 5- Di chdoRRRitrydihydkddidiide: [ 2- ( 1- pi per azi nyl )i ndan

-2-yl]- 15 net hanam ne  tri hydrochl ori de. The expected

product is obtained according to the procedure of
ThEXRPR&! Prodedtas bbiathell 20EBrdinB Qo SRS i

Nhsg@ipé@ironetpy . ESI: Ff' in/g&gggﬁgﬁéﬁﬁ%gﬁEQégnm;ﬁom
thengonpomng 6f Brepargtien 1 land Noetbyh3s 5 beamypbdnzpanendy| - 2- (1- pi
Elepn?ern?azlin?i ; ) 2201 2-indancar boxani de di hydrochl oride. The
——expECFEé—pr%a%%t i s obtained according to the procedure

of Exanpl e2ddC sty i ngegdyomogtdye conmpound of

Preparation 2 and

Cafgibetedhy | - 396-H8or 698- (t P71 uoteet hyl ) benzyl ami ne.  Mass

ctrometpy 5 ESL. [ R 436. 2 -47- EXAMPLE 81
FOR@FS- Fl uor g%{gg(t%]?l uggg'!rjret hj;/l'f%enzyl ]-N-methyl-[2-(1-p

i perazinyl) indan-2-yll nmethanam ne di hydrochl ori de. The

XGRS DRSS 00N I SRISURR 0 LIS

80. 5 El ememtbakamide dibpdiochicride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 1 and N-methyl-3,5-dichlorobenzylamine.
Elemental microanalysis :
%C %BH %N %Cl
Calculated 53.79 554 855 2887
Found 54.22  5.61 8.67  29.81

EXAMPLE 86 : (1a)-N-(3,5-Dimethylbenzyl)-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

Step A :  Benzyl (1a)-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-1-indancarboxylate.

The expected product is the first of the enantiomers obtained by separation on a chiral

HPLC column of the compound obtained in Step A of Example 1.

Step B :  (1a)-1-[4-(tert-Butyloxycarbonyl)-1-piperazinyl]-1-indancarboxylic acid.

The expected product is obtained according to the procedure described in Step F of

Preparation 1, starting from the compound of Step A above.
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% % 9N % Cal cul ated 55.88 5.91 8.50 14.34 Found
55.50 6.32 7.98 14.47 EXAWVPLE 82
N-[3-(Trifluoronethyl)benzyl]-N methyl-[2-(1-piperaziny
[ )- 10 indan-2-yl] et hanam ne di hydrochl oride. The
expect ed product is obtai nedgq@ccording to the procedure
of Exanple 6, starting from the conpound of Exanple

72,, El t croanal ysis : 9% % %N % 15
StgpC o (Kot (%77 5] ghribergyld-(pipgazingigindmm gubexapgde. 59

14. 33 dﬁéﬁ%’

N-[3,5-Bis(tr |’?‘%Uor onet hyl ) benzyl ] - N- et hyl - [ 2- (1- pi per

azi nyl)- indan-2-yl]nmethananm ne di hydrochl ori de. The

[ h ocedur e

THE KRB RE pRGEE belafncd sl B3P Rt 3¢ T Eupledt S rom
theﬁcfbmlﬁjuameﬁSmIp BmlnmeanansdiﬁqethﬂKEn%aﬁﬁ\he‘Vﬁ Cal cul at ed

52.95 5, 37 72 13.02 Found 52.87 5.80 7.42 12.74 -48-

El @%ﬁ@ g}égnal)gszs

(IRS)-N-(3gpcDi bb/pgobe%dM M@t hyl -1-(1-pi perazinyl)-1
-indan carboxam de dih ochl ori de. The expected
Cabmdatadt i s6850ai Add ac@66d| nlﬁfb t he procedure of

Exanple 4, starti fr npound of Preparation 1
Fagﬁ‘g N- et hyfs?'g?S- Zir}gr ong‘gén fda%r‘? 5 El enent al
m croanal ysi s :
EXAMPLE 87 : (1B)-N-(3,5-Dimethylbenzyl)-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

Step A :  (1p)-1-[4-(tert-Butyloxycarbonyl)-1-piperazinyl]-I-indan carboxylic acid.

The expected product is obtained according to the procedure described in Step F of
Preparation 1, starting from the second of the enantiomers separated in Step A of

Example 86.

Step B : (1p)-N-(3,5-Dimethylbenzyl)-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Step A above and 3,5-dimethylbenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 63.30 7.16 9.63 16.25
Found 63.46 7.24  9.61 16.77




%UC 9 9N % Cal cul ated 46.49 4.92 7.07 11.93 Found
46.42 5.16 6.96 11.59 EXAMPLE 85 : .
(1RS) - N- (3, 5-Di chl orobenzyl ) - N net hyl -1 -(1-pi perazi nyl)
-1-indan- 1o carboxam de di hydrochl ori de. The expected
product is obtained accordingyto the procedure of
Exanple 4, starting from the corrpound of Preparatl on 1

hyl - d| chl or I El enent al
EXSICRS DX G5Bl sty D e Gl pies e s s 26l
8. 55 28. 87meﬁ%ﬂ1,qn,§4d§%,(§0§ﬁ0§d§7 29. 81 EXAWVPLE 86:
(1(x)-N-(3,5-D et hyl benzyl)-1-(1- p| perazi nyl)-1-indanc
ar boxam de di hydrochloride. Step A : Benzyl (1

TheJexpedit }Qﬂbﬁﬁét i BBMI&&)&%@&EQAEXB )thelprocedure of Examplg 6, starting from
pi per azi ngE -1-indancarboxylate. zo The expecte
X

thegomenornd pEExamaplei7dst of the enantioners obtained by
separation o ) I C colum of the conpound
M Ry BT P s e e ¢ (1

a)-1-[4-(tert- Butyl oxycar bonyl) -1 -
- I t
A8 i T2 S g Cxl'é‘ﬁéwaegnﬁkiéﬁwfwe?azmyn I-
described jjiantsokafiide & %"ﬁgﬁ’ﬂ{cﬂid S st art| ng from
ep

t he compound of Step A a
(la)- N (3, 5- D net hyl benzyl) - 1- (I

Sty PET ?zagryg.lr/g )'1” 1PR008 Brs e Jgf ﬂpg) Z&' I%%III%, zbd%arbTI‘z?@ 1-

expect e obt ai procedu
of Exgimhaiuyl]-smatmzlcm@oﬁmmme. the conpound of Step B
above and 3, 5-di net hyl benzyl am ne. 5 El enent al
m croanal ysi s :
The expected product is obtained according to the procedure described in Step A of

Example 4, starting from the compound obtained in Step B of Example 86 and (RS)-1-
(3,5-dimethylphenyl)ethylamine.

Step B : (1a)-N-[(1a')-1-(3,5-Dimethylphenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide.

The expected product is obtained by chromatography on silica (eluant:

dichloromethane/ethyl acetate) of the diastereoisomeric mixture obtained in Step A.

Step C:  (1a)-N-[(1a")-1-(3,5-Dimethylphenyl)ethyl]-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the compound obtained in Step B above.
Elemental microanalysis :
%C %H %N %Cl
Calculated 63.99 738 933 1574
Found 63.16 7.59 9.09 1593
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% 9 9N % Cal cul ated 63.30 7.16 9.63 16.25 Found

62.93 7.30 9.50 16.40 EXAWPLE 87:

(1(3)-N(3,5-D net hyl benzyl ) - 1- (1- pi perazi nyl)-1-i ndanc

ar boxam de 10 di hydrochloride. Step A : (I

JJ)-1-[4-(tert-Butyl oxycarbogyl)-1

pi perazinyl]-1-indancarboxylic acid. The eépected

SPe) cordln to the procedure

QE@S’@@%@ (1198%1? é@ﬁg -I5£3:5Bhms yzll"?“éwl)iglygr]erﬂ -PHrazinyh-1-

t he second; ated in Step A of

Exampl 6 86 n%gk%%oﬁﬂ@mé SHlfdrochifoie

(1[3)-N-(3,5-Di nethylbenzyl) 1-(1 I

[ r e

THE BBl BIdiGh i} OaNERI AT f ufe PALAEE RLlEBe itien B of
ExampExémsﬂaHlncg fremattei segofid @fh the hitaseoegiaumngs Gepfohted iA Step B of

aboyve and 3, 5-di net hyl benzyl am ne. El enent al
ExAPBlecnal ysis : 20 %C 9% 9N % Cal cul ated 63.30 7.16
E,eg,,e@gagmc,%@nalggynd 63.46 7.24 9.61 16.77 -50- EXAMPLE

N—(3 5- Di bfofobetzyl ) -M-Met HBFIGI[ 2- ( 1- pi per azi nyl )i ndan-
Ch%ffg%{gfth 951n;ag y?ggchl.gi e. The expected product

ne accor p ocedure of Exanple 6,
Fosh@rting feppy thsocor@zgpmd of 4Exanmple 71. 5 Mass
spectronmetry : ESI: [MH)' nz/z 492. 1 EXAVPLE 89 :

(la)-N[(la")-1-(3,5-0 methyl phenyl)ethyl ]-1-(1-piperaz
EXAWIPLE 91 | AP0 89XA0, SDifeliIpRE)eftlyHet-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

Step A :  (1B)-N-[(1RS)-1-(3,5-Dimethylphenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

Ppiperazinyl]-1-indancarboxamide.

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound obtained in Step A of Example 87 and (RS)-1-
(3,5-dimethylphenyl)ethylamine.

Step B :  (10)-N-[(1a")-1-(3,5-Dimethylphenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

Piperazinyl]-1-indancarboxamide.

The expected product is obtained by chromatography on silica (eluant:

dichloromethane/ethyl acetate) of the diastereoisomeric mixture obtained in Step A.

Step C: (1P)-N-[(1a!)-1-(3,5-Dimethylphenyl)ethyl]-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of

Example 4, starting from the compound obtained in Step B above.
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Step A° (1a)-N-[(1RS)-1-(3,5-Dim

et byl pbenyl ) et hyl J-1-[4-(tert-bnryl oxycar bonyl ) - 1-

pi perazinyl J-1-in dan carboxamide. |10 The expected
product is obtained according to the procedure
described in Step A of Exanple 4, starting fromthe
conpound obtained in Step B of Exanple 86 and (RS)-I -

Ele(snaldl rreth) henyl)cthylamne. Step B: (1 a)-N[(1

—1¥¥Li—€§—§L§¥%§%thylphenyl)ethylJ-l-[4-(tert-bary|oxycar
bonyl)-1- pjgeragj Byl J9dNi ndgngzar boxani de. 15 The
expected product is obtained bé chr omat ogr aphy on

Caéﬂi“lqu@é (eI 62AY: didéhl of-8fret henéf et hyl acetate) of the
st er eoi ri Xt ed in Step A Step C:
Fo? C?a) N[ &9%@ 9(31 %‘5nt et%ja%%henyl JetlrylJ-1-(1
pi perazi nyl )-1-i ndan- carboxam de di hydrochl ori de. The
ex ect ed product i s obtained according to the procedure

(BN BB—b(3 S-Bomestyiph eayDethyllak-(i-pipef azimyl)-he
conpound obt | ne n above. . El enent al
m cr oanal yéch‘ ! ‘i/%\fm}&ﬁjr % % at ed 63.99 7. 38
9.33 15.74 Found 63. 16 7.59 9.09 15.93 -51- EXAMPLE 90

: 1
Tha)eg(mt?dt (Peoduct i Pbungdngachrdinghényhe prdaepdyre 1degaribsiipiar Stgp B of
Exg%g%uc’t Eﬁgﬂ%b?gl ngt%”&élgn&j' I?ytqg od‘ig%tn%%]go%ﬁeg&%g)arxtggct egtep B of

accor di
Exdmprermbed in Step B of Exanpl e 4, starting fromthe

,Seco d of the diastereoisoners separat ed in Step B of

Eﬂ%&mr emental microanal ysis %C % 9N %Cl
%C %H %N %Cl

Calculated 6399 7.38 933 1574

Found 64.00 7.66 931  16.13

EXAMPLE 93 : (1RS)-N-(3,5-Dimethylbenzyl)-N-methyl-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 1 and N-methyl-3,5-dimethylbenzylamine.
Elemental microanalysis :
%C %H %N %C
Calculated 63.99 738 933 1575
Found 64.79 738 9.57 14.78
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Cal cul ated 63.99 7.38 9.33 15.74 Found 64.35 7.60 9. 39
15.45 10 EXAMPLE 91 :

(1[3)-N-[(1a')-1-(3,5-D net hyl phenyl)ethyl]-1-(1-pipera
zinyl)-1- indancarboxam de di hydrochloride. Step A :
(1,6)-N-[(IRS)-1-(3,5-D net hyy phenyl)etlrylJ-1-[4-(tert
- but yl oxycar bonyl )-1- piperazinylJ-]-in dan carboxam

e BT G P i
ti f : i ned in St A
SEE(g:rp: 2987E%P8&?%§§9?@9?§gg&3¥%é?ﬁyl Ipﬂenyle')oet h)?l am ne.
Step B: (1[i1)-N[(1 a)-l-(3,5-t[3)imI ] -l
tl:yl I -1-[4-(tert-butyl oxycarbonyl)-]I-
st RSB Hiihsindwienedl] H esuetenembaid-
| s ObLRleRRS N1 S TR ARy on silica (eluant: 20

di chl or omet hane/ et hyl acetate) of the di astereoi sonmeric
m xture obtained in Step A. Step C (1,6)-N[ (I

-1-(.3,5-Dj et h h [Yetl:ylJ-1-(1 ) .
THE) B BT I RBe RR h G Priyras e Hicsrhsd, inTiiep A of
rRA tthd i i 4 re
el rl s rel L
conmpound obtained in Step B above. -52- El enental

' | VS-S, %8, % 9N Y | ated 63.99 7.38
iy B UB N Syl phensied Bl i hedisonpttanyy I
(103) pleldeb.)-ihtdudafQuitiely| phenylyethyl]- 1. (1-pi per
azinyl)-1- indancarboxam de di hydrochl ori de. The
expected product is obtained according to the procedure

Thg ee§5£cjt$begroidﬂctsltsecpot§n9c{ by separation, by means of chromatography on silica
(eluant: dichloromethane/ethyl acetate), of the diastereoisomeric mixture obtained in
Step A.

Step C : (1)-N-[(1S)-2-Hydroxy-1-phenylethyl]-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the compound obtained in Step B above.
Elemental microanalysis :
%C %H %N %Cl
Calculated 60.27 6.67 958 16.17
Found 59.95 643 935 16.25

EXAMPLE 95 : (1B)-N-[(1S)-2-Hydroxy-1-phenylethyl]-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step B of

Example 94.
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Exanple 4, starting fromthe second of the

di ast ereoi soners separated in Step B of Exanple 91. 10
El emental mcroanalysis % %1 %N % Cal cul ated 63. 99
7.38 9.33 15.74 Found 64.00 7.66 9.31 16.13 EXAMPLE 93

. -54 -

(I'RS)-N-(3,5-D nethyl benzyl)-N-net hyl -1-(1-pi perazi nyl)

-1-indan- 1 car boxam de di hydrochl ori de. The expected
& 1CTo i ned according to the procedure of

Exanpl e 4, ostartigyg frany thg gonpound of Preparation 1
and N- et h | -3, 5-di met hyl benzyl am ne. El enent al

Cafdugriesdhnal é@§7 6467 % 988 %1 16.20 Cal cul ated 63.99 7. 38
Foumz?’?’ 15. 7559_ 9ungi_694. 7958 38]694257 14. 78 -53- EXAMPLE 94

(la)-N-[(1S)-2-Hydroxy-I|-phenylethyl]-1-(1-piperazinyl)
-1-indan carboxam de di hydrochl oride. Step A
EXAMELENIG { Nd(1R)-Ly3SIriyn4gthylphenyl)ethyl]-2-(1-piperazinyl)-2-indan-
henyl et hy t ycarbo zyl)-1- piperazin
SIJ {-lnda%ﬁgé¥'g%&ﬁ?ﬁgd"m&MT & expected product is
obtalned according to the procedure described in Step A
nple 4, starting fromthe conpound of

Exa
Thpﬁé@@&?% Rraduct inAbtajney agcqsﬁ@aw gveynrpﬁ%siure gf Eparpple 4 starting from
tnbrliobht R PSRRI (RO Simetyphemietylamine 1

Eleebidl microdalygar boxam i de The expected product is

obt ai ned by, sepayat,ion, s of chromat ography on
silica /"( I ua@ &{P hane/ et hyl acetate), of

CAREu 8 ast e5L£0h SoMBRI C oizxt urg_ppt ained in
Found 64.34 7.04 9.45 16.22

El

EXAMPLE 97 : N-{[2-(1-Piperazinyl)indan-2-yljmethyl}-3,5-bis(trifluoromethyl)-
benzamide dihydrochloride.

Step A : 2-Azidomethyl-2-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-2-indan.

The expected product is obtained by reaction of the compound obtained in Step A of
Example 3 with diphenylphosphoryl azide (DPPA) and 1,8-diazabicyclo[5.4.0]Jundec-7-ene
(DBU), according to the procedure described in J. Org Chem. 1993, 58, 5886-5888, and
then purification by chromatography on silica (eluant: dichloromethane/ethyl acetate 98/2).

IR: N;:2095cm” CO : 1692 cm’”

Step B : 2-Aminomethyl-2-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-2-indan.

2.35 mmol of the compound obtained in Step A above are dissolved in 80 ml of
tetrahydrofuran, 2.59 mmol of triphenylphosphine are then added and stirring is carried out
for % hour. 10 ml of water are then added and stirring is continued for 24 hours. After
evaporating off the solvents, the product is purified by chromatography on silica (eluant:

dichloromethane/methanol/ammonia 85/15/1) to yield the expected product.
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Step A. Step C (1 a)-N[(1S)-2-Hydroxy-1

phenyl et hyl J-1- (1 pi perazinyl)-1-in dan carboxam i de

di hydrochl ori de. The expected product is obtained
according to the procedure described in Step B of 15
Exanple 4, starting fromthesgonpound obtained in Step
B above. Elenental mmicroanalysis : % %1 %N %

Cal cul ated 60.27 6.67 9.58 16.17 Found 59.95 6.43 9. 35
16. 25 20 EXAMPLE 95 :

St g{elg( 3) J\W[[Z{M—@erQBHydv@mgrbbn)ﬂhémeehdﬁmW]mdar(—l-yyr;aﬂm}zi 5y
2 ? ﬁglzg 1ﬂﬁydr ochl ori de. The expected
pr odu ts tr@’"em"éft CHEUB¥di ng to the procedure

described in Step B of Exanple 4, starting fromthe
ec of t.he aster eoi rs separated.in_Step
RRRLA! 1egmiine ghlaten ShSHpa Thove SEAEIEd i 15l gyl geiygaofuran,

co@ﬂ{gctél @cegd 86n %Zm@d &0t Anad dfidifon 50N f935,5—%1s§t4‘1ﬂ%0§9nethy1)-
16.42 5 EXAMPLE

beNO[y( QIFl)mtie 11¢8) Sﬂmf rt@talhydq@tﬁlamy i) sxtdey} Idfervigel Spirmer iazthenyd:a)’Pied out

carbo amde di h chl oride., The expe
for"] B toe SOLERG EetPafey arngr 0 SIS dapo Y in methylene
chﬁiﬁﬁﬁ'@h@ whshelt ik tdsEigelly v sdch&n HRUAAE LfutiBhenah alb' RRitAc acid
and (R)-1-(3,5-di rretmﬁl phenyl ) et hyl am ne. El enent al

solniipn Gaf éh% mgth: waigr.ofdtegevaonatipn and chromatography on silica (eluant:

dichloromethane/ethyl acetate 98/2), the expected product is recovered.

Step D : N-{[2-(1-Piperazinyl)indan-2-yl]methyl}-3,5-bis(trifluoromethyl)benzamide
dihydrochloride.

The expected product is obtained according to the procedure described in Step D of
Example 1, starting from the compound obtained in Step C above.
Elemental microanalysis :
%C %H %N %Cl
Calculated 50.75 4.63 7.72  13.03
Found 5152 484 772 1272

EXAMPLE 98 : N-[(10)-1-(3,5-Dibromophenyl)ethyl}-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and (1a)-1-(3,5-dibromophenyl)ethylamine.
Melting point :178-180°C.
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Cal cul ated 63.99 7.38 9.33 15.74 Found 64.34 7.04 9.45
16. 22 EXAMPLE 97 :

N-{[2-(1-Pi perazinyl)indan-2-yl]methyl}-3,5-bis(trifluo
romet hyl ) - benzam de di hydrochl oride. 15 Step A :

2- Azi dornet hyl - 2-[4-(tert-bukgl oxycarbonyl) -1

pi perazinyl ] -2-indan. The expected product is obtained

i O t ound obtained in Step A of _ .
EXANMEIENS * 8 B sial G SDmeodnRPetidi-blt-pisspagin dna-indan-
L, 8- di azabigpehpniicuill piifrieene  (DBU), according to
the procedure described in J. Og Chem 1993, 58
5886- 5888, and then purification by chromatography on

Th% I@'x#)%?ec{ %H&&E%Qg{ag‘}b %E%gfng?g géee{)‘.rméclgdil?%gtg;e 1?12/4?)sfarting from
thelcofMPonades PAphradon 404 tr-@ﬁ-ﬁir@efuﬁ?ﬁ&%ﬁ!h)yra}nine.
pi perazi nyl J-2-i ndan. 2.35 mmol of” t he conpound
; e [/ 7St ep A above are dissolved in 80 ni of
tetrahydrofuran, 2.59 mmol of triphenyl phosphine are
then added and stirring is carried out for '/4 hour.
EXAVIHL 1 00V Nef(1 B £(3,5D1b AstAsish caf He iy 1]L2- {108 ple Saz81)- b w@h-
for 24 hours. After 25 evaporating off the solvents,
t he product carbopamidd dilydsocbloristeat ogr aphy on silica
(eluant: dichl oronet hane/ et hanol / anmoni a 85/15/1) to
yield the expected product. -55- Step C
Thitekpettddiprotiedttis ButaiHe@ ay€atid@Ny ifle procedure of Example 4, starting from
pi perazinyl]indan-2yl]nethyl }-3,5 bis(trifluoron:
theggomppupé ehPreptratien 2 apsrdl B)df-(3 heibmmenhenyieihyleniten St ep
.abov.e, ,§solved in 15 m of tetrahydrofuran,
&Egggp%ﬁgb?%?dgfﬁé then carried out, and a solution of 2
mrol of 3,5-bis(trifluoronethyl)- 5 benzoyl chloride in
5 m of tetrahydrofuran is added dropwi se. Stirring is

EXAMPIIN10] ol oguN-[€ler)-1-(hoBis(triflaoromethyl plienyBothylrlatle d
off and the_residue.ils redissol.ved.in t hyl.ene
Ohl orl de. arnBERARD ek ERbPTRIE A BT AF
bi carbonate solution, with 10 %citric acid solution
and then with water. After evaporation and

Staped o bk @iyl dpiiyBistirifiuptavserhdlphantliethylamine.

(1IRS)-1-[3,5-Bis(trifluoromethyl)phenyl]ethylamine is converted into a salt using (L)-
tartaric acid, the mixture of diastereoisomers thereby obtained is separated and then
reconversion to the base is carried out on each of the two diastereoisomers.

The expected product is the first of the enantiomers thereby obtained.

Step B : (1RS)-N-[(1c')-1-(3,5-Bis(trifluoromethyl)phenyl)ethyl]-1-[4-(tert-
butyloxycarbonyl)-1-piperazinyl]-1-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step A of

Example 4, starting from Preparation 1 and the compound obtained in Step A above.



10

15

20

di chl oronet hane/ et hyl acetate 98/2), the expected

product is recovered. 10 Step D :

N-{[ 2- (1- Pi perazinyl)indan-2

ylJnmetliyl)-3,5-bis(trifluoron:etl:yl)benzam de

di hydrochl ori de. The expect eg product is obtained

according to the procedure described in Step D of

Exanpl e tarting fromthe conpound obtained in Step
steg G 0 e Nt it 4 SRty i ph sy RO U o

%l ggb%@%ﬁ?&bé@dﬁl %%elaz%gyl]q@—'h(?ﬁan cE%ﬂnﬁ}e l%gytﬁ'o%o;idez 2

N-[(la)-1-(3,5-D bronophenyl)ethyl]-2-(1-piperazinyl)-2

-i ndan-, car.boxam_ de dj hydrochl oride. 20 The expected .
Thi, SFRGHEEA POITH a1 S B A P DY HRSA88  RBAIBanhy on silica

Rl Bltometh@hd/bgl hEQRL), t 48 0 AReidna; Qnere | Ofaified i
(c and (| (x)c?ril-(s, 5- d?lbr omophenyl )etqﬁjy%léamlne.(3 k/bﬁ?)l&%r; Blatfed in
Stgpdd.nt : ] 78-180' C - 56- EXAMPLE 99:

N-[(1S)-1-(3,5-D net hyl phenyl ) et hyll-2-(1-pi perazinyl)-

2-indan car boxam de di hydrochl ori de. The expected
Sty B AU L) LIS [ORE RIS S-S @ANLS Bt D1 fphE dpit £ pBerazinyy)-
%nprea)& [gt&a}rat{(}ng fr(gri{l thewc,%n)'%ou’?g; "g'?’g’g?ég’é?’éﬁzgﬁ’)z

and ( Bdatcdqrdpolardidaeiygrpibdoride) et hyl am ne. 5 Mel ting

poi nt :175C. EXAMPLE 100: N-[(1

[3)-1-(3,5-D bronophenyl)ethyl]-2-(1-piperazinyl)-2-ind

ThaNexp6Aéd praicaes dbfaufdt ofbidey N BrRXMRE REcrYe@HCStep B of
i s obtained according to the procedure of Exanple 4,

Exampletd;, algrtingdram thvecopmepod abtaked Py 8isaiCaatiovn. 2 and

Elg g! g)l g; 5 3, 2n5 bronophenyl ) et hyl ami ne. 10 Mel ting poi nt

% C % H %N % Cl
Calculated 51.62 4.87 7.53 12.70
Found 5246 5.10 7.50 12.06

EXAMPLE 102 : (1B)-N-[(1a")-1-(3,5-Bis(trifluoromethyl)phenyl)ethyl]-1-(1-

piperazinyl)indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step C of
Example 101.
Elemental microanalysis :

%C %H %N %Cl
Calculated 51.62 487 753 12.70
Found 51.97  5.00 7.38 11.79
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EXAVPLE 101 : (1 a)-N-[(1
a')-1-(3,5-Bis(trifluoronethyl)phenyl)ethyl]-1-(1-

pi per azi nyl )i ndancar boxam de di hydrochl oride. Step A :
(1 a)-1-[3,5-Bis(trifluoronethyl)pbenyijetbylam ne.
(IRS)-1-[3,5-Bis(trifluoroneighyl)phenyl]ethylamne is
converted into a salt using (L)- 15 tartaric acid, the

EXARRLEE - Ao B L Tb i Biroipeaansasd syt ir

out on eac h{)ﬁ;e rﬁz@ﬁyl}nﬂ@a&daﬁﬁ&ﬁﬁﬁﬁbﬁ Féchlgnﬁe expect ed

product is first of the enanti rst er eby
obtained. Step B: (IRS)-N-[(1 a)-1-(3,5-Bis(trif

uor 0%2{%%% P/n ué{?ﬁtg‘fjgyph%yﬁ}eg’}t{mﬁcar boxani de

d|hydrochlor|de 20 The expected product is obtained
according to the procedure described in Step A of
ThExgprgeted ptodist @rthé segofid afthPerprioatersobtdinathiah Sthye Aad Hxampit 101.
obtained in Step A above. -57- Step C: (1 a)-N[(I
a)-I-(3 5-Bis(trifl uoromsthyl)phenyl et hyl J-1-[ 4- (tert

I I
T e e R
separ hhwmcmﬁomph&tmuiﬁylpmmgfcaqrﬂb;tamﬂle&lzhy{ﬁ'achlm ide.
(el uant: dichl oronet hane/ et hyl acetate), of the

di astereoi soneric m xture obtained in 5 Step B. Step D
The e(x%eééd ddudt is obtamed according to the rocedure descnbed in Step A of
-Bis(trifluoromnethyl g) pheny? et hyl J 1
EXWD@r‘hzﬁtmﬂg fropm therroarmoonrd et Fecrdiatipd rlomtd orei cubmpo'ﬁhé obtained in
SiPEEL S ed product is obtained according to the procedure
dsEriPed in Step B of Exanmple 4, starting fromthe
conmpound obtained in Step C above. 10 El enent al
m croanalysis : % %1 9N % Cal cul ated 51.62 4. 87
Step 3 (I@W%—[(Ibﬁé’uhﬁS—th(&lﬂ#OI'Om?tlf:?Opil@yOethyl]- 1-[4-(tert-

butyloxycarbonyl)-1-piperazinyl]-1-indancarboxamide dihydrochloride.

The expected product is obtained by separation, by means of chromatography on silica

(eluant: dichloromethane/ethyl acetate), of the diasterecisomeric mixture obtained in

Step B.

Step D : (1a)-N-[(18")-1-(3,5-Bis(trifluoromethyl)phenyl)ethyl]-1-(1-piperazinyl)-

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the compound obtained in Step C above.
Elemental microanalysis :
%C %H %N %CI
Calculated 51.62 487 753 1270
Found 51.05 4.68 724 12.25
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EXAMPLE 102:
(1(i)-NJ(1a")-1-(3,5-Bis(trifluoronethyl)phenyl)ethyl]
-1-(1- 15 pi perazinyl)indancarboxam de di hydrochl ori de.
The expected product is obtained according to the
procedure described in Step.f.of Exanple 4, starting
fromthe second of the diastereoi soners separated in

e B4 - GITI Apbuo:s BB laimpromstiviphoos hetbulia-l-

(5I1a§97N-5f ?(1)] ém)éﬁaf}%}gﬁadﬁ(?ﬁ&ﬁ?@grﬁbwﬁ 1115) p%enyl ) et hyl ]

-1- (1 piperazinyl)indancar boxam de di hydrochl ori de.

Thﬁs ‘Bt PRdchis phlamed Rseaiitenin iy pdrse Kigpaibs e Step B of

ExdlifleCXP difet r
X ?lgl neg&llttﬁl%Stﬁglg Hﬁo?écéEl;l(&a E)S tgcegﬁ’z&%r&:ﬁs&nli@s %gﬁﬂﬁtk&)"{ﬁ Step C of

Exgmﬂg)li)&p [(1
£l Se%t 3 5- i s(trifluorouaethyl)phenyl)etleylJ-1-[4-(te
bonyl )-1 piperazinyl J-]-indancar boxam de
di hydrochl gy ¢de. o5The expect ed qar oduct i s obtai ned

according to the procedure described in Step A of
Capeyebrigil e 4, S564rt4-89 fr%ﬁfftheue%ﬂrpound of Preparation 1

l?rfpl t he co_gr?%mdiggt ai ;@9 ]_ﬁ ep A above. 10 Step C
a)-N-[(1/39-1-(3,5-Bis(trifluoronethyl)phenyl)ethylJ-I-

E 4-(tert - butél ox%géggony&gh b - Dipdael-vH
m&k&-& g qrpkensy My s lindael-yihe
expect ed prgﬁ\é%mﬁéd h%éﬂfa.lluansepar ation, by neans of

chr omat ogr aphy on i) t
di chl or onet hane/ ethyl acetate), of the

Th%le%s ; feﬁeﬁbﬁé’cﬁsf !)l():talrIQecyI tagéoerdl?lgttg Iﬂll’]ee}()jro!:endure ofe Exan'lplg:Sl sSttaretglg from

the?‘%aﬂﬂ?héc}é%’l?xﬁﬂﬂrﬁ@@@l Bh@ 8 tkbrhb- BomRaEs W ehany! ) et hyl J-1 -
Elemen?al I?7zzcrocznal¥m

%C %H %N %Cl
Calculated 51.24 532 569  14.40
Found 51.96 5.28 5.56 @ 14.36

EXAMPLE 106 : 1-[(1RS)-1-(3-Chloro-5-fluorobenzyloxymethyl)indan-1-yl]-

piperazine dihydrochloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 1 and 3-chloro-5-fluorobenzyl bromide.

Mass spectrometry : ESI (H;O/CH;CN) : [M+H] " m/z 375.2 Th
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i ndancar boxam de di hydrochl ori de. The expected product
i's obtained according to the procedure described in
Step B of Exanple 4, starting fromthe conpound
obtained in Step C above. Elenental rnicr oanalysis
20 %C 9 9N %0 Cal cul ated-&l. 62 4.87 7.53 12 70
Found 51.05 4.68 7.24 12 25 -59- EXAMPLE 104:

mfAMbra 161 )2l ﬂéﬂ%#“%iﬁgﬁx%%@%ﬁp@? i

expect ed pr @iliy@lro¢tlodddé.ai ned according to the procedure
described in Step B of Exanple 4, starting fromthe
second of the diastereoisoners separated in Step C of

¥ t i Gr 24 .
THE FEETRL Bgtet s SOGTRD Choring 36 0P bESk et by Byt fsaring from
theld®dpobad BEXPMphfatid) 3 :and 3,5-difluororobenzyl bromide.
1-[@ RS) (? Br ono- 5- f | uor obenzyl oxymnet hyl )i ndan-1-yl ]
——~J@ﬂéé¥éékﬁélﬁﬁhydrochIorlde The expected product is
obt ai ned agggwdlngto ihe procgedure of Exanple 1,

starting from e conpound of Preparation 1 and
Ch&%&ﬂaﬁn-S-ﬁ&d@rob@ﬁzyl6bﬁon1ﬂ®44EIenental m cr oanal ysi s

15 %C % -| N % ulated 51.24 5.32 5.69 14. 40
Fol‘fﬁ%nd 51, 9ék-§4‘2\|8 756%19 156

EXAMPLE 108 : N-[(1S)-1-(3,5-Dimethylphenyl)ethyl]-N-methyl-2-(1-piperazinyl)-

2-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-[(1S)-1-(3,5-dimethylphenyl)ethyl]-N-methylamine.
Elemental microanalysis :

%C %H %N %Cl
Calculated 64.65 7.60  9.05 15.27
Found 64.66 7.66 9.29 15.18

EXAMPLE 109 : N-[(1R)-1-(3,5-Dimethylphenyl)ethyl]-N-methyl-2-(1-piperazinyl)-

2-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-[(1R)-1-(3,5-dimethylphenyl)ethyl]-N-methylamine.
Elemental microanalysis :

%C %H %N %Cl
Calculated 64.65 7.60 9.05 15.27
Found 64.66 7.66 929 1518
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EXAMPLE 106:

1-[(1RS) - 1- (3-Chl oro-5-fl uorobenzyl oxynet hyl )i ndan- 1-y1
]- piperazine di hydrochloride. 20 The expected product

i s obtained according to the procedure of Exanple 1,
starting from the conpound._gf. Preparation 1 and

3-chl oro-5-fl uorobenzyl brom de. Mass spectronetry :

E g%ﬂgl’_g ,'ialzl lq :Cfﬁm-ﬁroinw - -1'-1O%b%nqugky%ngﬂyf)g%hn%q/lﬁbeErazine,

1-[2- (3, 5- Dijnlydpspsyade/| oxymet hyl ) i ndan- 2-yl ] pi per azi ne
di hydrochl ori de. The expected product is obtained
according to the procedure of Exanple 1, starting from

he ¢ ound.of Preparation nd 3, 5-di flyororohenzyl
i KRR B R IR Ploraltade DR e of ESRFDRTT Siting from
theGahpaliad 60PBBardorb2 Ad 6-AGnd 8- fitbrodaufithrSBick9 6. 07 6. 47

17. 04 EXAMPLE 108: N-[(1
Elemental prcrgamylyis hy| phenyl ) et hyl ] - N met hyl - 2- (1- pi per azi n

yl)- 10 2-5%nganc%ﬁoxa%i]ge dcjott)?dr ochl oride. The

expected product” 1S obtalned according to the procedure
Cabduldtxanpl eSA24 st &82i ngs.69 om /442 conpound of

Preparation 2_and
Foppq (1) - 1-4B75- di-dét hyl-phenyi9) & hyl ] - N et hyl ani ne.

El enental mcroanalysis : % %1 %N % 15 Cal cul at ed

64.65 7.60 9.05 15.27 Found 64.66 7.66 9.29 15.18
EXBMPPIFEL 1110 9N-[(1R)-1-(3,5-Dichlorophenyl)ethyl]-2-(1-piperazinyl)-2-indan-

N-1(1R) - 1- (3, 5- D nef hyl pheny] ) et hyl ] - N- net hyl - 2- ( 1- pi pe
razi nyl) - qur?fﬂﬁmﬁiﬂdﬁhgﬁﬁoﬁyo&dﬁydr ochl oride. The
expected product is obtained according to the procedure

of Exanple 4, starting from
The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and (1R)-1-(3,5-dichlorophenyl)ethylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 33.79  5.54 8.55 28.87
Found 54.58 555 845  28.63

EXAMPLE 112 : 1-[2-(3-Fluoro-5-(trifluoromethyl)benzyloxymethyl)indan-2-yl]-

piperazine dihydrochloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 2 and 3-fluoro-5-(trifluoromethyl)benzyl bromide.
Elemental microanalysis :
%C %H %N %Cl
Calculated 54.89 5.44 582  14.73
Found 5540 553  5.69 14.90
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20 the conpound of Preparation 2 and

N-[(1R)-1-(3,5-di net hyl phenyl)ethyl]-N nethyl am ne.

El emental mcroanalysis : % %1 %N % Cal cul at ed
64.65 7.60 9.05 15.27 Found 64.66 7.66 9.29 15.18 -61-
EXAMPLE 110: -62 -

1-[2-(3-Brono-5-fl uorobenzyl oxynet hyl )i ndan- 2-yl ] pi pera

ExXAPFLE SV RIS bt Goih e 2 piperaziny-
starting fromaifiarsaiRgdediRurbagaaat i on 2 and

3-brono-5-fl uorobenzyl brom de. 5 El enent al
m croanal ysis : % %1 %N % Cal cul ated 51.24 5.32

. 4 Found 51,37 5.33 5.67 14.72 MPLE 111: .
TPt A0pulta Btalen Abeand S st piPredie S brympiash srjne fiom
thezcdngd)a' Ad oft Prepaation 2 athd €1 S NB-BR i Al dréfreth NBh &Y PREAL BEhine.

product is obtained acglo%;dibr?g totﬁtjhe pr ocgg}gre of
can ting from the conpound of Preparation 2
and (1R)- 1,/ 3, 5-gi ghl og ophenyl )et hyl am ne. El enent al
m cr oanal ySAi(S% : % % '%go/ﬁn% ()ilg Cal cul ated 53.79 5.54
Caleibne?8. 8751.60und 834. 5858. 55187645 28. 63 EXAMPLE 112 :
1-[ 2-(3-Fl yoro-5- (%t rifluoronethyl)benzyl oxymet hyl )i ndan
Found y| 1- pi pel4zi hé’ di h{df och%fl de. The expect ed
product is obtained according to the procedure of

Exanple 1, starting from
EXAMPLE 114 : 1-[2-(3-Chloro-5-fluorobenzyloxymethyl)indan-2-yl]piperazine

dihydrochloride.

The expected product is obtained according to the procedure of Example 1, starting from
the compound of Preparation 2 and 3-chloro-5-fluorobenzyl bromide.
Elemental microanalysis :
%C %H %N %Cl
Calculated 56.33 5.85 626  23.75
Found 56.40 6.00 625 23.67

EXAMPLE 115 : (1c)-N-[(1a.')-1-(3,5-Dibromophenyl)ethyl]-1-(1-piperazinyl)-

indancarboxamide dihydrochloride.

Step A :  (1a')-1-[3,5-Dibromophenyl]ethylamine.

(1RS)-1-[3,5-Dibromophenyl]ethylamine is converted into a salt using (L)-tartaric acid, the
mixture of diastereoisomers thereby obtained is separated and then reconversion to the
base is carried out on each of the two diastereoisomers.

The expected product is the first of the enantiomers thereby obtained.
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20 the conmpound of Preparation 2 and
3-fluoro-5-(trifluoronethyl)benzyl brom de. Elenental
m croanalysis : % %1 %N % Cal cul ated 54.89 5.44
5.82 14.73 Found 55.40 5.53 5.69 14.90 -62- EXAMPLE
113 :
N—[(lS)-I-(3 5- Bls(trlfluoronethyl)phenyl)ethyl] 2-(1-p
i perazj i ndancar boxam de di hydrochl ori de. The
Steg. e ¢ é%él r{g’ é@d’c)ﬂ 1% dyrmwwwmr -hdH{tsrt-bietylgxxsetlepmyb-1-
g]; ep a?l’g%aglﬁt g—f Lg{a'h MOI.‘&)gme dtllt}/drc?c%m%énd of
(1S)-1-[3, 5- bls(trlfluoronethyl)phenyl]ethylanine 5
El emental njcroanalysis : % %1 %N % _ Cal cul at ed
The (RS BT Soled AcserinE . 115 Bopedure sipserbeggn Step A of
L
Ex?‘rﬁw( S fom Preppraion,and the campound phiaingd in Step A shoe,
azine 10 di hydrochl ori de. The expected product is
to. the procedure 0

b di

stegiG t (-G iﬁg-ftlammww)@mbarla«rearlnmgvlawrbonyo -
3-chl t

o o b INPRRRREE B OB M EUBIRILS L | o oo o es

6.26 23.75 Found 56.40 6.00 6.25 23.67 EXAMPLE 115: (I
pi perazi ny

hen )ethyl]
o LA PO L B8t 3 e
(el@ahnt:1dikBioRorRkRARIBRRNE BYide), Ny &8 HiASterecisomeric mixture obtained in

Step B.

Step D : (1)-N-[(1a')-1-(3,5-Dibromophenyl)ethyl]-1-(1-piperazinyl)indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the compound obtained in Step C above.
Elemental microanalysis :
%C %H %N %Cl
Calculated 45.54 4.69 7.24 1222
Found 45.94 477  7.02  11.32

EXAMPLE 116 : (1B)-N-[(1a')-1-(3,5-Dibromophenyl)ethyl]-1-(1-piperazinyl)-

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step C of

Example 115.
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20 (1RS)-1-[3,5-D bronmophenyl ] ethyl am ne is converted
into a salt using (L)-tartaric acid, the mxture of

di astereoi soners thereby obtained is separated and then
reconversion to the base is carried out on each of the
two di astereoi sonmers. The exgected product is the first
of the enantioners thereby obtained. -63- Step B

ElglRS -N-!(ali
Bt nophenyl ) et hyl ]-1-[4- (tert-butyl oxycarb

onyl) -1 pipgrazi pykJ-]e4 mdanggrpoxam de
di hydrochl ori de. The expected product is obtained

Cbém@Uﬂﬂing ﬂé5ﬂhe4§900ea@4e dese?ibed in Step A of

Exanpl e rt| fr Pre tion I and the conpound

Fbgﬁ?ained i A ? gabo gb gﬁéﬁ C (1 a-N[(1
a)-1-(3,5-D bron opl : enyl)ethyl] 1-[4-(tert-batyl oxycar
bonyl )-1- piperazirryl]-1-indanearboxam de

EXAMBIEEHT o(1c)eN-[(15S- b}{@édlibl:bIpopithmylh)eihs/l]ebtll'atplpethzﬁxwl)—
separati on, s of.c a on silica
(ePuant 8H¥W?6ﬁ%¥ﬁ%ﬁ&9 ngmgggT y of the

diastere0|soner|c m xt ure obtai ned |n Step B. 10 Step
D: (1 a)-N[(1 a9-1-(3,5-Bi bronopl:enyl)ethyl]-1-(lI
Step per 5F Y13 5rdikremeHdnpllethyldeink. hydr ochl ori de. The
expected product is obtained according to the procedure
described in Step B of Exanple 4, starting fromthe

The @RPRIChrodicR i 8El sdcBndbehe CnAlRVRrs Ehi BN S tep A of Exam le 115.
m croanalysis : 15 % %1 %N % Calcul ated 4 % S

7.24 12.22 Found 45.94 4.77 7.02 11. 32 EXAMPLE 116

s ORAATR R  ARER Tk PoREss

expech ?ér&'itﬁﬂﬂﬁnda%c@hioﬁhﬂﬁﬁ BRFRbEiIBR8as 0 the procedure
described in Step B of

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound of Preparation 1 and the compound obtained in

Step A above.

Step C : (1a)-N-[(1B")-1-(3,5-Dibromophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide dihydrochloride.

The expected product is obtained by separation, by means of chromatography on silica
(eluant: dichloromethane/ethyl acetate), of the diastereoisomeric mixture obtained in

Step B.

Step D : (1c)-N-[(1B')-1-(3,5-Dibromophenyl)ethyl]-1-(1-piperazinyl)indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of

Example 4, starting from the compound obtained in Step C above.
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Exanple 4, starting fromthe second of the

di ast ereoi soners separated in Step C of Exanple 115.
-64- Elenental mcroanalysis: %C %1 %N % Cal cul at ed
45.54 4.69 7.24 12.22 Found455848069811645
EXAMPLE 117: (1

a)-N-[(lIp")-1-(3,5- Drbrormphenyl)ethyl] 1- (1-pi peraziny

Ell ?e |;ndancrz;1rgboxam de di hydrochl oride. Step A:
1= bromophenyl Jet hyl ansi ne. The expected
product iseghe segend ffyt heygenanti oners obtained in
Step A of Exanple 115. Step B :

Ca(qui?&?)dl\l-[(‘ﬁ]é‘g 14.68, 5- D%ronfdp?n?enyl)et hyl J-1-[4-(tert-b

ut yl oxycar l) per zinyl J-1 -i ndancar boxamn de
Fo ﬁ'r“?,ydr ochlgf?%e 4%?1e eX égnoduct I S obt ai ned

according to the procedure described in Step A of
Exa Ie 4, starti ng‘ofromthe compound of Preparation 1

sn§l )Nt (BB Y dli-GeH Diibronipbpnyl) ethplf-d - (1 tipera@inyf)t

a) N-[(1/39 - Di bt hen tlaylJ-1-[4-(tert-but
yl oxycar bon&y%]fl("‘ldr%%mﬂf(ge@&&ﬁz{f*‘l\)ﬁ’rﬁd € ndancar boxani de
di | rydrochl ori de. The expected product is obtained by

separation, by neans of chromatography on silica
The erpeqied PEIGER] B obietmsd rrscerding toahst anoe§dur@fdescnvé>ed in Step B of

Ex%ﬁﬁtf 'r\[_&%? i,g”r?%rh 1th?3§%&8|1&e k())?grrgl AR erlc)rx]sogneﬁ je}iar%t[:ctl SR g;%ep C of

Expuplerlazi nyl )i ndan- 20 car boxam de di l rydrochl ori de. The
expeéted product is obtained according to the procedure

£l a ep B of Exanple 4, starting fromthe
conpound ofyt@i negt irn Syzep Caabgve.

Calculated 45.54 4.69 7.24 12.22

Found 4553 4.56 7.10 12.08

EXAMPLE 119 : N-[(10)-1-(3,5-Dichlorophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide dihydrochloride.

Step A :  N-[(1RS)-1-(3,5-Dichlorophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-1-(3,5-dichlorophenyl)ethylamine.

Step B :  N-[(1a)-1-(3,5-Dichlorophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide.

The compound obtained in the step above is separated by HPLC chromatography, on a
chiral phase, of the racemic compound obtained in the step above.

The expected product is the first of the enantiomers thereby separated.
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-65- Elenental mcroanalysis : % %1 %N % Cal cul at ed
45.54 4.69 7.24 12.22 Found 45.70 4.76 7.06 11.08 5
EXAMPLE 118:

(IR -N-[(2(3")-1-(3,5-Di bronmophenyl)ethyl]-1-(1-piperaz
i nyl)- indancarboxam de di hyghochl oride. The expected
product is obtained according to the procedure
described in , starting fromthe

Stepdeon I @ e ibHlarasbremsheahll Aok et &l prpesriap ot

Exanp | . roanaIyS|s %uC % 9N ¥

Cal cuf’%{'éyfﬂ%é‘gﬁ’%ﬁ%@%"aﬂ” '22 Found 45.53 4.56 7.10

12 08 EXAMPLE 119 :

)-1- (3 5- Di chlorophenyl)ethylk N-net hyl -2-(1-p
Th? §%P‘?F§‘?d) produqtsis hdpingda by SeavTEEn dif el comRpwid a‘@amsﬂe@ th:c step
(] l.orophenyl)ethyl J-N-nmetlryl-2-(1

ﬂxafggﬁégﬁﬁ%?§%$§déﬁg%ﬁbg%ﬁboxanlde The expected product
Eldngnaltndemoetalagcor di ng to the procedure of Exanple 4,

starting fg tp conpound of Preparation 2 and
N- net hyl - , b- d%%hloégghenﬁﬂyethylan1ne 20 Step B

Cabbddida @) - ]54@75 Pvghl o ophenyl gt hyl J- N- et hyl - 2- (|
pi perazinyl)-2-indan- carboxam de The conpound obt ai ned

Foumd t he stepd.dbovB88s skparatiBB%y HPLC chr omat ogr aphy,
on a chiral phase, of the racem c conpound obtained in
the step above. The expected product is the first of

EXAN PEIRE0 ONE{15)11NE] £ PicRERPIRh Ffethyl]-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide dihydrochloride.

The second of the enantiomers separated in Step B of Example 119 is converted into a salt
using hydrochloric acid to yield the expected product.
Elemental microanalysis :
%C %H %N %Cl
Calculated 54.67 578 832 14.03
Found 54.95 596 815 1341

EXAMPLE 121 : N-[(1a)-1-(3,5-Difluorophenyl)ethyl]-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

Step A :  N-[(1RS)-1-(3,5-Difluorophenyl)ethyl]-2-(1-piperazinyl)-2-indancarboxamide.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and 1-(3,5-difluorophenyl)ethylamine.

Step B : N-[(1a)-1-(3,5-Difluorophenyl)ethyl]-2-(1-piperazinyl)-2-indancarboxamide.

The compound obtained in the step above is separated by HPLC chromatography, on a

chiral phase, of the racemic compound obtained in the step above.
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-66- Step C: N[(1

a)-1-(3,5-D chl orophenyl)ethyl]-Nnethyl-2-(1

pi perazi nyl)-2 i ndancar boxam de di hydrochl ori de. The
expected product is obtained by conversion of the
conpound obtained in the steg_ above into a salt using
hydrochloric acid. 5 Elenental mcroanalysis : % %1 %N

0
Thg/g)é%ec lp%%(&l.@%a (ﬁesﬁ?éfsigﬁélé 7e§an%o§12€rslt%ér% y ser%lrjaqu.sdf' 73 5.88
N-[(1R)-1-(3,5-D chl orophenyl ) et hyl]-Nnethyl -2-(1-pi pe
razinyl)-2- 10 indancar boxam de di hydrochl ori de. The
StepeC onV-fi1 - he3,8 il cupdesyliatindl- 24 Bpipenazti)y8p 2 Bndincarboxamide
Exanplﬁwééf }s, onverted into a salt wusing
hydr off cklogidey o yield the expected product.
El enental mcroanalysis : % %1 %N % 15 Cal cul at ed
54.67 5.78 8.32 14.03 Found 54.95 5.96 8.15 13.41
Thexapgdted ptluct is obtained by conversion of the compound obtained in the step

N-[.(Ja)-1-(3, 5-Di f|uorophenyl)ethyl]-2-(1-piperazinyl)-
amﬁﬁﬂﬁﬁé%@ﬁ&éFﬁgQﬁhfhénai drochl oride. Step A .
Eldhdntadi BRrohnkRsis: Di f1 uor ophenyl)etliyl]-2-(1piperazinyl)

- 2-1 ndancarboxam de. 20 The expected product is

obt ai ned a&cer di #yt o e priécddure of Exanple 4,
rtiyng f t co nd reparation 2 and
Ch%%?gég-difﬁﬁgkopﬂgﬁylyg?ﬁyld@?ﬁg. Step B: NJ[(1
Foapd ] - (3, 5- Br.By uos.gpheng bl et hys 47 2- (| pi perazi nyl)-2-inda
ncar boxam de. The conpound obtained in the step above
i s separated by HPLC chromat ography, on a chira

e P12 ¢ REAHLE SRR ARR N3 % PlpbGinsh HPindan-

carboxamide dihydrochloride.

The second of the enantiomers separated in Step B of Example 121 is converted into a salt
using hydrochloric acid to yield the expected product.
Elemental microanalysis :
%C %H %N %Cl
Calculated 57.65 594  9.17 1547
Found 5830 5.88 9.14  15.61

EXAMPLE 123 : (1a)-N-{(1RS)-1-[3,5-Bis(trifluoromethyl)phenyl]ethyl}-N-methyl-

1-(1-piperazinyl)-1-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound obtained in Step B of Example 86 and (RS)-N-methyl-1-[3,5-
bis(trifluoromethyl)phenyl]ethylamine.
Elemental microanalysis :

%C %H %N %Cl
Calculated 5246 5.11 7.34  12.39
Found 5216 5.37 693 11.94
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-67- The expected product is the first of the
enantioners thereby separated. Step C. N-[(1 a)-]-(3,S
)i faorophenyl)ethylJ-2-(1

pi perazi nyl)-2-i ndancar boxam de di hydrochl ori de. The
expected product is obtained by conversion of the
conpound obtained in the sf@ﬁ' above into a salt using
hydrochl oric acid. Elenental microanalysis : 5 % %1 %N
% Cal cul ated 57. 65 5 94 9.17 15.47 Found 57.87 5.86
9.08 15.47 EXAMPLE 1

magpLE: (BPBNGIE RS 34 chis(iBangampetyPubem et syt
the enant | onEheb DRbRAnT HRIAGALESAGpe hIRFuRgage o

converted |nto a salt using hydrochloric acid to yleld

b o S P PR o S RREL iy U cShing from

the5&oﬁ@oﬁn(880‘tﬂali;éd 1 6StefXAVRISE Ekadiple( | &9) - Mhd{ ((RS) N-methyl 1-[3,5-
% 1-[3,5- Bls(trlfluoronethyl)phenyl]ethyl] - N-net hyl -
bisftri EOTSW&VQ?hW]qurﬁlé&ncar boxani de di hydrochl ori de.

Ek;ngngéggggggyggoduct i s obtained according to the
anple 4, starting from the conmpound
obt ai ned i % Gt epsEH of Txénpl% (86 and

S) - N-net hyl - - 5-
Ch&W§¥W4|?Fu%%%ﬁet%i?)phégﬁl]e@%?@lanine. El enent al
Folh£roanal y§y 59 5% s % 12 21

EXAMPLE 125: (1a)-N-[(1a')-1-(3,5-Difluorophenyl)ethyl]-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

Step A :  (10)-N-[(1RS)-1-(3,5-Difluorophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide.

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound obtained in Step B of Example 86 and (RS)-1-
(3,5-difluorophenyl)ethylamine.

Step B :  (10)-N-[(1a')-1-(3,5-Difluorophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide.

The expected product is obtained by chromatography on silica (eluant:

dichloromethane/ethyl acetate) of the diastereoisomeric mixture obtained in Step A.

Step C: (1a)-N-[(1')-1-(3,5-Difluorophenyl)ethyl]-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of

Example 4, starting from the compound obtained in Step B above.



Cal cul ated 52.46 5.11 7.34 12.39 Found 52.16 5.37 6.93
11.94 -68- EXAVPLE 124:
(2[1)-N{(1RS)-1-[3,5-Bis(trifluoronethyl)phenyl]ethyl}
-N-net hyl 1-(1-pi perazinyl)-1-indancar boxam de
di hydrochl ori de. The expected product is obtained
according to the procedure '06I9'Exarrpl e 4, starting from
t he conpound obtained in Step A of Exanple 87 and
Elebhiaﬁbaz’( Nif?’letzmlizsﬂ * [h3I 5- 5
is(trifluoronmethyl)phenyl]ethyl am ne. El enental
m cr oanal y%i@ - O v O o017 | cul ated 52.46 5.11
2.39 un 2. . 15574720 12. 21 to EXAMPLE 125:
C"’(?Cf?’%d-lw [ (fﬁgf- 151%% 5?%]% ugrjb4p7henyl )ethyl]-1- (1- pi pera
Foundhyl ) - 1- §haancasboxatdde didkZdrochl oride. Step A : (1
a)-N-[(IRS)-]1-(3,5-Di fl uorophenyl)etlrylj-I-[4-(tert-bu
tyl oxycar bonyl )-1- piperazinyl J-]-i ndancar boxar ni de.
EXAMPEXPEY ed o N0 pY-1-@, S Diftncroghandjetid | g-(1-pipérazinyl)-1-
procedure descri bed |n.SteE A of 15 Exanple 4, starting
from t he cowdanearbgramidecstihygrochlopide. of Exanpl e 86 and
(RS)-1- (3,5-difluorophenyl) ethylam ne. Step B : (1

a)-N-[ (] : : : L

The)expeqiasl praduel ifopbigienyacrendiyg e they nrocedive dssariped ipciep B of
) 2! staRinRCREA ! skednd RO ' i B of

2, GoRBRSHAR Y diind Do FABOIERIG! el n s 2 o
Exsinpled@s(el uant: 20 di chl oronet hane/ et hyl acetate) of

t he Qi astereoi soneric mxture obtained in Step A Step
Elementaql ynigrpagalysis :

a)-1-(3,5-8) &l uogopheny et lgpytyd- 1- (1 pi perazinyl)-1-ind

an- carboxam de di hydrochl ori de.
Calculated 57.65 594 9.17 15.47

Found 57.15 6.31 8.64 15.38

EXAMPLE 127 : (1B)-N-[(1a")-1-(3,5-Difluorophenyl)ethyl]-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

Step A :  (1P)-N-[(1RS)-1-(3,5-Difluorophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide.

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound obtained in Step A of Example 87 and (RS)-1-
(3,5-difluorophenyl)ethylamine.

Step B : (1P)-N-[(1a)-1-(3,5-Difluorophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide.

The expected product is obtained by chromatography on silica (eluant:

dichloromethane/ethyl acetate) of the diastereoisomeric mixture obtained in Step A.
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The expected product is obtained according to the
procedure described in Step B of Exanple 4, starting
fromthe conpound obtained in Step B above. -69-
El enental microanalysis : % % %N % Cal cul at ed
57.65 5.94 9.17 15.47 Found 57 22 6.30 8.85 15.62 5
EXAMPLE 126:
(la)-N-[(1p')-1-(3,5- D'fluorophenyl)ethyll-l-(l pi per az
StepQY'} )(?)-N—M&D%(@ﬁb@ﬂ&&i@pﬂéﬁ}wdﬂ@qm -QLpiPerazihhB-1exnagst ed
product is obtained according to the procedure
descr ¢dsbexanideddyydchioridexanpl e 4, starting fromthe
second of the diastereoisoners separated in Step B of
Exanpl e 125. 10 Elenental mcroanalysis : % %1 %N %
Th@@xgwt@i ffbdadt B5oBtaiddd Shedordibp. %7 theFrabeliudy ddseribed in Hi€# B of
8 EXAMPLE 127: (1
Exelepler@ plerting from thy comppppd ehteiprinStsRBrappye 1- (1- pi per azi

E1d) I)l @ncarboxanlde di hydrochl oride. Step A :
-(3,5-Difluorophenyl)ethylj-I1-[4-(tert-
butyloxyc&%h@nyﬂ%dv pleper azieiyl j -1 - i ndancar boxani de.

The expected product is_obtained according to the

Cafspltetiur e ofetribl i’ Sfep /AUt Exanple 4, starting

F, m t he cepppungs;pbt d i ep A of Exanple 87 and
OI(%) 1- 20 (3, 5- df?l ugg;g%hen]ygld?et hyl amine. Step B : (1

£3)-N-[(1

e 66 b LBV ot Lt B s

indancarboxamide dlhydrochlorlde.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step B of
Example 127.
Elemental microanalysis :

%C %H %N %Cl
Calculated 57.65 5.94 9.17 15.47
Found 57.38 633 887 15.34

EXAMPLE 129 : N-(3-Chloro-5-fluorobenzyl)-2-(1-piperazinyl)-2-indancarboxamide
dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and 3-chloro-5-fluorobenzylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 54.74 547  9.12 1539
Found 55.24 561 9.06 1529
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The expected product is obtained by chromatography on
silica (eluant: dichloronethane/ethyl acetate) of the
di astereoi soneric m xture obtained in Step A. -70- Step
C (1/3)-N((1a)-1-(3,S-Difluorophenyl)etlayl]-1-(1
pi perazinyl)-1-i ndan car boxam de di hydrochl ori de. The
expected product is obt ai nedlaccording to the procedure
described in Step B of Exanple 4, starting fromthe
mupnﬂnmomq(lrsqd-@;s-ﬁtm Opaaqxl)z-mﬁ]-El(wmpktrakmyl)-z-mdan-
m croanalysis : % 9% Cal cul ated 57. 65 94
9.17 15. 47 caxbexmn@rdslw@osldoedas 15. 69 EXAMPLE 128:
(1p)-N-[(1 | |
")-1-(3,5-Di fluorophenyl)ethyl]-1-(1-piperazinyl)-1- 10
Thé BeRORd prodTidebtainby ddscmtihg) td the. proteduex et @tplpHpstating from
is obtained according, to the procedure described in

thegpgipomnde! Prepagatipre? and @ﬁ&lt[ﬁégdlﬁmempbﬁevll@éwmn%f t he

s separated in Step B of Exanple 127.

EI AR TLERLARTRES © ysis : 15 %C %1 9N % Cal cul at ed
57.65 5.949%0C17 ¥H 47 %PoundsE7. 38 6. 33 8.87 15.34

Ca§§@¥5é5|é?§§%9f|%6¥obe%%§|)2§5V& pi per azi nyl)-2-i ndanca

Folpxam de sdikhyds gghl of gle. RGoThe expected product is
obt ai ned according to the procedure of Exanple 4,

starting from the conpound of Preparat|on 2 and _
ML £51% Hoy N8N AR S Sitofoptaarh &byl S OSp&l Ry -

indancarboxamide dihydrochloride

Step A :  (12)-N-[(1RS)-1-(3,5-Dichlorophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide.

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound obtained in Step B of Example 86 and (RS)-1-
(3,5-dichlorophenyl)ethylamine.

Step B : (1a)-N-[(1a')-1-(3,5-Dichlorophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide.

The expected product is obtained by chromatography on silica (eluant:

dichloromethane/ethyl acetate) of the diastereoisomeric mixture obtained in Step A.

Step C: (1a)-N-[(1a')-1-(3,5-Dichlorophenyl)ethyl]-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of

Example 4, starting from the compound obtained in Step B above.



% W 9N % Calcul ated 54.74 5.47 9.12 15.39 25
Found 55.24 5.61 9.06 15.29 -71- EXAMPLE 130:
N-[(1S)-1-(3,5-D chl orophenyl)ethyl]-2-(1-pi perazinyl) -
2-indan carboxam de di hydrochl ori de. The expected
product i s obtained accordl{:?g to the procedure of
Exanple 4, starting from “conmpound of Preparation 2
and (1 S)-1-[3,5-dichlorophenyl]ethylanm ne. 5 El enental
Elemenrad ati@bymilgsis - Y€ %H YN 0/&:! Cal cul ated 53. 79 554 8.55
28.87 Foupd 54.53 5.59 8. .80 EXAD | PLE 131:
(1a) - N-[(I'c/i”‘; 1- (SHS D/"@gl o enyl)ethyl]-1-(1-piperaz
nc 0X e rochloride Step A: (1
Calcgwtgd[(l ngj-qlﬂ?( Bﬁgpu gﬂglygr o?h%l yethyl J-1-[4-(tert-bur
Foyhdxycar boiP) - 15.69i pet.&i nyd8187 -i ndan car boxam i de.

The expected product is obtained according to the
procedure described in Step A of Exanple 4, starting
EXAMMIMBZ:WIBl)tla'(:i;@—d):éhloﬁpapn)ﬂ)ethyl]i)le(mmipenﬁﬁingl)dl-
(RS)-I- 15 (3,5-dichl orophenyl)ethyl amne. Step B : (1

a)-N-[(I indancarboxamide dihydrochloride.
a)- 1- (3, 5- Di ckl orophenyl ) et hyl J-1-[4-(tert-butyl oxycarb
onyl)-1- piperazinylJ-I-indan carboxam | de. Th% )
Th@)@ﬁfé%‘ﬁ‘?.‘bp gués obinghtascardingnip Eifr BIRESBIEF Algpribsd in Step B of
1€ n c t t fi t
B o B O B e bl s s AP dp D B of
Examplk 18- N-[ (I a)-1-(3,5-Diehl orophenyl)ethyIJ 1- (I

Ele%e%?c[l%zzzér%%LZszzsl ndan- carboxan:ide di hydrochl ori de.

%C %H %N %Cl
Calculated 53.79 554 855 2887
Found 54.26 540 8.04  28.03

EXAMPLE 133 : (1B)-N-[(1a')-1-(3,5-Dichlorophenyl)ethyl]-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

Step A :  (1P)-N-[(1RS)-1-(3,5-Dichlorophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide.

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound obtained in Step A of Example 87 and (RS)-1-
(3,5-dichlorophenyl)ethylamine.

Step B : (1P)-N-[(1a')-1-(3,5-Dichlorophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

piperazinyl]-1-indancarboxamide.

The expected product is obtained by chromatography on silica (eluant:

dichloromethane/ethyl acetate) of the diastereoisomeric mixture obtained in Step A.
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The expected product is obtained according to the

procedure described in Step B of Exanple 4, starting

fromthe conpound obtained in Step B above. -72-

El emental mcroanalysis % %1 %N % Cal cul ated 53. 79

5.54 8.55 28.87 Found 54. 21 5 69 8.04 28.87 5 EXAMPLE

132: (1

a)-N-[(1(i")-1-(3,5-D chl orophenyl)ethyl]-1-(1-piperazi
Step)0' ) - (L) NM@ O al-(B)5-DTEHIeropihby)l) eth)}- 011 -PEper diliviyl P Xpkduine d

product is obtained according to the procedure

descr fmrbexqmideddiydrpchioridexanpl e 4, starting fromthe
second of the diastereoisoners separated in Step B of
Exanpl e 131. 10 Elenental mcroanalysis % %1 %N %C

Thé:aﬂxpetitai @ebdndt YQoEtaﬁléd 8ac55rd2n% 7 theFprooeldird . d26crfbed On8Sted B of
EXAMPLE 1

EXbT}iD]R-“[ stagmg from @@OQP@HP%P%W@QW $iep Babeve- (1- pi per azin
Elb it jgncar boxam de di hydrochloride. Step A:
—i¥f¥f—ﬁ?%?g%2¥_§ (3, 5-Di chl orophenyl)ethylJ-1-[4-(tert-b
ut yl oxycar @yl ) %614 pl%eﬁfam%ﬂl] -1 -i ndancar boxar ni de.
pect toi a according to the
C'éwgﬁﬁﬁure gggg 'gg% 'ngéfe égg?j Exanpl e 4, starting
Fol®m t he cgﬂp@unﬂ5@btqga§dlggﬁﬁep A of Exanple 87 and

(RS) - 1- 20 (3, 5-dichl orophenyl)ethylam ne. Step B : (1
)3)-N-[

M—*D@ I ABDTE. 4 Do bk A pipers il

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step B of
Example 133.
Elemental microanalysis :

%C %H %N %Cl
Calculated 53.79 554 855  28.87
Found 53.80 5.62 7.93  27.54

EXAMPLE 135 : N-(3-Chloro-5-fluorobenzyl)-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-methyl-3-chloro-5-fluorobenzylamine.
Elemental microanalysis :
%C BH %N %Cl
Calculated 55.65 5.73 885 2240
Found 5554 595 881 2255
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The expected product is obtained by chromatography on
silica (eluant: dichloronethane/ethyl acetate) of the
di astereoi soneric m xture obtained in Step A. -73- Step
C (1/3)-N[(1 a)-1-(3,5-Di chl orophenyl)ethyl]-1-(lI
pi perazinyl)-1-i ndan carboxanzi de di hydrochl ori de. The
expected product is obt ai ned%according to the procedure
described in Step B of Exanple 4, starting fromthe
EXAMPDRENG6G V{1369 - (3(5- Bifbkbr ﬁ&gﬁth -Klaethyi-2!(1-piperazinyl)-2-
n1croanaly3|§(?s9ﬁgg%|° g? chﬁgted 52 75 ])%4 -
8. 55 28. 87 infausarbexanygedilguirgelggride. 19 EXAVPLE 134:
(1(3)-N-[(1 | |
[3")-1-(3,5-Di chlorophenyl)ethyl]-1-(1-piperazinyl)-1-
Step Ol i NNFVIIRS)ORIFHSDIRu SHopY EyDRIT- N OReth LI (1iperakizgh)-2-indan-
product is obtained according to the procedure
descreashexamidet ep B of Exanple 4, starting fromthe
second of the diastereoisoners separated in Step B of
Exanpl e 133. El enental mcroanalysis : 15 %C %1 %N %C
Th&aipbuiedt;ﬁddLﬁsB is7<§bt5n5d1 a@obdhn@ & & préadnct &3EBhbe 62st7rtiHg from
EXAVPLE 1
the N@PQO‘@M %ﬁl‘aesarﬁql%% AN ZYFRYIN- et -Hiffuosonbenyistiuramingy | ) -
2-i ndan- carboxam de di bydrochl ori de. 20 The expected
product is obtained according to the procedure of
StepBRPNE (Fa)- B(B5DiflgoilopbanylierieylfcNrmatple2-0F-pipeepibayhtd-orian-
and N-net hyl - 3-chl or o- 5-f| uor obenzyl am ne. El enent al
ni cr ofAtAsyAide.

The compound obtained in the step above is separated by HPLC chromatography, on a
chiral phase, of the racemic compound obtained in the step above.

The expected product is the first of the enantiomers thereby separated.

Step C : N-[(1a)-1-(3,5-Difluorophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained by conversion of the compound obtained in the step
above into a salt using hydrochloric acid.
Elemental microanalysis :
%C %H %N %Cl
Calculated 58.48 6.19 8.89 15.01
Found 5793 6.09 862 1518

EXAMPLE 137 : N-[(1B)-1-(3,5-Difluorophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide dihydrochloride.

The second of the enantiomers separated in Step B of Example 136 is converted into a salt

using hydrochloric acid to yield the expected product.
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% W 9N % Cal cul ated 55.65 5.73 8.85 22.40 25
Found 55.54 5.95 8.81 22.55 -74- EXAMPLE 136:
N-[(la)-1-(3,5-D fluorophenyl)ethyl]-N nethyl-2-(1-pipe
razi nyl)-2 indancar boxam de di hydrochl oride. Step A :
N-[(IRS)-1-(3,5-Difluorophet;yl)ethyl]N-netleyl-2-(1pip
er azi nyl ) - 2-i ndan- car boxatTPde. 5 The expected product
i s obtained according to the procedure of Exanple 4,

Eleateard midrokndaysis t he conmpound of Preparation 2 and
N-ret hyl -1 -(3,5-difluoraqphenyl)ethylamne. Step B :
N[ (1 a)-]%((g, 5-%@“ a%é‘ﬁhe% et hyl ] - N- met hyl - 2- (1

Chgggﬁ&lenyi§4§-|@¢@n-(gggboygqnde. The conpound
obtained in the step above is separated by HPLC

Fouht omat ograp#y, @ a 864 chilbalé phase, of the racemc
conpound obtained in the step above. The expected
product is the first of the enantioners thereby

E%@L% 193% ﬁ%ﬂﬁl ?%h{-g%?-ﬁgqué@h%h%ahyu N-methyl-1-(1-

pi per azi nyl pip2razidd)indasablooamide diliydydeldatidlor i de. The
expect ed product is obtained by conversion of the
conmpound obtained in the step 15 above into a salt

Si NQ, YO L& A My« al_ ¥ ;
St R R TSR Gy D e B P G TR M St oy
57. 93cdrbOiyiB 1 Gipekbzit]-20n EdirsFhdxakidde.
N-[(21(3)-1-(3,5-Difluorophenyl)ethyll-Nnethyl-2-(1-pip
erazinyl)-2- indancar boxam de di hydrochl ori de.
The expected product is obtained according to the procedure described in Step A of

Example 4, starting from the compound obtained in Step B of Example 86 and (RS)-N-
methyl-1-(3,5-dibromophenyl)ethylamine.

Step B :  (1a)-N-[(1a')-1-(3,5-Dibromophenyl)ethyl]-N-methyl-1-[4-(tert-butyloxy-

carbonyl)-1-piperazinyl]|-1-indancarboxamide.

The expected product is obtained by chromatography on silica (eluant:

dichloromethane/ethyl acetate) of the diastereoisomeric mixture obtained in Step A.

Step C: (1a)-N-[(1a')-1-(3,5-Dibromophenyl)ethyl]-N-methyl-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the compound obtained in Step B above.
Elemental microanalysis :
%C %H %N %CdCl
Calculated 46.49 4.92 7.07  11.93
Found 46.62 505 6.78 11.01
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The second of the enantioners separated in Step B of
Exanple 136 is converted into a salt wusing
hydrochloric acid to yield the expected product. -75-
El enental microanalysis : % % %N % Cal cul at ed
58.48 6.19 8.89 15.01 Found 57.83 6.35 8.64 15.56 5
EXAMPLE 138: (1 -76-
a)-N-[(la")-1-(3,5-Di bromophenyl)ethyl]-Nnethyl-I-(1-
E)@ﬁM@IﬂQiWi (iof) N[ (@ BN §33FHDIer ot dphdh YIS th oI {INLeneBh it -1 - -

é) - N [ (1 RS) Pipeyazinyl5l indansgreoxamide gihyprochieside.y| - | - [ 4-
(tert-butyl oxy-

carbonyl)-l erazinyl]-1-indancar boxar ni de.

The ygxpested mdge‘ﬁ & optainggt asordingatac dredpivgeduse m@r@ﬁédéoﬁrﬁ@ B of

rjb p f | t
xR s G Ao of B RSueq S B RTh\SEp B of
Examplyi38l - (3, 5- dlbronDphenyI)ethyIanlne Step B: (1

a) N—[(I a) } (3, 5-Di bromophenyl)ethyl]-N-, n

f - but yl oxy- carbonyl) -1

plpera2|nyéa | -ipdancaghpxargige. The expected product

i s obtaine %y chronatography on silica (eluant: 15
Cb&m&hhbrone#haﬁe/EPhyl édétatkﬂ9&ﬁ t he di ast ereoi soneric

m xture obt |ned|
FO(‘H‘Z)-N[(1$§ (%OE %B%n ol?leenynet hyl ]-N-net hyl -1 - (

1 piperazinyl)-I- |ndancarboxan1de di hydrochl ori de. The

expected product is obtained according to the procedure
EXIeNPLRHBD i N- {6l @pl3,6/Bis@itinptemethyBplemyl]aghyl - Brmethgl-2-(1-

compound obtalned [ St bove. e I
mi cr oanal ysP¥erazgyl 5@?3 Eﬁﬁgﬁgﬁ 350%8-4.92
7.07 11.93

Step A :  N-{(1RS)-1-[3,5-Bis(trifluoromethyl)phenyl]ethyl}-N-methyl-2-(1-piperazinyl)-

2-indancarboxamide.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-methyl-1-[3,5-bis(trifluoromethyl)phenyl]-

ethylamine.

Step B : N-{(1a)-1-[3,5-Bis(trifluoromethyl)phenyl]ethyl}-N-methyl-2-(1-piperazinyl)-

2-indancarboxamide

The compound obtained in the step above is separated by HPLC chromatography, on a
chiral phase, of the racemic compound obtained in the step above.

The expected product is the first of the enantiomers thereby separated.
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Found 46.62 5.05 6.78 11.01 -76- EXAVPLE 139:
(la)-N-[(1[i")-1-(3,5-D bronophenyl)ethyl]-Nnethyl-1I-(
1 piperazinyl)-1-indancarboxam de di hydrochl oride. The
expected product is obtained according to the procedure
described in Step B of Ie4 starting fromthe
second of the diastereoi so s separated in Step B of
5 Exanple 138. Elenental microanalysis : % %1 %N %l
Stepal £ UNaf(Bg)- 143, Q-thﬁ(tﬁﬂuﬂmﬂt@tlihﬂ)pﬂBnylﬁﬂMdN%ethﬂ-ﬁ(ﬁﬁpﬁmﬁﬁxyl)-
11. 14 to EXAMPLE
NF{ (1 ayn@{csrbs’sttteuﬁbwedﬂeﬁéf hyl ) phenyl ] et hyl } - N- et h
yl -2-(1- piperazinyl)-2-indancarboxam de
di hydrochloride. Step A :
ThétekpdcRE) prbdha, E camﬁw b¥ | coavesieh fl the lkempbiuat bbtginkd Nk ke step

t hyl pJ p I ndancar boxam de. The
%’)‘?ﬁ’ét@taeséﬁ cg%gﬁtaﬁﬁ ned according to the procedure

El&ﬁen@i%@oﬁnéiysz?? arting from 15 the conpound of
Preparati on Z and

N- et hyl - 174G, 5-BiE(t r¥%fNVuorbr@t hyl ) phenyl ] -

t hyl am ne ep : 1
Cagff?‘zfl‘f‘?s, S- %%g%t P uo'r\%sr%t hyldHheny! | et hyl } - N- et hyl - 2-
Folidd pi per azsnyh) - 5,391 ndapgar bgxggm de The conpound
obtained in the step above is separated by HPLC

chromat ography, on a 20 chiral phase, of the racemc

EX AR N L SRS hmared D APy Foetmy2-0-

separ at ed. I},Zrazﬁiﬁpziindaﬁ%a%éxaaﬂmkh &m’éhlonde
Bls(trlfluorotttethyl)pheny]ethy] nmet hyl - 2- (

pi perazinyl)
The second of the enantiomers separated in Step B of Example 140 is converted into a salt

using hydrochloric acid to yield the expected product.
Elemental microanalysis :

%C wBH %N %Cl
Calculated 56.03 5.27 7.84  6.61
Found 56.54 5.44 7.66  6.49

EXAMPLE 142 : N-[(1R)-1-Phenylethyl]-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and (1R)-N-methyl-1-phenethylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 63.30 7.16 9.63 1625
Found 63.25 734 935 16.78
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2-i ndancar boxar ni de di hydrochl ori de. The expected
product is obtained by conversion of the conpound
obtained in the step above into a salt using
hydrochloric acid. 5 Elenmental mcroanalysis : % %1 %N
% Cal culated 52.46 5.11 7ﬂ§4 12.39 Found 53.00 5. 39
7.20 12. 03 EXAMPLE 141 : N{(1

-1-[3,5-Bis(trifluoronethyl)phenyl]

E Nal¢15)21-Phenylethyl]-N-methyl-2-(1-piperazinyl)-2-indan-
pi perazinyl);2-indancar boxam de hydrochl ori de. The
second of f%{é’%ﬁ%‘% @ﬁ%‘?@cﬁgﬁkﬂ%at ed in Step B of
Exanple 140 is converted into a salt using

hydrochloric acid to yield the expected product. .
Thejexpgeirdaprofie ris ablaingd jascording toghemoodure oBEGunplal4asteding from

the%%gﬁ?éﬂgd ?{%E%p%ﬁtign 9111’1(1 ﬁw—%ﬁm%%yi[i -p%‘eﬁé’[h;lar%?neq 49

EldbdntdiMicrbaklipsiyt et hyl ] - N- et hyl - 2- (1- pi perazi nyl )-2-i nd
an- car boxam de gihydrochlorgde. The expected product
i s obtai ned® @ccof@ing dVt hebgrlocedure of Exanpl e 4,
Sstantyng f 2 he ou f Preparation 2 and
Cj(lfa%%+netﬁgppl-gﬁgnet%§?2n1ﬂg%pElenental m croanal ysi s
Found/C %1 No9&I abcul avéd 6. 80 7.16 9.63 16.25 Found
63.25 7.34 9.35 16.78 -78- EXAMPLE 143:
N-[(IS)-1-Phenyl ethyl]-Nrmethyl-2-(1-piperazinyl)-2-ind

EX{MPLE 144 : (1)-N-[(15)-1 -Phenylethyl]-N-methyl-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound obtained in Step B of Example 86 and (1S)-N-methyl-1-phenethylamine.
Elemental microanalysis :

%C %H %N %ClI
Calculated 63.30 716 9.63 16.25
Found 62.68 729 9.25 16.04

EXAMPLE 145 : (1B)-N-[(15)-1-Phenylethyl}-N-methyl-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound obtained in Step A of Example 87 and (15)-N-methyl-1-phenethylamine.
Elemental microanalysis :

%C %H %N %Cl
Calculated 63.30 716 9.63 16.25
Found 63.51 7.54 947  16.06
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car boxam de di hydrochl ori de. The expected product is

obt ai ned according to the procedure of Exanple 4,

starting from the conpound of Preparation 2 and

(1'S)-N-nethyl-I-phenethylamne. 5 El enmental mcroanal :

%UC 9 9N % Cal cul ated 63.30 7.16 9.63 16.25 Found

63.81 7.29 9.48 16.72 EXAWPUR-144:

(1a)-N-[(1S)-1-Phenyl et hyl]-N-rmnetbyl -I-(1-piperazinyl) -
EXANPOEN462Q1 EjiNbRIQSJTl eflyIRMHAA 0N thethiyHe-(1- ﬁgﬁarszqﬂ cifldan-
—product 1s obtained according to the procedure o

Exanpl e 4, crbexamideidilydrociHeridenpound obtained in Step

B of Exanple 86 and (1S)-Nnethyl-I-phenet hyl am ne.

El enental microanalysis : % % %N % 15 Cal cul ated

Th@é)@(xfé@teﬁ -pl(ﬁith f53obtSined acdoadifigl tbthe GoceddR & Bl @4starting from
thecomppund q#(t@s;d - $tpe Ay fdbayple §7 st (hF)-N-methyp i paeresivigmipe.

Elenmsnlpdan- car b oxam de di hydrochl ori de. The expected

‘—prof-u%’i—r—s—o%f—al ned according to the procedure of
Exanpl e 4 %S(tart%nlg fr%rN 2@s1ae conpound obtained in
Step A of Exanpl e

Cafeylgpedy. net‘fﬁfyf‘zl -%ﬁ@net%ﬁ am/fe?  El ement al

r oanal v, 533 Vs, 9 ‘J/O]55C}al cul ated 63.30 7.16
FO@%S 16. 25 @oun%lgéS 1 .47 16.06 -79- EXAMPLE

146:
1p) - N-[ (1R).- 1- Phenyl et hyl ] - N-net hyl - | - ( 1- inyl)-
g}éﬁﬁ@g‘iﬁ e N R Sty Rty 11 P B S BZ Y dan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound obtained in Step B of Example 86 and (1R)-N-methyl-1-phenethylamine.
Elemental microanalysis :

%C %H %N %Cl
Calculated 63.30 7.16 9.63 16.25
Found 62.87 7.16 9.06 1595

EXAMPLE 148 : N-[(1a)-1-(3,5-Dibromophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide dihydrochloride.

Step A : N-[(1RS)-1-(3,5-Dibromophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-1-(3,5-dibromophenyl)ethylamine.
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car boxam de di hydrochl ori de. The expected product is
obt ai ned according to the procedure of Exanple 4,
starting from the conpound obtained in Step A of
Exanpl e 87 and (1R)-N-nethyl -I-phenethylamne. : 5

El emental mcroanalysis % %1 %N %  Cal cul ated 63. 30
7.16 9.63 16.25 Found 63.6397.67 9.68 15.51 EXAMPLE
147:

ep 1) - N:fct RI-13 5 DBrov phM ) exRpi IR ¥inyl-2 - B-pipe L ik dan-
3t -1 ndlgtl[-v %’(E?gar boxarri‘%z\' dii'Jhy’g‘;]g]g)Itﬁl orlydej.( ? ep‘@'g’gét ed

pr oductrbpsamigeai ned according to the procedure of

Exanple 4, starting from the conmpound obtained in Step

B of Exanmple 86 and (1R)-N-nethyl-1-phenethyl am ne.

Tth|c6ﬁH881§1§i Bhtame@an dhe>btep abbv A Phrktel byl BPCEl etbmbiegraphy, on a
63.30 7.16 9.63 16.25 Found 62.87 7.16 9.06 15.95
chipkplhvisepofithg racemic compound obtained in the step above.

N[ (la)-1-¢3 5-Di br h ) et - t 2- (1- pi per
Th%%%é{?ﬁf%i-Pé‘-’é“."kﬁéﬁ%ﬁ?ggﬁ@%g%“éﬁﬁgsw&rgﬁ? g%ag%‘%d' 20 Step A
N[(IRS)-1-(3,5-Di bronophenyl)ethyl]-Nnethyl-2-(1-pip
erazi nyl)-2-indan- carboxam de The exgect ed product is

Stepift ai Vel ak&63.8i0gramopiqay et E&owmethyt-2 €k-ainer eimyl)-2-indan-

starting fro c ound of Preparation 2 and
N net A 9fq'f'?,eé%%ﬁ?cg'z%b‘%ényl )et hyl ani ne. -80- Step B :
N-[(1 a)-]-(3,5-Di bronmophenyl) et hyl J- N- et hyl - 2- (|
pi per azi nyld) - 2-indan-_ carboxami de ) :
The expected product is obtained by conversion of the compound obtained in the step
above into a salt using hydrochloric acid.

Mass spectrometry : [M+H] =519.1

EXAMPLE 149 : N-[(1B)-1-(3,5-Dibromophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide dihydrochloride.

The second of the enantiomers separated in Step B of Example 148 is converted into a salt
using hydrochloric acid to yield the expected product.
Elemental microanalysis :
%C %H %N %C(Cl
Calculated 46.49 4.92 7.07  11.93
Found 46.99 485 690 1128

EXAMPLE 150 : (RS)-1-{2-[(1-(3,5-Dimethylphenyl)ethoxy)methyl]indan-2-yl}-

piperazine dihydrochloride.

Step A : tert-Butyl (RS)-4-(2-{[(3,5-dimethylbenzoyl)oxy[methyllindan-2-yl)-1-

piperazinecarboxylate

To 4.8 g of the compound obtained in Step A of Example 3 and 2.16 g of 3,5-dimethyl-
benzoic acid dissolved in 10 ml of methylene chloride there are added, at 0°C, 2.76 g of 1-
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The conpound obtained in the step above is separated by

HPLC chr omat ogr aphy, on a chiral phase, of the racemc

conmpound obtained in the step above. 5 The expected

product is the first of the enantioners thereby

separated. Step C N-[(!I

a)-]-(3,5-Di bronophenyl ) et mBl}-N-netlryl-2-(1

pi perazi nyl)-2-indan- carboxam de di hydrochl oride. The
(3-GXRAF SEnBS QPG 13- difyIeRbAdiEMe DYy GONSIRI 8 QB0 RE of dimethyl-

conmpound obtained in the step "above into a salt "using
amnpgymndih¢. dxftar stiging fod 20 Mags asaebicnidampergture, hdaiveatigvaporated

MPLE 149: N . : : .
off i 15U 18 PEiBRNRRR GV FEE G FRONRR I, RrERe B fepashed wit
wabéh )drid ahf SRfsorite@X B [dedek biteinee i Surifid. byldheorsgeemaghPbn silica

the enantioners separated in Ste of Exanple 148 is
geldelnewt dighllorameshaneiiyl aceiaien?y- Hy @5 tenelsrthe exnerigd peedpce| d

Aﬂ%he e§§qu product. 15 Elenmental mcroanalysis : %

il cul ated 46.49 4.92 7.07 11.93 Found
46.99 4.85 6.90 11.28 EXAMPLE 150:

(RS)-1-{2-] 1-22,5-D nmet byl phenyl ) et boxy) net hyl ] i ndan- 2
Step\B1} - teploBiwiy bl ctil S, didinp ety pvre syl iyl osy agetpyl)indan-2-ylj-1-

tert- . -4-(2-([(3,5-dim

et hyligié%'ég ?ﬁg@ﬁ]{}y&é’%hw lindan-2 yl)-1-

pi per azi necar boxyl ate To 4.8 g of the conpound obtai ned

in Step A of Exanple. 3 and 2. 16 f 3,5-di hyl - 25
ToYeti P Lgaretust eaBmsdin fis st #ngﬁﬁeﬁﬁg P%ﬁ@eﬁé o Iﬁtﬁagédfofurana
the%@%re_eddé&ﬁlﬁg d2bf 2IMAGIutidn 6F dm&hylitanBdene in toluene. The mixture is

3-di met hyl am nopr opyl') - 3- et hyl carbodi i m de

thehyheated ht I_@ﬂin_d endarchitidg®n ngyfief stm]nr@fm.)ﬁlhoumﬁndgtpgzﬂmg,i afarther 9.7 ml
of ?&qt: 3@@%{31? E{J}@B%I? iﬂré g’:ldﬁg(y ra%da}eﬂ%)q}%lgel%t cgn%%gd’ %ru rl%’ho%rhs? After
returning to ambient temperature, 300 ml of pentane are added and the mixture is filtered.
The filtrate is evaporated and the residue is then chromatographed on silica gel (eluant:

dichloromethane/ethyl acetate 90/10) to yield the expected product.
Melting point : 128°C.

Step C : tert-Butyl (RS)-4-(2-{[1-(3,5-dimethylphenyl)ethoxy]methyl}lindan-2-yl)-1-

Ppiperazinecarboxylate

To 1.6 g of the product obtained in the step above, dissolved in 40 ml of toluene and 20 ml
of anhydrous ethanol, there are added, after degassing, 165 mg (5% molar) of
tris(triphenylphosphine)rhodium chloride. The mixture is then hydrogenated for 20 hours
at ambient temperature and atmospheric pressure. After evaporating off the solvents and
chromatographing on silica gel (eluant: dichloromethane/ethyl acetate 80/20), the expected
product is obtained.

IR :>=CO 1688 cm .
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off, the residue is redissolved in ethyl acetate, and
then the organi c phase is washed with water, dried and
evaporated. The residue obtained is purified by
chromat ography on silica 5 gel (eluant:
di chl oronet hane/ et hyl acetate 92.5/7.5) to yield the
expected product. Melting-pbint : 139C. Step B :
tert-Butyl 4-[2-({[I-(3,5-di methylphenyl)

W | (RGYY DL By - DimdadipheypletRoxyim pray Hizidor Jayllpipey bdn €

éﬁipgl Q% {Q?P Eﬂ prodﬁ?{ﬁbﬁ¥§?nggprn ?he step above,

dlssohMEEOﬂﬁoﬂdﬂn1 of tetrahydrofuran, to there are

added 19.4 m of a IMsolution of dinethyltitanocene in
toluene. The mxture is then heated at reflux under
TheApee@€ Prodhtt Brobsdihed byngration & the wompowdiesbizieéd inxthe atep above
further 9.7 mM of the titanocene solution are added
with Adroeltlplipfig- i s continued for 18 hours. After

r et ur ni. ient tenperature, 300 nl of pentane are
Elelgenldl Hicd ﬁpbxture is filtered. The filtrate is
evapor at edsand t¥#Hdl resbdue % hen chromat ographed on
silica gel (elu | oy omet hane/ et hyl acetate
Calgplaiqs) t o @ﬁ(%‘} a;]{?r?e é@g Qé%oduct Mel ting point :
Fo%‘résc St epsdse t €8 57 Butgrds 1598
S)-4-(2-{[1-(3, 5-di net hyl phenyl ) et| hoxyJnet hyl }i ndan-

2 yl)-1- plpera2|necarboxylate To 1.6 g of the product
obtained._in th

e BRI -3 e b it DEDe st a2

added, afte% d difly dr&ﬁﬁ)rm} (5 % nol ar) of
tris(triphe ylp osphlne)rhodlun1chlor|de The m xture
is then hydrogenated for 20 hours at anbient

stegh ¥ s -t DR LTI Sl eyl ﬁle%.glt.}mﬂ
(eIu4P&engbgghg@gﬂ@khane/ethyI acetate 80/20), the

expected product is obtained. 25 IR: >=CO 1688 cm'
-82 Ste D :

Th}% €% ? % ghgcjf 15 §bt§1n@i ggc%tr(!ﬁ}ﬂh Iod tﬁ%hée@iﬁ@@éﬁ%e@tlﬁﬁtebsw&’o Cof

Example 150, replacmg the 3,5-dimethylbenzoic acid in Step A by 3,5-dichlorobenzoic

acid.

Step B : tert-Butyl 4-(2-{[(1a)-1 -(3,5-dichlorophenyl)ethoxy]methyllindan-2-yl)-1-

piperazinecarboxylate

The compound obtained in the step above is separated by HPLC chromatography, on a
chiral phase, of the racemic compound obtained in the step above.

The expected product is the first of the enantiomers thereby separated.

Step C: 1-{2-[((1)-1 -(3,5-Dichlorophenyl)ethoxy)methyljindan-2-yl}piperazine
dihydrochloride.

The expected product is obtained by reaction of the compound obtained in the step above

with hydrochloric acid.
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di hydrochl ori de The expected product is obtained by
reacti on of the conpound obtained in the step above
with hydrochloric acid. 5 Elenmental mcroanalysis : %
%1 %N % Cal cul ated 65.90 7.83 6.40 16.21 Found
66.36 8.34 6.43 15.98 EXAMPLE 151: 1-{2-[((1
a)-1-(3,5-Dichl orophenyl ) et t¥8xy) met hyl ] i ndan-2-yl}- 10
pi perazi ne di hydrochloride. Step A : tert-Butyl

EldiBRlal Hrikréatdi)si§ 3, 5- di chl or ophenyl) et hoxyJznet hyl Ji ndan-
2 yI)-1- pi era2|necarboxylate The expected product is
obtained atc@r difd7t o ¥He privéédure described in Steps

anp 150 epI cing the
Caéf’%’?e et hﬁE%enz‘%)lg% aC| %téei; A by
Fodnd- di chl ospbenzepe 1.‘56.ﬁCI ds.Btep B :
tert-ButyI4-(2-[[(1
a)-1-(3,5 dicIeIorophenyI)ethonynetIzyIfindan 2 yl)-1-

e A S PO s e R DR N P S T

phase, of tgperamfNdihyarsaafidk. obtained in the step
above. 20 e expected product is the first of the

enanti omers thereby separat ed. Step C 1-[2-[((1
hé)sedioP i el ORIC QLU RO, B BY ELRARM Y i RLRRA wit

azi ne oehl e expected i'S
hydzbt:tﬁbﬁedclbyo mem:theexpsafedtmedmorrpound obt ained in the

step above w th hydrochloric acid. -83- Elenental

%C %H %N %Cl
Calculated 55.25 5.90 5.86  29.65

Found 55.63 6.24 5.65  29.48

EXAMPLE 153 : 1-{(1o)-1-[((1a")-1-(3,5-Difluorophenyl)ethoxy)methyljindan-1-yl}-

piperazine dihydrochloride.

Step A : (1 a)-1-[4-(tert-Butyloxycarbonyl)-1-piperazinyl]-1-hydroxymethylindan.

The expected product is the first of the enantiomers obtained by separation on a chiral

HPLC column of the compound obtained in Step B of Example 1.

Step B : tert-Butyl 4-((1 ®)-1-{[(1RS)-1-(3,5-difluorophenyl)ethoxy]methyl}indan-1-yl)-

1-piperazinecarboxylate

The expected product is obtained according to the procedure described in Steps A to C of
Example 150, starting from the compound obtained in the step above and 3,5-difluoro-

benzoic acid.
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%uC 9% 9N % Cal cul ated 55.25 5.90 5.86 29.65 Found
55.17 6.29 5.65 28.95 5 EXAMPLE 152 :
1-{2-1((1(3)-1-(3,5-Di chl orophenyl ) et hoxy) net hyl ] i ndan-
2-yl]- piperazine di hydrochloride. The second of the
enantioners separated in Step B of Exanple 151 is
reacted with hydrochloric -@id to yield the expected
product. Elenmental mcroanalysis : 10 %C %1 9N %l
CUeAl BiyPR(@e)-3- -BB,59iivro ethox)Gm efhyPtn danSbyl)-
Ste%“’_ 45%% Ph(@g): [?@{a?l B, 2 2ifioropisapYerhox ety yl)
a) - 1-]-pipeeazjnetagt@xplatd f | uor ophenyl ) et hoxy) net hyl ]i ndan-
1-yl]- piperazine dihydrochloride. 15 Step A: (1
a)-1-[4-(tert-Butyl oxycarbonyl)-1 .
Thpoeepamidmttdned e cieprabeviiyd sapdeated shehrexplegtaplly on silica. The

roguct, is. the.fjr f the.enantioners qbtai ned by
exdegBe PRAU ISR Bk b astpisEUAEY Sefli, roount
obtained in Step B of Exanple 1. Step B : tert-Butyl
4-((1
L&z%)gf 5{ -ﬁ’c(lllaﬁs}[fdldﬁl -$3,d+lgtﬂuerlrc¢'thmg%ﬂltl)TtﬁWhe¢dlylﬁt§ﬂzyﬂ )legaw:iazine
yl)-. i perazi necar boxyl ate e expected produc
i s ob‘l"éﬂ’ﬂ%&y’)&@%rdi ng to the procedure described in
Steps Ato C of Exanple 150, starting fromthe
conpound obtai ned in the step above and 3, 5-difl uoro-
Thoexpeoted raedutt is ghtaingi by reaction of thegpmpound pptaingg in thestep above
.a9- 1- 5-di fl uorophenyl) et hoxy] met hyl )i ndan-1 yl)- |
Wltg‘ﬁ%’é?c’&%oﬁl(g@grdboxyl ate The conpound obtained in the step
Elahaue nisroan@asiat ed by chromat ography on silica. The

%C %H %N %Cl
Calculated 59.33 634  6.29 15.92
Found 60.09 6.38  5.88 16.00

EXAMPLE 154 : 1-{(1)-1-[((1B"-1-(3,5-Difluorophenyl)ethoxy)methyl]indan-1-yl}-

piperazine dihydrochloride.

The expected product is obtained by reaction of the second of the diastereoisomers
separated in Step C of Example 153 with hydrochloric acid.
Elemental microanalysis :
%C %H %N %Cl
Calculated 59.33 634 629 1592
Found 5886 6.18 6.05 1585

EXAMPLE 155 : 1-{(1B)-1-[((1a")-1-(3,5-Difluorophenyl)ethoxy)methyl]indan-1-yl}-

piperazine dihydrochloride.

Step A :  (1P)-1-[4-(tert-Butyloxycarbonyl)-1-piperazinyl]-1-hydroxymethylindan.

The expected product is the second of the enantiomers obtained by separation on a chiral

HPLC column of the compound obtained in Step B of Example 1.
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expected product is the first of the diastereoisoners
thereby separated. 5 Step D: 1-[(1la)-1-[((1
a9- 1- (3, 5-Di fl uorophenyl ) et haxy) netl zyl ] i ndan-
yl } pi perazine dihydrochloride The expected product is
obt ai ned by reaction of the conpound obtained in the
step above with hydrochl ori®-aci d. El enent al
m croanal ysis 10 % %1 9N % Cal cul ated 59. 33 6. 34
6.29 15.92 Found 60.09 6.38 5.88 16.00 EXAMPLE 154 :
1-{(Ia)-l-[((l(3‘)-1-(3,5-D'f|uorophenyl)ethoxy)nethyl]
Step lantetr-Butyl 46015 dF(IRS)-diByedifivbtophienyd)ethioxy[rpeshyllindan-1-yl)-
expected product i s obtained by reaction of the second
of t hkPiesgngeago s separated in Step C of Exanple
153 with hydrochloric acid. Elenmental mcroanalysis :
0 0 0 0
e S B8 BT el n s Ao Cor
Exﬁrﬁﬁarelﬁé,( k@rthipl Hom SthP Edrgianrhepminkat hoxio redhubbiddan 3,5-
-1-yl}- 'pi perazi ne di hydrochloride. Step A: (1
diffugyobknfoie ddiédr t - But yl oxycar bonyl ) -1
pi perazinyl]-1-hydroxynzetl zyl i ndan. The expected
product is the second of the enantiomers obtained by
Stepapar stri-Batybi- (6 S /) P53, SRl avophumyl) effioxer edforipedanel -vl)-
obtained in Step B of Exanple 1. -85- Step B :
tert - Mmrazmecarboxy ate
4-((1Q-1-{[(IRS)-]-(3,5-difluorophenyl)etl:oay]n: ethyl
Th}e Icgr%%QuAd gtlnzlinecll irP It}%esrtgpz leno%%&llsr geopxa}-/e{tgc{ gy chromatography on silica. The

expected product is the first of the diastereoisomers thereby separated.

Step D : 1-{(1P)-1-[((1 a")-1-(3,5-Difluorophenyl)ethoxy)methyl]indan-1-yl}piperazine
dihydrochloride

The expected product is obtained by reaction of the compound obtained in the step above
with hydrochloric acid.
Elemental microanalysis :
%C %H %N %l
Calculated 5933 634 629 1592
Found 5891 638 612 16.07

EXAMPLE 156 : 1-{((1B)-1-[(1B"-1-(3,5-Difluorophenyl)ethoxy)methyl]indan-1-yl}-

piperazine dihydrochloride.

The expected product is obtained by reaction of the second of the diastereoisomers
separated in Step C of Example 155 with hydrochloric acid.
Elemental microanalysis :
%C %H %N %C
Calculated 59.33 634 629 1592
Found 59.58 6.41 593 15.94
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The expected product is obtained according to the
procedure described in Steps Ato C of Exanple 150,
starting fromthe conmpound obtained in the step above
and 3,5- 5 difluorobenzoic acid. Step C

tert-Butyl4-((1Q-1-([(la)-1-(3,5-di fluorophenyl)etl:

ylinethyl}indan-1 yl)- 1 plﬁ@ra2|necarboxylate The
conmpound obtained in the step above is separated by
chromat ography on silica. The expected product is the
first of the diastereoi soners thereby separated.

10
EXaMPBLB 157 1 -1-{2-[((h)31l-(3:3-Pibromophenylet oxy)methyl]mdan-Z-yl}
a)-1-(3,5-Di.fl uor aphen xy) n: et hyl Ji ndan-
yl ) pi erazﬂHBm36Vﬁ9PE%¥ﬁ%oPB§3 The expected product is
obtained by reaction of the conpound obtalned in the
step above w th hydrochloric acid. Elenenta
Stepidcr otartButyl (RS)-41 %(ﬁ/ﬁrdmowhei@é)?ﬂwm'é'a’%b"@s'-%*y@n’ -
6.29 15 92 eFo§ %hig 91 6.38 6.12 16.07 EXAWMPLE 156:
1-{(U¥f§f§f-??‘? “)-1-(3,5-D fl uorophenyl ) et hoxy) net hyl
]indan-1-yl}- piperazine d|hydrochlor|de 20 The
expected product i.s obtai ned by reac

d
The,pxperied dreditcb S @BTAASOrding, 19 BE BEPCFP irg ifr@e%fm Biean @ C of

Ex%&&ﬂS%r%ﬁr%ﬁ Clj gltnggth Bergomg% 31‘% 1 dﬁAOQfI‘@l 5¥§1‘b§)mobenzmc

acifound 59.58 6.41 5.93 15.94 -86- EXAMPLE 157:
1-{2-1((la)-1-(3, 5-D bronmophenyl ) et hoxy) net hyl }i ndan- 2-
yl'}

Step B : tert-Butyl 4-(2-{[(1 &)-1-(3,5-dibromophenyl)ethoxy]methyljindan-2-yl)-1-

piperazinecarboxylate

The compound obtained in the step above is separated by HPLC chromatography, on a
chiral phase, of the racemic compound obtained in the step above.

The expected product is the first of the enantiomers thereby separated.

Step C: 1-{2-[((1®)-1-(3,5-Dibromophenyl)ethoxy)methylfindan-2-yl}piperazine
dihydrochloride.

The expected product is obtained by reaction of the compound obtained in the step above
with hydrochloric acid.
Elemental microanalysis :
%C %H %N %C(Cl
Calculated 46.59 4.98 4.94  12.50
Found 47.21 4.73 495 12.54
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pi perazi ne di hydrochloride. Step A : tert-Butyl
(RS)-4-(2-[[1-(3,5-di bronopl zenyl ) et hoxyJdnzet hyl }i ndan-
2 yl)-1- piperazin ecarboxylate 5 The expected product
i s obtained according to the procedure described in
Steps Ato C of Exanple 150, replacing the
3, 5-di met hyl benzoi ¢ acid i n88tep A by
3, 5-di bronobenzoic acid. Step B

EXARPLBY5Y! ‘}:{(zgm{] P§J1ﬁ(k;slpfb%oﬁmﬁh&m)mmxwﬂwh)qudamw#nz e

dan-2 'yl )-1- piperazin ecarboxylate to The

conpound olpigdrazide dihydrecldoxige.above i s separated by
JI PLC chronmat ography, on a chiral phase, of the
racem c conpound obtained in the step above. The

TheS¥RBad & BE Qdftiorhds teparhied Sh Sfep tIefeMamiplomsrsis reacted with
thereby separated. Step C: 1-{2-[((1

hydajchloric3ichl tiyield thexpestgd prodr@xy) nzet hyl Ji ndan- 2yl } pi per

_Elazun _dgh rochl oride. 15 The expected product is

-—9@%¥ﬁiﬁ€§4§é5¢€éction of the conpound obtained in the
step abovey; o t lgslaydr ggM or egCaci d.  El enent al

m croanal ysis % %1 %N %C1 Cal cul ated 46.59 4.98 4.94
Calg@laB@ 20 4%olfhd 498 2144473 4298 12.54 -87- EXAMPLE 158:

1A2-1((1 12.70

For )-1-(3,5#%;%r6%g%heﬁypjethoXy)nethyI]indan-2-y1}
pi perazi ne di hydrochl ori de. The second of the
enanti oners separated in_ St

B of Exanple 157 i
EXAMPLIEA St b 10 ydr laDok-55-RsGrifhuorpmis By innenglpborys
product. 5 %L&%mﬁn-ﬂbﬁﬁﬂﬁpﬂiﬂéHﬁlyﬂrochloride.

Step A :  tert-Butyl 4-((10)-1-{[(1RS)-1-[3, 5-bis(trifluoromethyl)phenyljethoxy]methyl}-
indan-1-yl)-1-piperazinecarboxylate

The expected product is obtained according to the procedure described in Steps A to C of
Example 150, starting from the compound obtained in Step A of Example 153 and 3,5-

bis(trifluoromethyl)benzoic acid.

Step B :  tert-Butyl 4-((1)-1-{[(1a')-1 -[3,5-bis(trifluoromethyl)phenyljethoxy]methyl}-
indan-1-yl)-1-piperazinecarboxylate

The compound obtained in the step above is separated by chromatography on silica. The

expected product is the first of the diastereoisomers thereby separated.

Step C: 1-{(1a)-1-[((1))-1-[3, 5-bis(trifluoromethyl)phenyljethoxy)methyl]indan-1-yl}-

piperazine dilydrochloride

The expected product is obtained by reaction of the compound obtained in the step above

with hydrochloric acid.
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% % 9N %1 Cal cul ated 46.59 4.98 4.94 12.50 Found
4673 4.70 4.95 12. 70 EXAMPLE 159:
1-{(1(x)-1-{((la")-1-[3,5-Bis(tritluoronethyl)phenyl]et
hoxy) - 10 met hyl ]i ndan-1-yl } pi perazi ne di hydrochl ori de.
Step A: tert-Butyl 4-((lI
a)-1-{[ (I RS)-1-[3, 5-bis(triffoorontethyl)phenyl Jet hoxy]
ruethyl]- indan-1 yl)-1 piperazinecarboxylate The
Ele®%RRLIneFoahct 1S obtained according to the procedure
described in Steps Ato C of Exanple 150, starting
fromthe cerfpourtd bt Zvded inC8tep A of Exanple 153 and

Cb%ugéﬂéﬁtb{f%&%(lgy?roqp{ Nyl )kepzoic acid. Step B :

Foaft 1-[ 3, 5.haﬁitr538uonbmrthyBﬂphenyI]ethoxy]nethtyl)-
ittdan-1 yl)-I1 piperazinecarboxyl ate The conpound
obtained in the step above is separated by
EXAVI PR G0 : a1 o1 - R(1IBNCR3, §'Jlﬁs(tﬁﬂﬁ)&‘bhﬁ@h3ﬂnﬂﬁuﬂ]etthyi)hﬁethyl]-
=X1rSt of the di astereoi SOMers thereby separated. 20
Step C indan-1-yl}piperazine dihydrochloride.

1-[(la)-]- [((Iag I-[3 5 bi s(trifluoronethyl)phenyl]etho

xy)inetl:yl]indan-1 pi perazi ne di hydrochl oride The
Thexppetel p udy Obgll@dt By neattioy elethet pesAndfoftthe diastereoisomers

sepggqnt? '@g%ﬂg eﬂ:ﬁ ienl 5‘9%\21@0 Pc%l%)r}/ceam /@t E}‘_Ih%}gr f))/z]hl oric
Elatnfld lhadrofn8gsi85 5. 17 5.14 13. oo Found 52.93 5.38 5.00
13.11 5 EXAVPLE 160:

1-{(1a)-1-3q€1f FoH1- [%2-Bi%ri f1 uor omet hyl ) phenyl ] et
calOxyeTet hyk) 551 ndan- 1-yl )} pi pgr@zi ne di hydrochl ori de.

Found 53.35 516 509 12.63

EXAMPLE 161 : 1-{(1B)-1-[((1a")-1-[3,5-Bis(triflnoromethyl)phenyljethoxy)methyl]-
indan-1-yl}piperazine dihydrochloride.

Step A :  tert-Butyl 4-((15)-1-{[(1RS)-1-[3,5-bis(trifluoromethyl)phenyl]ethoxy]methyl;}-
indan-1-yl)-1-piperazinecarboxylate

The expected product is obtained according to the procedure described in Steps A to C of
Example 150, starting from the compound obtained in Step A of Example 155 and 3,5-

bis(trifluoromethyl)benzoic acid.

Step B : tert-Butyl 4-((18)-1-{[(1a')-1-[3,5-bis(trifluoromethyl)phenyl]ethoxy]methyl}-
indan-1-yl)-1-piperazinecarboxylate

The compound obtained in the step above is separated by chromatography on silica. The

expected product is the first of the diastereoisomers thereby separated.
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The expected product is obtained by reaction of the
second of the diastereoi soners separated in Step B of
Exanpl e 159 with hydrochloric acid. El enental
m croanalysis : 10 % %1 9N % Cal cul ated 52.85 5.17
5.14 13.00 Found 53.35 5.16 5.09 12. 63 EXAMPLE 161:
1-{(1[3)-1-[((la")-1-[3,5-Bi%8¢trifluoromethyl)phenyl]et
hoxy) met hyl ] - indan-1|-yl}pi perazi ne di hydrochl oride. 15
P 1 8-2L7k1 BYL Y. 3,5-Bis(trifluoromethyl)phenyljethoxy)methyl]indan-1-yl}-
S—g—(te Ece( 11/%(()1’_3}1?{4(( 128){1- [ 3,(5-ﬂbi s(tri wﬂorgr{et h;?l])) phévn]yl ] et W
hoxy Jmperaying diliyddechidridd ) - | pi per azi necar boxyl ate The
expected product is obtained according to the procedure
described in Steps Ato C of Exanple 150, starting
Thé é)gfébieb SreERFPRUSHaiakH BY ReetidmofSthe RoMpeindExaaRke inl fie stsptabove
3,5- bis(trifluoronethyl)benzoic acid. 20 Step B :
withdydrouloyik agid( (1[1)-1-{[(1
a)-1-13,5-bi.s(trifluoronethyl)phenyljethoxyjn:ethyl]-
o MICrQ qlésiperaziuecarboxylate The conpound
obt ai ned iy ¢ he BtEep aBwe 1% Bepar at ed by

chronatogrggh on silica. The expected product is the
Cafcptated of tHeSi asier eol-5dners-Qbher eby separated. -89-

C
Fb%%{?l/i)-lq%%?la;z%-[é{%{Bié?ﬁaﬂfluoronethyl)pbenyl]etb

oxy)methyl]ir:dm-1 ylJ- piperazine di hydrochl oride The
expect ed product is ahtained by reaction of th
E o - B LS5 B CrifnaromgthyDhsay lehppmethyl-

201, 2, HPNE LoD gl giisthen 0

The expected product is obtained by reaction of the second of the diastereoisomers

separated in Step B of Example 161 with hydrochloric acid.
Elemental microanalysis :

%C %H %N %Cl
Calculated 5285 517 514  13.00
Found 53.37 518 494 1278

EXAMPLE 163 (1a)-N-[(1a')-1-(3,5-Difluorophenyl)ethyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

Step A :  (1)-N-[(1RS)-1-(3,5-Difluorophenyl)ethyl]-N-methyl-1-[4-(tert-butyloxy-

carbonyl)-1-piperazinyl]-1-indancarboxamide.

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound obtained in Step B of Example 86 and (RS)-N-
methyl-1-(3,5-difluorophenyl)ethylamine.
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Found 52.96 5.19 4.91 12.76 EXAMPLE 162: 1-{(1
p)-1-[((1(3")-1-[3,5-Bis(trifluoronethyl)phenyl]ethoxy)
nmet hyl]- 10 i ndan-1-yl}pi perazi ne di hydrochl oride. The
expected product is obtained by reaction of the second
of the diastereoisorners arated in Step B of
Exanpl e 161 with hydrochl orP‘g aci d. El enental
m croanal ysis : % %1 %N % 15 Cal cul ated 52. 85 5.17
Ste Bl4 13)- 55§ proplhichyBetf) —hzmza

N-([ ()I QO[( (E?J(ﬂéGS Df?rug}; opﬁznyﬁ{et hyI - N- et hyI - %

p| percazbmyl))l—pzpemdmb’alr bolrapdrdexaiiidg.dr ochl ori de. Step A

) N-[(I RS)-1-(3,5-Bifluorophenyl)ethylJ-Nn:ethyl-| &
The- (Blepetcteﬂut pilodust- R0 obtabyedy| by 1 chromatography on silica (eluant:

ST TR BB RSB E re

Step A of Exanple 4, starting fromthe conpound
bt ai ned_in StepBof net h

Stei €5 51 M RER STy DY gp Bt HE 90 meldrf epiperho-1-
a) N’t%é&g‘aﬁ?(ﬁamtde dzézydro Szlorzde

uorophenyl’)ethyl J- N-nethyl -1-[4-(tert-but
yI oxy carbonyl) -1 pi perazi nyl J-]-i ndancar boxam de. The

Thee)é{&?e‘é{eﬂd ﬁﬁﬁ&uﬁt oﬂ.& ﬁclbta@éd?@lq%b% B ReRIA aBRYib& in Step B of

Bl uant oronet hane/ ethyl acetate) of the
Exaim;ﬂsn;ataungcﬁtmﬁhe coinpburdeotdiined medep B aBpep A. 5 Step C

Mo by S A BB RS Sy -1 -

pi per azhnyl )dl i ndancar boxam de di hydrochl oride. The

expect ed produc accordin o t he dure
ExAEEEs Qo B Jr AR as e e E e

cormpound  obyiak G yiyl1 - &fcRridRakfde dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step B of
Example 163.
Elemental microanalysis :

%C %H %N %Cl
Calculated 5848 6.19 889  15.0]
Found 5789 596 843 1540

EXAMPLE 165 : (1B)-N-[(1a.")-1-(3,5-Difluorophenyl)ethyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

Step A : (1P)-N-[(I1RS)-1-(3,5-Difluorophenyl)ethyl]-N-methyl-1-[4-(tert-
butyloxycarbonyl)-1-piperazinyl]-1-indancarboxamide.

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound obtained in Step A of Example 87 and (RS)-N-
methyl-1-(3,5-difluorophenyl)ethylamine.
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Mass spectronetry ESI/FI AHR and M5/ MS @ [ MtH] +=400.
EXAMPLE 164:
(1a)-N-[(1p')-1-(3,5-Difluorophenyl)ethyl]-Nnmethyl-I-(
1- 10 piperazinyl)-1-indancar boxan de di hydrochl ori de.
The expected product is obtained according to the
procedure described in Step?B of Exanple 4, starting
fromthe second of the diastereoisoners separated in
Step B of Exanple 163. Elenental m croanal ysis : 15 %C

;@1%6[( l%}f?@ i %tzgﬁ o s Sytoxy-
(1I0) - Qb ]pgpeéa%u@ tllmembemmeet hyl]-N-met hyl -1 - (

1- p|perazrny 1-1 ndancar boxani de di hydrochl oride. 20
Step

e( []'ﬁelx%ecé ( Ip;RO (13 ' ob alnedu OE}(I) phc%ré/mgtce)gapﬁ/}l ] ohl' g hiby! (Lluant

dlcf?lﬁf‘&fﬁéiﬁéﬂéﬂaﬂgq Rydtite LoH tRE Aidgterp]shrrerit RdamessHMinahindep A.
The expected product is obtained according to the

procedure described in Step A of Exanple 4, starting

s L SR, BTk SRR A B
St ep ﬁdanéa]rbr;fl)mt% lftydrochloride.

a9-1-(3,5-D fl uorophenyl)ethyl J-N-rnethyl-1-[4-(tort-bu
tyl oxy carbonyl) 1 piperazinyl J-1-indancar boxam de. The

expecte roduct Jj.s. gbt aj r
g RAEIEL RN ohflP PAISe0k. L RIPLAE RERYO O i st of
Ex%’nﬁl%téb)eﬁt@ﬂi[ d¥eRN i@ odinpbuiidoltbinad neSitepB Hoep A 5 Step C

1J3)-N
a .’ i§1or ophenyl ) et hyl ] - N-net hyl -1 - (1

p|perazrny&) 1- ¢ngancgrbpoxagige di hydrochloride. The

expect ed product IS obtalne according to the procedure
Cattetued bed b 4&t e@ /B of8.89  15.01

Found 5831 5.95 8.40  14.17

EXAMPLE 166 : (1p)-N-[(1p")-1-(3,5-Diflucrophenyl)ethyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step B of
Example 165.

Mass spectrometry ESI/FIA/HR and MS/MS : [M+H]+=400.
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Exanple 4, starting fromthe conpound obtained in Step

B above. Elenental mcroanalysis : 10 % %1 YN %1

Cal cul ated 58.48 6.19 8.89 15.01 Found 58.31 5.95 8.40
14. 17 EXAMPLE 166:

(1(3)-N-[(Ip')-1-(3,5-D fl uorophenyl ) et hyl ] -N-nmet hyl - | -
(1- piperazinyl)-1-indancartfxam de di hydrochl oride. 15
The expected product is obtained according to the

Eﬁ%ﬁﬁ%@s g(ggc?g-g?&')Lﬂ(at‘?-mclﬁoﬂfp_heﬁﬁmm-mme‘iﬁﬁ-rltéln9

t'he di ast er eoi soners” Separat'ed in

Step B of pipamzimylE6inddvixasbepedde diydrochi@liddl A/ HR

and M5/ MS : [ MkH] +=400. -92- EXAMPLE 167 (1

a)-N-[(la')-1-(3,5-Di chlorophenyl)ethyll-Nnethyl-1-(1
Stepl DT () INY(IRE) 1PGaDihibaraphirngt) ethiyliyNneshylal [4d@ert- St ep

A (l o .

a) - N- putyknssycarbqry s 1-pineradipydpFrétipryaxbayamidd. wet hyl -1 - [ 4-

(tert-

but yl oxycar bonyl ) - 1pi perazi nyl ] -1-indancar boxam de. 5
ThTWéP@)E‘?}%EfC@HCTpF%Gh‘@tﬂeiﬂsacé%@aign dthecRiGeefig degsbRe i Step A of

Bl NRUEE RE B chorh 8L n SEATR' @ LrarheRE08 RSN
mefiR$)1-BL5-dietloydphehyl}efldlamaliechl or ophenyl ) et hyl am ne. Step

B: (1 a)-NJ[(1

a9-1- (3, 5-Di chl orophenyl )ethyl]-N-net hyl -1-[4-(tert-but
Stapl BXY (1 @) Vpay)-]-(3, 54 ek Eophyh b dihylpVaineddyh O afiesebutyldty-

The expected product is obtained by chromatography on

si | i cerrberxibdPiParEnRybd odencaroetids acet ate) of the

di astereoi soneric m xture obtained in Step A Step C

1 -N-[(1 ) B
Th(a.g-%?pfq.?(gg reqlﬂqg.r oifjhe‘?qu)"@( hW] ) @rﬂ@@ma_plhy( | 911 silica (eluant:
AR RGN BRL Y h i1 Licetay BP BRI endicNFRRE BbAMeA S Step A.

Step C : (1a)-N-[(1a")-1-(3,5-Dichlorophenyl)ethyl]-N-methyl-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the compound obtained in Step B above.
Elemental microanalysis :
%C %H %N %Cl
Calculated 54.67 578 832 14.03
Found 55.18 579 806 1257

EXAMPLE 168 : (1a)-N-[(1B")-1-(3,5-Dichlorophenyl)ethyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step B of

Example 167.
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The expected product is obtained according to the

procedure described in Step B of 15 Exanple 4,

starting fromthe conmpound obtained in Step B above.

El enental microanalysis : % % %N % Cal cul at ed

54.67 5.78 8.32 14.03 Found 55 18 5.79 8.06 12.57 20

EXAMPLE 168:

(let)-N-[(2(3")-1-(3,5-Dichl orophenyl)ethyl] N- et hyl - |
Ele,,{e,}falplll&g&@q%qyl ) - 1-i ndancar boxam de di hydrochl ori de.

he expected product is obtained according to the
pr ocedur e ddscriBel i 958t ep BCHf Exanple 4, starting
he s th ast oi somers separated in

Ca%f‘%ﬁedt ﬁﬁnﬁo% §B 93-]§£?emsnt al microanalysis :
Fofd Y+ 0AN %3.93 Caf. gl atﬁszio 54.7¢035. 78 8.32 14.03 Found

53.93 5.78 7.90 14.03 5 EXAMPLE 169:

(1p)-N-[(la")-1-(3,5-Di chl orophenyl)ethyl]-Nrnmethyl-I-(

E%MEL&%@ZI 8&){\1—-&1 (ix.qﬂqgcﬁbb&ﬁ%ﬂgnﬁie@ﬂﬂf-ﬂgmeﬂf)jlﬂ?ﬂ-

(1,13)-N (%.BS}azin}(l)’il-’in&fcManﬂhemuih)yetmin}n& met hyl - |
-[4-(tert- butyl oxycarbonyl)
pi perazinyl J-]-indancar boxam de. The expected product
dpS4 OPER) R 1RSFIL Isnpcwb el BHSLLN- B AR falyRsdei N
_gtﬁ% H%)W?(Rg%x (g l l, rsltaar’h?l)n; rorr:e?ﬁg c[oﬁund
obt ai hamlaxnaﬁbepyl)ﬂMpeM]-élW@nlcbo@m}dq\l- met hyl - |
-(3, 5-di chlorophenyl) ethyl amne. Step B :
(1[0)-N-[(1 . o
Tha)expeqt@] Hrddiuehlioobisinedydcpending fo) the mocedure |depegibed apt Step A of

Exoubl! PXYSAL D! ¥l RDRLAE bB¥ideain ' IYPRCSY BOXAIL 49-and (RS)-N-

methyl-1-(3,5-dichlorophenyl)ethylamine.

Step B : (1B)-N-[(1 a')-1-(3,5-Dichlorophenyl)ethyl]-N-methyl-1-[4-(tert-
butyloxycarbonyl)-1-piperazinyl]-1-indancarboxamide.

The expected product is obtained by chromatography on silica (eluant:

dichloromethane/ethyl acetate) of the diastereoisomeric mixture obtained in Step A.

Step C: (1B)-N-[(1a")-1-(3,5-Dichlorophenyl)ethyl]-N-methyl-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the compound obtained in Step B above.
Mass spectrometry ESI/FIA/HR and MS/MS : [M+H]+=432.
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The expected product is obtained by chromatography on
silica (eluant: 15 dichl oronet hane/ ethyl acetate) of
the di astereoi someric mxture obtained in Step A. Step
C
(133)-N-[(1la)-1-(3,5-D chl orophenyl)ethyl J-N-net hyl -1 -(
1 pi perazinyl)-1- indancarbd%ani de di hydroehl ori de. The
expected product is obtained according to the procedure
EXA9%PL.ENGY :'(TB)SNe[g] [_ﬁ)-@fg,Sﬁlﬁﬁwmplﬂeny})%ﬂiyl]l-mgnéthsim-T(ile
— conpound obtained in Step B above. Mass spectronetrv
ESI / FI A/ HR piperarisyhE -indameafibexamide digndrOEE(NVNSE 170:
(1(3)-N-[(1
[3")-1-(3,5-Dichl orophenyl )ethyl]-N-nmethyl -1-(1
ThdleR§dcd pvihctlisi oriainedbeoram e M ydcddard Gedctied TineStep B of
expected product is obtained according to the procedure
Exatele r4, beietting fSuepthg seeondepbihsl diaateregisapers sefaied ihedtep B of
Exs%éggg%of the di astereoi sonmers separated in Step B of
& 1 e 169. Mass spectronetry ESI/FI A HR and MS/ VS :
M rrome?y EEWAMPHR ahd W4S/MS - [M+H]+=432.
1I-{2-[ ((1RS) - 1- (3, 5-Di fl uor ophenyl ) et hoxy) net hyl | i ndan-
2-yl }- piperazine di hydrochloride. The expected product

e B ST S RS ot g S0

3, 5-di f | uorpiperazbiecdiagdechchlovidel ement al mi croanal ysi s
AU % 9N % Cal cul ated 59.33 6.34 6.29 15.92 Found
59.46 6.61 6.15 15.40 EXAWPLE 172:

et clel RERks -dbBrimsaBlcedrlitolth ey ORI Jfhampld e30)eeacRg th
Th%?ﬁ%?%@ 15 i%%é%—é-ylfpipeﬁgzinégdihydrochlg¥1de. %ﬁg &e
3,5edipettydenpriodeidtin StepabbuBfediflaewbentiogcid t he procedure

Ele%en%?nr}glogncgﬁg& : replacing the
%C %H %N %Cl

Calculated 359.33  6.34 6.29 15.92

Found 59.46 6.61 6.15 15.40

EXAMPLE 172 : 1-{2-[((1RS)-1-[3,5-Bis(trifluoromethyl)phenyl]ethoxy)methyl]-

indan-2-yl}piperazine dihydrochloride.

The expected product is obtained according to the procedure of Example 150, replacing the
3,5-dimethylbenzoic acid in Step A by 3,5-bis(triflucromethyl)benzoic acid.
Elemental microanalysis :
%C %H %N %C(Cl
Calculated 5285 517 514  13.00
Found 5282 514 505 1277




10

15

20

3, 5-di net hyl benzoic acid in Step A by
3,5-bis(trifluoronethyl)benzoic acid. Elenental
m croanalysis : % %1 %N % 20 Cal cul ated 52.85 5.17
5.14 13.00 Found 52.82 5.14 5.05 12.77 -95- EXAMPLE
173: 1-{2-[((1
a) - 1- Phenyl et hoxy) net hyl ] i ndan- 2- yl } pi per azi ne
di hydrochloride. Step A: tert-Butyl (RS)-4-(2-[[1
EX g!gg%k 95780 )ﬁyL_f‘[F fdh)- L Phémdéhody)ietnyljiRtMenad] lﬁﬁerazme
e expect'ed product” 1s obtained
accor di ng tdihydwechlooiledur e described in Steps Ato C of
Exanpl e 150, replacing the 3,5-dinethy|benzoic acid in
Step A by benzoic acid. Step B : tert-Butyl 4-(2-{[(1
StefM & ]tetqt]?tﬂfw &Sl 411 - B iden BEARedyYindab - jimfp'i%érﬂﬁne-
‘boxyl at'e The compound "obtained in the step above is
separaﬁbdq%yeHPLC chromat ography, on a 10 chira
phase, of the racem c conpound obtained in the step
above. The expected product is the first of the
Th@é‘)&i%ﬂe@ pedduct ﬁ&!’tﬁ&lﬁecﬁﬁj@@fm . th&pegefure dbsdribed (f $teps A to C of

a)-1- Plaenyletho:%%g etlr i ndan- 2yl } pi per.azi ne
Exatipiy dFdahplaeing e Fhdirasth Pré?@l pradiicitcp & bhearsieacisy

reacti on of the conpound obtained in the step above
wi th hydrochloric acid. 15 Elenental m croanalysis %

YNHB &Rl phbni4hdx)dfhell dafi-B3l)-1 -
—é‘g—s?ea 80" 5, 5%”1(7 Fézp EXHA)?/PLIExﬁ7e olfindil B3)-ipadzine

1-{2- Pvﬁquﬁﬂtl Phenyl et hoxy) met hyl ] i ndan- 2-yl } pi perazin
e

The compound obtained in the step above is separated by HPLC chromatography, on a
chiral phase, of the racemic compound obtained in the step above.

The expected product is the first of the enantiomers thereby separated.

Step C: 1-{2-[((1 &)-1-Phenylethoxy)methyl]indan-2-yl}piperazine dihydrochloride.

The expected product is obtained by reaction of the compound obtained in the step above
with hydrochloric acid.
Elemental microanalysis :
%C %H %N %Cl
Calculated 64.54 7.39 6.84 17.32
Found 60.57 680 599 1732

EXAMPLE 174 : 1-{2-[((1B)-1-Phenylethoxy)methyljindan-2-yl}piperazine
dihydrochloride.

The second of the enantiomers separated in Step B of Example 173 is reacted with

hydrochloric acid to yield the expected product.
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20 di hydrochl ori de. The second of the enantioners

separated in Step B of Exanple 173 is reacted with

hydrochloric acid to yield the expected product. -96-

El emental microanalvsis : % %1 %N % Cal cul at ed

64.54 7.39 6.84 17.32 Found 64.96 6.97 6.43 16.82 5

EXAMPLE 175: -96-

1-[(la)-1-(3,5-D fl uorobenzyl oxymet hyl )i ndan-1 -yl | pi per
EleélibBniciidyasgchl oride. Step A .

(Ta)-1-T4-(tert-Butyl oxycarbonyl)-1

pi per azi nyb -] - P# {ldr oxX§ ietﬁ??gndan. The expect ed

rodyct i tai a rdi o the procedure
‘1”5€§%?ibed%?§q5téggg o?%gExazgﬁé 1, starting fromthe
Foug@mpound et nep7 n Bt48p AlGB2Exanpl e 86. 10 Step B :

I-[(1 a)-1-(3,5-Di fluorobenzyl oxyrnet hyl )i ndan- 1

ylj pi perazine dil:ydrocl:loride. The expected product

i iaed Ja i ng_ L iperazine
EXaMBEE R3] RGPS bbb iR RS Eetpheraat
obt ai ned i n dikpdiwtcRPraeove and 3, 5-di fl uorobenzyl 15
brom de. El enmental mcroanalvsis : % % %N %C
Cal cul ated 58.47 6.08 6.49 16.44 Found 58.67 6.17 6.27

4o ? BEnddS; I-piperazinyl]-I-hydroxymethylindan.
sue o g R oty g el wicemetiptn

azi ne di hydrochl ori de.

The expected product is obtained according to the procedure described in Step B of

Example 1, starting from the compound obtained in Step A of Example 86.

Step B:  1-[(10)-1-(3, 5-Difluorobenzyloxymethyl)indan-1-yljpiperazine
diliydrochloride.

The expected product is obtained according to the procedure described in Steps C and D of
Example 1, starting from the compound obtained in the step above and 3,5-difluorobenzyl
bromide.
Elemental microanalysis :

%C %H %N %Cl
Calculated 5847 6.08 649 1644
Found 5867 6.17 627 1652

EXAMPLE 176 : 1-[(1 B)-l-(3,5-Diﬂuorobenzyloxymethyl)indan-l-yl]piperazine
dihydrochloride.

Step A : (10)-1-[4-(tert-B utyloxycarbonyl)-1-piperazinyl]-1-hydroxym ethylindan.

The expected product is obtained according to the procedure described in Step B of
Example 1, starting from the second of the enantiomers separated in Step A of

Example 86.
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Step A (1/3)-1-[4-(tert-Butyl oxycarbonyl)-1

pi per aZi nyl ] -1-hydroxynet hyl i ndan. The expected product
i s obtained according to the procedure described in
Step B of Exanple 1, starting fromthe second of the
enanti oners separated in St A of Exanple 86. -97-
Step B JJ)-1-(3,5-Difluorobenzyl oxynet hyl )i ndan-1

yl ] pi perazi ne di hydrochl ori de. The expected product is
obt ai ned according to the procedure descri bed in Steps

sieglf ;. EAT Py T Ry g s ookt o TSUPBRBRIY s
brom dgpydsberleaial m croanal ysis %C %1 9N %C

Cal cul at ed 58.47 6.08 6.49 16.44 Found 58.37 6.24 6.17
16.40 to EXAMPLE 177:

ol o s A S R P o
Ex#hpie qCEtmﬂﬁlg%@thﬂn%@ﬁﬁﬁ dbtaged & rhb &tep raB@\&Ohmﬁa ,$ifluorobenzyl

Exanpfe 4, starting t he conpound obtained in Step
brogug¢.- Exanpl e 86 and N-nethyl -3, 5-di f| uor obenzyl ani ne.

lEIe ntgj 1 analysis : % %1 %N % Cal cul at ed
%—@%—gﬁﬁtgﬁi—g 15.47 15 Found 57.21 5.99 8.36 15.47
EXAMPLE 17%C % H %N %Cl

(3.5 Difluorobenzyl)-N methyl -1-(1-piperazinyl)
S S“V%Ian- <t hoxaff de @If’%ydr <l ori de. The expect ed

PbE&PdUCt i ssobyai fed acgeydi ng kp the procedure of
anple 4, starting from

EXAMPLE 177 : (1a)-N-(3,5-Difluorobenzyl)-N-methyl-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound obtained in Step B of Example 86 and N-methyl-3,5-difluorobenzylamine.
Elemental microanalysis :

%C %H %N %Cl
Calculated 57.65 5.94 9.17 15.47
Found 57.21 599 836 1547

EXAMPLE 178 : (1B)-N-(3,5-Difluorobenzyl)-N-methyl-1-(1-piperazinyl)-1-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound obtained in Step A of Example 87 and N-methyl-3,5-difluorobenzylamine.
Elemental microanalysis :

%C %H %N %Cl
Calculated 57.65 594 917 1547
Found 58.14 6.16 884 14.96
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the conpound obtained in Step A of Exanple 87 and

N- et hyl - 3, 5-di f |l uor obenzyl am ne. El enent al

m croanal ysis : 20 % %1 9N % Cal cul ated 57.65 5. 94

9.17 15.47 Found 58.14 6.16 8.84 14.96 -98- EXAMPLE

179:

(la)-N(3,5-D chl orobenzyl ) - Rl-met hyl -1 - (1- pi perazi uyl) -

1-i ndan carboxam de di hydrochl ori de. The expected
EXpM\BLE!179s (éa)-aT-ﬁeS}Dé:dﬂMEn@ll-H-mh@ybif(&ﬂxipnr@zioﬁ'l)- -indan-

Exanpl e 4 e .compound obtained in Step

B of Exarrpl"é‘rg %‘3 ‘Hg‘]ms}}q %’83 di chl or obenzyl ani ne.

El emental mcroanalysis : % %1 %N %1 5 Cal cul at ed

53.79 5.54 8.55 28.87 Found 53.17 6.03 8.18 29.05
TheExuIvPIeE pr@Dict {slobtained according to the procedure of Example 4, starting from

oA L A B AR

Elemegg,w%crbgmgmlﬁ{ ned according to the pr ocedure of
Exanple 4, starting from the conpound obtained in Step
A of Exanpte 87 % én‘g Nt hy1% €15- di chl or obenzyl ani ne.

0, El ement C nal o¥e YH YN %0 Cal cul at ed
Calgief o D P L o o075 00 a0 8. 07 29 08 15
Folm$AMPLE 185I3..77 6.03 8.18 29.05

(la)-N-(3-Chl oro-5-11uorobenzyl)-Nnethyl-I-(1-piperazi
nyl)-1- indancarboxan de di hydrochl ori de. The expected

E )_{%r@ggﬁi: 1 gsls’ . @?g\-ﬂ—{%%l)ﬁ‘ér:hg?ﬁro%ieﬂgfl}-ﬂ-ﬁ@ﬁlyﬂﬁ Q?%ﬂﬂér@izﬂgfl)-l -indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound obtained in Step A of Example 87 and N-methyl-3,5-dichlorobenzylamine.
Elemental microanalysis :

%C %H %N %
Calculated 53.79 554 855  28.87
Found 54.00 549 807  29.08

EXAMPLE 181 : (1a)-N-(3-Chloro-5-fluorobenzyl)-N-methyl-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound obtained in Step B of Example 86 and N-methyl-3-chloro-5-
fluorobenzylamine.
Elemental microanalysis :

%C %H %N %l
Calculated 55.65 573 885 2240
Found 55.21 619 846 2233
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t he conpound obtained in Step B of Exanple 86 and

N- et hyl - 3-chl oro-5- fl uorobenzyl am ne. El enent al

m croanalysis : % %1 %V % d Calcul ated 55.65 5.73

8.85 22.40 20 Found 55.21 6.19 8.46 22.33 -99- EXAWVPLE

182:

(11i)-N-(3-Chl oro-5-fl uorob'egr%z'yl )-N-met hyl -1 - (1- pi peraz

i nyl)-1 i ndancar boxanm de di hydrochl ori de. The expected
EXpMBLE!182s (@ P)-N-(3eCGhla oo uorgbenzyl)AN-mpethybth(t-pipgrazinyl)-1-

Exanple 4, starti from 1he conpound obtained in Step
A of | ExamplBdgnearhgramiE iy oS geo. 5
fl uorobenzyl am ne. El enental mcroanalysis % %1 %N %

5 Cal cul ated 55.65 5.73 8.85 22.40 Found 55.10 6.11
Th@excted pogduEX\EYtENng@ 3ccording to the procedure of Example 4, starting from

N-1(1(x):21-(3-Chl orogb-fl uorpephenyl.) ethyl ] - Nsnet 527
the -coé’lpé‘éﬁ)‘daz?%]lnfg 2 n E%ﬁ cdrb 8§ aﬁﬁ%‘%y@?o cf%?fl 0 N%‘g%%? 'é:r}ilioro's -
ﬂueﬁ‘obenz%amine.
N-[(IRS)-]-(3-Chloro-5-[luorophenyl)etlryl]-N-nmetltyl-2
Elemeniapmi@pandlpsis ) - 2- 10 i ndancar boxani de. The expected
product is tai acgor di o the procedure of
Exanpl e 4,005 art?’ﬁ]g fr%’%\’ t%cgonpound of Preparation 2

CaRthtdd met hys 65 - (378hl 08.85 5- f12u@r ophenyl ) et hyl am ne.
Step

B : N-éfl a%)-%)
Found3- cnl or 025494 | uofbphehfd ) etd - N-, n et hyl - 2- (|
pi perazinyl)-2- indancarboxai ni de 15 The conpound
obtained in the step above is separated by HPLC
EXAVM@IE 183 a1 oc)en-(3Chloro-5-fluorophenyl)ethyl]-N-methyi-2-(1-

piperazinyl)-2-indancarboxamide hydrochloride.

Step A :  N-[(1RS)-1-(3-Chloro-5-fluorophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-1-(3-chloro-5-fluorophenyl)ethylamine.

Step B : N-[(1)-1-(3-Chloro-5-fluorophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide

The compound obtained in the step above is separated by HPLC chromatography, on a
chiral phase, of the racemic compound obtained in the step above.

The expected product is the first of the enantiomers thereby separated.

Step C :  N-[(1®)-1-(3-Chloro-5-fluorophenyl)ethyl]-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide hydrochloride.

The expected product is obtained by conversion of the compound obtained in the step

above into a salt using hydrochloric acid.
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chiral phase, of the racem c conpound obtained in the
step above. The expected product is the first of the
enantioners thereby separated. Step C N[ (1
a)-1-(3-Chloro-5 fluorophenyl)ethyl]-N nnetbyl-2-(1
pi perazinyl) - 2- |ndancarbox§g%de hydrochl ori de. 20 The
expected product is obtaine y conversion of the
conmpound obtained in the step above into a salt using

Elawentad sticroenalvas i d. -100 El enental microanalysis : %C
9 9N %, Cal cud 7 0 8.93 18.83 Found
58.82 6. 22/?81 18. éngXA&I?/lg%E 184:

Caluldiéd 3) - 15&300159)00 58.03 uordgenyl ) et hyl | - N- et hyl - 2- (
1- piperazinyl)-2-indancarboxam de hydrochloride. The

Foyedond of f%ézen@ﬁglon%ﬁé seffafated in Step B of
Exanple 183 is converted into a salt wusing
hydrochloric acid to yield the expected product. 10

EXAMPEE 84 NN nR{3Chioro-S4TudfdpithyiidthylCal-metai1-2d(1-
58.70 6. 10 8%?’18%3 Found 59. 03 Wt gN?S 1]]3{'38 15
EXAVPLE 185piperazinyl)-2-indancarboxamide hydrochlorlde
(la)-N-[(la")-1-(3-Chl oro-5-fluorophenyl)ethyl]-N nethy
| -1-(1- piperazinyl)-1-indancarboxam de

Thd isébpdd o€ Heamanteom st egpafated (n18ta;) BN HxhRple 183 i3-cChvedted-ifio a salt

| uor ophenyl ).et hy IkyN—neth %4 (tert-
llslﬁaﬁlwr@szlyelaﬁ; BEA Yie %Pﬁ@?e& er‘P uck- i ndancar boxani de.

Eléﬁb‘?ztcﬂ%ﬂ%‘&zﬁ&’hgﬁ?dum is obtained according to the
procedure described in Step A of

%C %H %N %Cl
Calculated 58.70 610 893 1883

Found 59.03 6.23 8.78  19.38

EXAMPLE 185 (1a)-N-[(1a')-1-(3-Chloro-5-fluorophenyl)ethyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

Step A :  (1a)-N-[(1RS)-1-(3-Chloro-5-fluorophenyl)ethyl]-N-methyl-1-[4-(tert-
butyloxycarbonyl)-1-piperazinyl]-1-indancarboxamide.

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound obtained in Step B of Example 86 and (RS)-N-
methyl-1-(3-chloro-5-fluorophenyl)ethylamine.

Step B : (1a)-N-[(1a')-1-(3-Chloro-5-fluorophenyl)ethyl]-N-methyl-1-[4-(tert-
butyloxycarbonyl)-1-piperazinyl]-1-indancarboxamide.

The expected product is obtained by chromatography on silica (eluant:

dichloromethane/ethyl acetate) of the diastereoisomeric mixture obtained in Step A.



10

15

20

20 Exanple 4, starting fromthe conpound obtained in

Step B of Exanple 86 and (RS)-N

nmet hyl - 1- (3-chl oro- 5-f | uorophenyl )ethyl anmine. Step B :

(1 a)-N[(1 a)-1-(3-Chloro-5

f1 uorophenyl) et hyl ] - N- et hyl i [4-(tert

but yl oxycar bonyl ) - 1pi per azi r%y J- 1 -indancar boxam de.

The expected product is obtained by chromat ography on

Stepi @ ¢ c 6l d)eV-fdmt)-1-(2E hdarokl- ﬂummphh@nﬂ)eﬂgﬂ]h@mnahﬁtb(lepzpeifazmyl)-

t he di gstereoj soneric¢ mxture obtained in Step A -101-

St ep &in t(nfag)oxﬂpt[u(q t?lg)}drgcltlgn@” oro-5

fluorophenyl)ethyl]-N-n:etl:yl-1-(1 piperazi nyI)
ydrochl ori de. The, exp

1-i ndangar boxari d ect
Thﬁr%aa@?dc ProdEt i AB f&mggc%%q H?g% % ﬂt%gr%?%%dif Bed in Step B of
r 4 g fromthe
EX% I%o‘tuﬁﬁﬂ g%l ngﬁtﬁrﬁng@B g\l/%Ste q%mé)kgnt al
Elamazzrcdarna’rousazlsszs UuC % 9N 0/&:! Cal cul at ed 56.51 5.98

8.60 21.76 éoun/ 7. 14 > 147 20. 75 EXAMPLE 186: (1
a)-N-[(1p' )/ (3¢ | or G- Ilff&ophenyl)ethyl] N- net hyl -

Cdleldiea 10 P58y azs oyl ) -dsh nda;ryr:% boxanf de
di hydrochl ori de. The expected product is obtained

Fogrdordi ng ¢6/¢heb.gf ocelidfe d¥s6Yibed in Step B of
Exanple 4, starting fromthe second of the
di astereoi sonmers separated in Step B of Exanple 185.
XAMPEAR 586 n{lon) PbAP))si-63-Chld 0251861 ofiNe Afd)eth BN mlethtydd -(1-

g?(A?/éLE 2g7glp%9az%&yl)7 -lntli::?lycrzlicrjb(?x?an% e%hhydrochfion (9 89

(1(3)-N-[(la")-1-(3-Chloro-5-fluorophenyl)ethyl]-N neth
Thgléxlp_eété[& product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step B of
Example 185.

Elemental microanalysis :

%C %H %N %Cl
Calculated 56.51 5.98 860 21.76
Found 57.38 5.83 851  20.89

EXAMPLE 187 : (1B)-N-[(1a")-1-(3-Chloro-5-fluorophenyl)ethyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

Step A :  (1P)-N-[(1RS)-1-(3-Chloro-5-fluorophenyl)ethyl]-N-methyl-1-[4-(tert-
butyloxycarbonyl)-1-piperazinyl]-1-indancarboxamide.

The expected product is obtained according to the procedure described in Step A of
Example 4, starting from the compound obtained in Step A of Example 87 and (RS)-N-
methyl-1-(3-chloro-5-fluorophenyl)ethylamine.
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pi perazi nyl)-1-i ndancar boxam de di hydrochl ori de. 20
Step A :
(1[t)-N[(IRS)-]-(3-Chl oro-5fluorophenyl)ethyl]-Nin
ethyl-1-[4-(tert- butyl oxycarbonyl)-I
pi perazinyl ] - 1-i ndancar boxargy de. The expected product
is obtained according to the ‘procedure described in
Step A of Exanple 4, starting fromthe conmpound

StepR ai A¢-N-(180)ep(3AChlor&iefivpireplaciy Bevdiyl] REnakbyldefdnydri-

L B o) SPRE T VL M AT NS0 ST EP B
fl uorophenyl)ethyl]-N-nethyl-1-[4-(tert

but yl oxycar bonyl ) - (pi per azi nyl J-] -i ndancar boxani de.
Thahesxpsgiett gdodnebduet abtaimst abkiedctsgmetegtaphy ogmapkijican (eluant:

.silic el t:. . dichloronet hane/ et hyl acetate). t he
aichlosefdpe dBapsia®h FLREHRIR R e Ahedindrap A
(1/j)-N[(la)-1-(3-Chloro-5
fl uorophenyl)ethyl)-N-netlryl-1-(1 piperazinyl)-1-
Step(d an@#)B06:4E o) ele (A hipae-Seft aspp ey Tkl ¥-pethidd -@riperotinyl)-1-
i s obtaj ned, accordi to the procedure described in
St ep ﬁ%%ﬁa"é%gﬂﬁ édﬂgﬂgngPFﬁb from the conpound
obtained in Step B above. El enental mcroanalysis : 10
% % 9N % Cal cul ated 56,51 5.98 8.60 21. 76 Found
The Experigl pgodgcRe ohtamsd EepmpPiE tgdie procedurerdescribed in Step B of
IR IO Y T - b- thyl-1-(1-
el i) o g B SR R BT Y g The
Elerenetdingerophaigsict 1 s obtai ned according to the procedure

described in Step B of Exanple 4, starting fromthe
second of the di%Q?eré@ﬂgong%§%separated in Step B of

casaml e 1844 sFl espptal g gycrogngd ysis
Found 57.05 5.98 839  21.05

EXAMPLE 188 : (1B)-N-[(1B")-1-(3-Chloro-5-fluorophenyl)ethyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure described in Step B of
Example 4, starting from the second of the diastereoisomers separated in Step B of
Example 187.
Elemental microanalysis :

%C %H %N %Cd(l
Calculated 56.51 5.98 8.60 21.76
Found 57.15 6.02 838 21.14
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20 % 9% 9N % Cal cul ated 56.51 5.98 8.60 21.76
Found 57.15 6.02 8.38 21.14 -103- EXAMPLE 189:

N-[ 3- Chl or o- 5-f | uor obenzyl ] - N- net hyl - 5, 6- dul uor o- 2- (|

pi perazi nyl)-2-i ndancar boxam de hydrochloride. Step A
: 4,5-Difluorophthalic acid.,p. 35 g (0.161 nol) of
4,5-di chl oropht hal i ¢ anhydri de, 32.7g of potassium
fluoride and 140 m _of sul phol ane are introduced |nto

EXAMPLF 89+ N-[ ﬂelor%éélq%ﬂbwzﬂlﬂ\l-@qtbylrfhéﬂllﬂpre?d -at
180C for 24 J@ 2yt 9.ihard %ﬁaﬁlhgbﬁaﬁtcﬂfogi#g to

anbient te ure pour e N sodi um
hydr oxi de sol uti on and washed 3 tinmes with ether. The

eoug «_ ' j ied to pH = 1 using
‘5@%? oc%folfl cﬁgocdih?ugﬁé Js then extracted with ether. The

10 et her phase is washed with water, dried and

35 (2 (B8] P (00- 95 RRHOSRPHEAH REREHIF) o1 BAfoRoRgER fluoride and
146 QJI uk btgghcggneoarg: %rmkecpfnté%gbﬂ&lm ?g¥ A H6n hpxt{!léQS 'Eﬂen heated

of tetrahydrofuran there is over 20 m nutes
at amf(]’rﬁnrrﬁ@nqwm gnd he tlteamaﬁmataﬂmrangt to2@fhient tmi;xatatma pdured into

nd obtai ned,in.the s e
50§ gt pg ot e RorlPn o A RER B o apdt Jhe aqueous
phd¥ey¥ Scidifiedn® bt 1L RIREk RIS forid 248 8nd & e @ﬂrac&\aa}ouﬁ@ther The
m nutes and nmaintaining the tenperature at 20C,

ethgophpse isrwashedwith waiwr diagd anscivaorpied 16 pietd thofxpected product
tetrahydrofuran. After stirring overnight at anbient
tenperature, the reaction mxture is cooled using an

StdpGEe 20, fﬁorb&l—hytﬂﬁﬁyihEmplpﬁ5n)mm@fzalam hydrochl oric
aC|d are added dropwi se. After stirring for a further
30 mnutes, ethyl ether is added. The insoluble matter

Totehﬁlu E]&lr 5&5? h§g fnjlcllto%rst ﬁm?r{ boroft gtﬁ'adtegghl%g)fﬁp g]{ hetrahyc}rﬂfuran there is

tetrahydrofuran are en evap
addedd ethan)dnmlums anfiensdnthiningthe tahpartnachti2d°Gas l;tﬂdtwm 8.25 mmol

of fisapawbind Sgn 5?Igﬁggﬁéhibﬁiﬁlwfﬁfgh&%ﬁtrgwgygﬂﬁéghxﬂarf {ligping for
3 h@ﬁ%' ﬁgarﬂﬂl@n@‘t@ﬁ%‘iﬁﬁfe? Rherk NE fAdaE CSRfl 30" AEHELs and maintaining the
temperature at 20°C, a solution of 8.25 mmol of iodine in 150 ml of tetrahydrofuran. After
stirring overnight at ambient temperature, the reaction mixture is cooled using an iced
water bath and then 45 ml of 3N hydrochloric acid are added dropwise. After stirring for a
further 30 minutes, ethyl ether is added. The insoluble matter that forms is filtered off. The
ether and tetrahydrofuran are then evaporated off, ethyl ether is added and then the solution
obtained is washed with a 1N solution of sodium thiosulphate, with 3N sodium hydroxide

solution and then with water to yield, after drying and evaporation, the expected product.
Step C:  1,2-Bis-bromomethyl-4,5-difluorobenzene.

To 0.195 mol of the compound obtained in the step above in 1.25 litres of ether there is
added, dropwise, over 1 hour 30 minutes, a solution of 0.916 mol of phosphorus tribromide
in 300 ml of ether. The reaction mixture is then stirred overnight at ambient temperature; it

1s subsequently poured into 1 litre of ice-cold water and separated. The organic phase is
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25 Step C I, 2-Bis-brononet hyl -4, 5-difl uorobenzene. To
0.195 nol of the conpound obtained in the step above in
1.25 litres of ether there is added, dropw se, over 1
hour 30 m nutes, a solution of 0.916 nme] of phosphorus
tribromde 30 in 300 m of efher. The reaction mxture
is then stirred overni ght at anbient tenperature; it is
subsequent|ly poured into 1 litre of ice-cold water and
thegeyyashed eith Thfgsqﬂugarmrcm@ps eolufson aud thenhwith ieaitregndafinglly with

satgll tet ?b&i{t@nh%}ﬁg %81 ﬁgé%éfg tcfllt%ﬁ th \Ac%%ltgate%qP o¥]81d the

y Wt ura chiorT de” so
expetgicprodiced and concentrat ed to yield the expected
product. 5 Step D :
2- (Benzhydryl i dene- ar ni no) - 5, 6- di f | uor oi ndan- 2- car boxyl

St(,i A gCI g dﬁ n?)ﬂg %ﬁttd%e-ﬁmg?og%u thLEJnn%n %oc%' d}:@am( ggld q’ﬁtyzgster

tetra ere
m nut es and nalntalnlng t he tenperature of the reactlon
] re b yti.on _of Q. of
Todb b i S6 e Rk S e 4t A0 FH A=t e added, over
40 (ﬂﬂﬁ%g‘ﬁﬁj& Mtairﬁlﬁﬂﬁlg]tﬁ)e %mﬂé@tﬁ%%tf Itfe RGEEHEHINhre RIGF 59 > & solution

of tetrahydrofuran. After stirring overni ght
of Qdﬁ mcﬂtoftﬂmmnmmd ebtairied in wctdapabond antd0.¢7 ! bf (teeztedrylidene-

concen dto. expected product
antiRlpGiOR 53t D St ioPp st BF s RS Bin A Sling Semignt at
anibyehk ek eedthdethe Toaclod AikMte 0fi1kha 260 Q’B@déﬂgat@@tt@yl@ﬁidthé Bxpected
the step above, dissolved in 500 mM of dioxane,  there

pragugt. added 510 ml of IN hydrochloric acid, and then the
reaction mxture is stirred overnight at ambient
tenperature. The di oxane is then evaporated off; the

StdpeB i: dUE NI Lainiind-S5, 6-diffild 620 i dayboXp ke k rb@tzlbbide
stirring up with 1.5 litres of ether and is filtered
of f, washed and then dried to yield the expected

Tof. E‘ém&i of e BB Phaien Tl s abhy e epeah S0P fl of dioxane,
there are added 510 ml of 1N hydrochloric acid, and then the reaction mixture is stirred
overnight at ambient temperature. The dioxane is then evaporated off; the residue obtained
is subsequently made solid by stirring up with 1.5 litres of ether and is filtered off, washed
and then dried to yield the expected product.

Step F : 2-[4-(tert-Butyloxycarbonyl)-1-piperazinyl]-5,6-difluoro-2-indan-

carboxylic acid.

The expected product is obtained according to the procedure described in Steps C to F of

Preparation 1, starting from the compound obtained in the step above.

Step G:  N-[3-Chloro-5-fluorobenzyl]-N-methyl-5,6-difluoro-2-(1-piperazinyl)-2-

indancarboxamide hydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound obtained in the step above and N-methyl-3-chloro-5-fluorobenzylamine.
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The expected product is obtained according to the
procedure described in Steps Cto F of Preparation 1,
starting fromthe conmpound obtained in the step above.
20 Step G N-[3- Chloro-5fluorobenzyl J-N-in

et hyl -5, 6-di fluoro-2-(1 pi pelgsel_zinyl)-Z-

i ndancar boxam de hydrochl ori The expected product is
obt allned according to the procedure of Exanple 4,

Elegnegpalinderopnelpsis 25 t he conpound obtained in the step
above and 3- chl,or 0-H- 41 uor obenzyl am ne. -105-
El enent al %gfoa%la ys::%]\? UN %C1 Cal cul ated

Cabbnlatdd 5. 1058786 14095 8E@und145£55 85 5.43 9.03 15.61 5
EXAMPLE 1

Fowpd 3- cni or65§5f|€:6$obe%9§/|) N-&et hyl - 2- (1- pi per azi nyl ) -
2, 3- di hydro-| H cycl opent a] b] napht hal ene- 2- car boxam de
hydrochl oride Step A : 2, 3-Bi s(bromom

EXAVRPDE B9 Naﬂ3e(r]le10rd.—6 ﬂimrﬁbe‘lfzgrl)lﬁiﬁ)-lmﬂhyl 2- (1-p1perazinyl)—2,3-
2, 3-di et hyl aIe f carbgn )
tetrachl ori GQYFE PeHEﬂJBﬁ‘ g&;‘g@w oxamide
N- br ormsucchpamcgﬁ,rmd 45. 4 mol of
2,2' -azobi sisobutyronitrile. The reaction mxture is
t hen heated at 65C for 4 hours and subsequently

concen a i fi chr omat ography on silica

3né’s rﬁ’l"%’l 'ﬁ’b"@‘fﬁzggﬁﬁhexane and

d| chl or onmet hane (cycl ohexane/ di chl or onet hane: 70/30 to

Tooé l@@)mcﬁsofei gafihethyOnaph]atbnt g 7155meeReetRd RIrASGHde there are

adCEtth |9§3 anglnef. 3 -Igonpsnedmomide- andcd b enmoh pb 217apiabiasabneaenitrile.
d T t [

g R PR S ARG REBe BhEST: PR B EPhE N oabBpgtod anc

putXié® By hromatography on silica gel, using a gradient of cyclohexane and

dichloromethane (cyclohexane/dichloromethane: 70/30 to 0/100) as eluant, to yield the

expected product.

Step B : Ethyl 2-amino-2,3-dihydro-1H-cyclopenta[bnaphthalene-2-carboxylate
hydrochloride.

The expected product is obtained according to the procedure described in Steps D to E of

Example 189, starting from the compound obtained in the step above.

Step C:  2-[4-(tert-Butoxycarbonyl)-1-piperazinyl]-2,3-dihydro-1H-cyclopenta[b]-
naphthalene-2-carboxylic acid

The expected product is obtained according to the procedure described in Steps C to F of

Preparation 1, starting from the compound obtained in the step above.
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Exanpl e 189, starting fromthe conpound obtained in the
step above. Step C
2-[4-(tert-Butoxycarbonyl)-IpiperazinyI]-2,3-dihydro-]H
-cycl opent a[ b] - napht hal ene- 2-carboxylic acid 20 The
expected product is obtaineg occording to the procedure
described in Steps Cto F o Preparation 1, starting
fromthe conpound obtained in the step above. -106-

Steptldpy DV-(3{lgrazs- ﬂu@r@fezﬁl)-b’dnetbﬁh%-ﬂ Piparioilyd, 3-alilpyro-1H-
pi pera
cycl op n?%f%tfﬁ:ﬁ ﬁ?)‘ﬁthfl%ﬁ‘ég arhoxenide ind em?{lltojrrl%ec hl ori de

The expected product |s obt ai ned accordlng to the
procedure of Exanp 4, starting from 5 the conmpound,
The) gxpecicd product anolgt@@ﬁd asrovding ke the procedure of Example 4, starting from

I e
B S S S e e
Eleme2fal nkoronanléds 56 5. 58 8.23 8.15 10 EXAMPLE 191:
N-[ 3- Chl or fluorobenz t hyl -5, 6-di chl oro-2-(1-
piperaziuy%ﬁgZ %H%ncaﬁ@%xanﬁ&gehydrochloride Step A
Chﬁmﬁngyehlogppﬁthgbge agksl. Thes expected product is
obt ai ned by ring-opening of 4, 5- dlchlorophthallc
Foamhydri de 6%56g 3.18 ackiic dhh&drlde Step B :
Et hyl 2- am no- 5, 6-di chl or o- 2-i ndancar boxyl at e
hydrochl ori de. The expected product is obtained
EXeCOPLY 18 { 8- Fsr@hlﬂfélsﬁrﬂw%ﬁbéiﬁ?ﬂfl‘lbﬁ&hylﬂs &lagdhor8-1-p1-E of
Exanple 189, starting fromthe conpound obtained in the
step above. Pw@“&l@ﬂ) %:*ln@al{cﬁrlmmldeW!‘@kwmebonyI ) -1
pi per azi nyl J- 5, 6-di chl oro- 2-i ndancar boxyl i c

Step A:  4,5-Dichlorophthalic acid.

The expected product is obtained by ring-opening of 4,5-dichlorophthalic anhydride using
acetic anhydride.

Step B : Ethyl 2-amino-5,6-dichloro-2-indancarboxylate hydrochloride.

The expected product is obtained according to the procedure described in Steps B to E of
Example 189, starting from the compound obtained in the step above.

Step C : 2-[4-(tert-Butyloxycarbonyl)-1-piperazinyl]-5,6-dichloro-2-indancarboxylic

acid.

The expected product is obtained according to the procedure described in Steps C to F of

Preparation 1, starting from the compound obtained in the step above.
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acid. The expected product is obtained according to the
procedure described in Steps Cto F of 25 Preparation
1, starting fromthe conpound obtained in the step
above. -107- Step D: N[3-Chloro-5
fIuorobenzyl]-N—nethyI-5,6-ﬂb$I:Ioro-2-U
pi perazinyl)-2 i ndancarboxam de hydrochl oride. The
expected product is obtained according to the procedure
StaptD Fx aNpl3eCldloras§-tuor olpntylbW-methyhs 6aticidoxond - (bpipararégl-2r
t he st eFI abo?%e angi P lovi
N- et h{f{Aa8cQRoapae pdroshopde, y| amine.  El ement a
m croanal ysis : % %1 %N % Cal cul ated 52.09 4.77
8.28 27.96 Found 52.77 4.65 8.21 28.83 10 EXAMPLE 192:
The egpacted prodwt 5s ghtpingd retseding o ermrpesduye of Bxanple dosteiting from

- | - - DI per azi L hydr | ori de. .Step X )
e pohbe BB e A YGRS Bgonsyenaamipe.
Elandindidibrvangosifinam ¢ aci d di ssol ved i n di chl oroet hane
there are added 15 20 drops of di nethylformam de and
100 m of ¢ onyto £hl ofiMe. K nixture is then heated
| ux 5 rs, d i bsequent |y evaporat ed
Ch?%hgggnessggg%d %??ed %ggyiéﬁgﬁfhe expect ed product.
Fohep B : 55B7Di f4.d6r 0-42i ndatsasse To 58 g of the acid
chloride obtained in the step above, dissolved in
di chl oroet hane, there 20 are added, at 0C, over 10
o di - Dard i Einic . .
L o 1033 DT r ooyl Bie il orojpan-1-y1)
sol uti on i spiperazige dibydraddoride. of i ce-cold IN
hydrochl oric acid. The m xture is then separated,
washed twice with I N sodi um hydroxi de sol ution and then

Step A :  3-(3,4-Difluorophenyl)propionyl chloride

To 0.27 mol of 3,4-difluorocinnamic acid dissolved in dichloroethane there are added
20 drops of dimethylformamide and 100 ml of thionyl chloride.
The mixture is then heated at reflux for 5 hours, and is subsequently evaporated to dryness

and dried to yield the expected product.

Step B :  5,6-Difluoro-1-indanone

To 58 g of the acid chloride obtained in the step above, dissolved in dichloroethane, there
are added, at 0°C, over 10 minutes and in 3 portions, 51.3 g of aluminium chloride. After
stirring at 0°C for 40 minutes, the solution is poured into 600 ml of ice-cold IN
hydrochloric acid.

The mixture is then separated, washed twice with 1N sodium hydroxide solution and then
with water and with brine, before being dried, filtered, evaporated and dried to yield the

expected product.
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with water and with brine, before being dried,
filtered, evaporated and dried to yield the 25
expected product. -108- Step C (IRS)-1
Ami no- 5, 6-di fl uoro-1|-indancarboxylic acid To 0.27 no
of the conpound obtained in phe step above in 650 m of
ethanol and 50 m of water there are added 113.6 g of
amoni um car bonate and then 35.8 g of potassium
Step\(ahi RS)F -Atwéna-abcdiflaorod indgncarbexylicticdheat ed at 120C
under pressure for 3 hours (the pressure increases to
20 bars). After cooling, the solvents are evaporated
To@tX7 molbftthe corapididebifinddoiahe stpp blsoveah 650 mId€ ethanol and 50 ml of
i nsol ubl e naterlal is filtered off and dried._ The
wagy dhere e adied dby-0obohignEaonismerbagts and Henaik-$@ af gotassium
Cy£@ 9 hours at 120Cin 1.4 litres 10 of water, in the
resence of 0.17 mot of bari um hydr oxi de. Aft er
The Oedcltmg mixhee 7§ thanr Beates] & 120002 dndet ipressyredioy i3detird(thie pressure
ice iid carbon dioxide) is added to the filtrate to
1n%ﬁﬁﬁ§P%p 7. The mixture is filtered, and then the

Affel |c561ﬁ{ge the S(ﬁVéhQQ Ell%t é?\)quﬁted%ﬁf G S‘thé Rasiﬁ'u@llg tBE up in water. The
expect ed product. RS)-1-[(te

HmumyknnmEaﬂbaﬁyhrdnﬂkmdlkﬁdﬁ dlfluoro I-|ndau car boxylic

of th d
g fifpodiin ershy'cbidRed B heatel i fGRtateF b AGHs s ARG gn 1.4 titres
of ¥38r, 1 tﬁkf rkMn&OST 0107 Byl bOXdrien BRlrbtigen and then, at
0- 5C, 3 nol of di(tert- butyl) dicarbonate dlssolved

Affen CQCﬂ@lgmhedmxmr@ Kealtlécredafiingty @Mdﬁd idrgyice 6@1@8&@0@0@@6) is added
e s T L

drygesstto yi’éldﬂ{beexpedtedpmﬂuus then saturated with sodium

chloride and extracted with ethyl acetate. The organic
phases are dried, filtered and evaporated to yield the

ec
%) h?fﬁ)? ﬁ%ﬁhugﬂ%ﬁ%}?&g&%tggﬁzo{ )5 ,0-difluoro-1-indancarboxylic acid

pi perazi nyl J-5, 6-di fl uoro-1-indan-
To 0.17 mol of the compound obtained in the step above in 1.3 litres of dioxane there are
added 398 ml of 1N sodium hydroxide solution and then, at 0-5°C, 0.23 mol of di(tert-
butyl) dicarbonate dissolved in 100 ml of dioxane.
After stirring for 48 hours at ambient temperature, the dioxane is evaporated off and the
residue is taken up in 425 ml of 1N hydrochloric acid.
The solution is then saturated with sodium chloride and extracted with ethyl acetate.

The organic phases are dried, filtered and evaporated to yield the expected product.

Step E : (1RS)-1-[4-(tert-Butyloxycarbonyl)-1-piperazinyl]-5,6-difluoro-1-indan-

carboxylic acid.

The expected compound is obtained according to the procedure of Preparation 1, starting

from the compound obtained in the step above.
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15

carboxylic acid. 25 The expected conpound i s obtai ned
according to the procedure of Preparation 1, starting
fromthe conpound obtained in the step above. -109-
Step F: Benzyl (IRS)-I-[4-(tert-butyloxycarbonyl)-1
piperazinyIJ-5,6-diquoro-Lh épdancarboxylate. The
expected conmpound is obtaine8 according to the
procedure described in Step A of Exanple 1, starting
Staprinm Bzt PO vhb-Gert-dutvéaxycerbonyl)dwbperatiopé5, 6lifipota-1-
Benzyl (1(Y;1-[.4-(test-butyl oxycarbonyl)-1
piperg?%ﬁéVﬁggkg@difluoro-l- i ndancar boxyl ate. 5 The
expected product is obtained by separation on a chira
HPLC col utm of the conpound, obtained in the step
Thg g¥rested spmpoppd ip.gbtaingd-accqrding.tpythe procedure described in Step A of

e U S A, 2 e v

according to the procedure described in Steps Bto D
of Example 1, starting fromthe conpound obtained in
Stepfy : s Beweyh Hisid -nders batylaxyearbardird pigaragidfd dedifluoro-1-
El emeptalcaipoingial ysis @ 10 %C %1 %N %1  Cal cul ated
53, 97 KGR RE 13 Found 54,21 5.26 5.56 14, 90

EXAMPLE 193:

1-71(2(3)-1- 5- Di.f | uor obenzyl oxynet hyl ) -5, 6-di fl uoroin
Thy a%éﬁc&émr@d%? Eeqbfaﬁ YRGB AR b i &plypngt.the compound
obBaRaAYA thekibb)abdvd. 4- (tert - but yl oxycar bonyl ) - |
pi perazinyl J-5, 6-di fluoro-I -
Step H:  1-[(10)-1-(3,5-Difluorobenzyloxymethyl)-5,6-difluoroindan-1-ylpiperazine
dihydrochloride.

The expected compound is obtained according to the procedure described in Steps B to D
of Example 1, starting from the compound obtained in the step above and 3,5-
difluorobenzyl bromide.
Elemental microanalysis :

%C %H %N %Cl
Calculated 53.97 518 599 1517
Found 5421 526 556 @ 14.90

EXAMPLE 193 : 1-[(1B)-1-(3,5-Difluorobenzyloxymethyl)-5,6-difluoroindan-1-yl]-

piperazine dihydrochloride.

Step A :  Benzyl (1[)-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-5,6-difluoro-1-

indancarboxylate.

The expected product is the second of the enantiomers separated in Step G of

Example 192.
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i n dancar boxyl ate. The expected product is the second

of the enantioners separated in Step G of Exanple 192.

-110- Step B: 1-[(1)6)

-1-(3,5-Di fl uorobenzyl oxyn: et hyl ) -5, 6-di fl uor oi ndan-1

yl Jpi perazine dihydrochlorigde. The expected conpound

i's obtained according to the procedure described in

Steps Bto D of Exanple 1, starting fromthe conmpound
SteplR ai néﬁ(liﬂ)rlt(ﬁé-gifbwrmowteywidddé?‘hlamimbwﬁkyl]pwerazine

brom de, %I e};}eg‘t’{al m croanal ysis % % YN % 5

Cal cul H"8Y9E¥ H#5. 18 5.99 15.17 Found 53.26 5.53 6. 44

15. 69 EXAMPLE 194:

1-[(la)-1-(3, 5- pD #l uor obenzyl oxynet hyl ) -5, 6-di chl oroin
Thej ahpe_t.teﬁlcpmppup@ rsactitpigethgeporiing br thd progdens d&scanémWepS BtoD

( ertbut car bony
of pErl’%? a2| yTtél%lggGﬁafncﬁ]or mpouy qbzﬂ%iﬁ?’flcé?btgﬁyftgg eaboﬁ and 3,5-
difesRehad beanideund is obtai ned according to the
procedure descrl bed in Steps Ato F of Exanple 192,
El lerga ;4-difluorocinnamc acid in Step A by
3, 4-di chl 05,0, ci m cyaGi d. o, Qhep B : Benzyl
(la)-1-[4- (t%rt %n]?yl oﬁar bonyl) 1 pi perazinyl J-
Cabcufireell chl 05297 - bh.mélancappoxylsatz. The expected product
i s_obtained bg/ separation on a chiral HPLC col um of

Foyngy conmpoutti?® obt-a? ned®#h the & ep above. -111-

EXAMPLE 194 : 1-[(1®)-1-(3,5-Difluorobenzyloxymethyl)-5,6-dichloroindan-1-yi}-

piperazine hydrochloride.

Step A : Benzyl (1RS)-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-5,6-dichloro-1-

indancarboxylate.

The expected compound is obtained according to the procedure described in Steps A to F
of Example 192, replacing the 3,4-difluorocinnamic acid in Step A by 3,4-dichloro-

cinnamic acid.

Step B :  Benzyl (1w)-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]- 5,6-dichloro-1-

indancarboxylate.

The expected product is obtained by separation on a chiral HPLC column of the compound

obtained in the step above.
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Step C: 1-[(1 a)-]-(3,5-D
i f1 norobenzyl oxynetl:yl)-5,6-dicl:|oroindan-1
yl Jpi perazi ne hydrochl oride. The expected conpound is
obt ai ned according to the procedure described in Steps
Bto D of Exanple 1, startijpg fromthe conmpound
obtained in the step above and 3,5- difluorobenzyl
brom de. Elenmental mcroanalysis : % %1 %N 5

Stepi ¢ u| &l €®)-3 433D Flrpwolpngoxymthvl)-54-divhigr§ed@:-7-ylpiperazine
EXANPL@&%?H ride. | |
1-((1(3)- -(g, “Di fl uorobenzyl oxynet hyl )-5, 6-di fl uoroin
dan- 1- yI] pi per azi ne hydrochloride Step A : Benzyl
(1[f)-1-[4-(tert-hntyl oxycarbonyl

Thﬁ .eis@qcéﬁzlu Gopppund @ dat%lﬁ%?@prchnatp ‘ihﬁ d’é‘??@é‘#fﬁ slesqribed in Pgps B to D

p 0 r -
SAUERE S PIABL AL P SRERIEL e TR GOF dove nd 5
dlﬂl.}OEC(bkbﬂ})l-bierﬁﬂf:5 D| fluor obenzyl oxynet hyl ) -5, 6-di chl oroin
dan-1 yl Jpi perazine hydrochloride. 15 The expected
Ek@@ﬁﬁé@ﬁglﬂé—éﬁialned according to the procedure
descri bed pp-StensyB tg P of Exanple 1, starting from

t he compound obtained in the step above and 3, 5-
Cattividterbr obenzy¥? bi.66h ded.0€£] enental microanal ysis | %C %

Folll 60 5 0436966 589 Sqho. o oo 2o 9% Foun

EXAMPLE 195 : 1-[(1B)-1-(3,5-Difluorobenzyloxymethyl)-5,6-difluoroindan-1-yl]-

piperazine hydrochloride.

Step A :  Benzyl (1f)-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-5,6-dichloro-1-

indancarboxylate.

The expected product is the second of the enantiomers separated in Step B of

Example 194.

Step B :  1-[(1P)-1-(3,5-Difluorobenzyloxymethyl)-5,6-dichloroindan-1-yl]piperazine
hydrochloride.

The expected compound is obtained according to the procedure described in Steps B to D
of Example 1, starting from the compound obtained in the step above and 3,5-
difluorobenzyl bromide.
Elemental microanalysis :

%C %H %N %l
Calculated 54.39 5.00 6.04 2293
Found 54.54 504 569  22.89
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EXAMPLE 196:
1-[(1a)-1-(3-Brono-5-fl uorobenzyl oxynet hyl )i ndan- 1-yl |
pi perazi ne di hydrochl ori de. The expected product is
obt ai ned according to the procedure described in Steps
Bto Dof Exanple 1, star[Hqg_fron1the conpound
obtained in Step A of Exanpl'e 175 and 3-bronp- 5
5-fl uorobenzyl brom de. El enental m croanal ysis % %
EXAMPIE 19601 clH[@ogd -BiBvingSIMorobénztbxatetiybyimdhb1-yH6
5.35 5.46 14.51 to MPLE !1?3_7'
1-[ (1(3) - 1- (BiPEFagiRe shydrpshlande, | oxynet hyl )i ndan- 1-yi |
- pi perazi ne di hydrochl oride. The expected product is
obt ai ned according to the procedure described in Steps
Thg expecdairodust anphiteingd agoading tgthierppoeetline deseribednul Steps B to D of

obtained in Step, A of Ex e 176 and,3-hrono:

ExBRb oSt P B oo el b it TaaRle Mi5snd Hgomo-

5-fddrIBInITbrofeRdecul ated 51.24 5.32 5.69 14.40 Found
51.65 5.38 5.64 14.44 EXAMPLE 198:

Elepensd microandlesizy| ) - N- et hyl - 2- (1- pi per azi nyl ) - 2- i ndan-
20 car boxagi de djhydr orige., The expected product is
obt ai ned a%%grdiﬁﬁ%toqggt p#%ggdure of Exanple 4,

Catdubaréd ng f5npy the2compoewand pf4@Preparation 2 and
N- et hyl - 3-f| uor obenzyl am ne, 113- EXAMPLE 199:

Foppq 3- Chl or 6béhzyd ¥2 N mefy| -Z3/1- pi per azi nyl ) - 2-i ndan
car boxam de di hydrochl ori de.

EXAMPLE 197 :  1-[(1B)-1-(3-Bromo-5-fluorobenzyloxymethyl)indan-1-yi}-

piperazine dihydrochloride.

The expected product is obtained according to the procedure described in Steps B to D of
Example 1, starting from the compound obtained in Step A of Example 176 and 3-bromo-
5-fluorobenzyl bromide.
Elemental microanalysis :

%C wBH %N %CI
Calculated 51.24 532 569 1440
Found 51.65 538 564 14.44

EXAMPLE 198 : N-(3-Fluorobenzyl)-N-methyl-2-(1-piperazinyl)-2-indan-

carboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-3-fluorobenzylamine.
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The expected product is obtained according to the
procedure of Exanple 4, starting from the conpound of
Preparation 2 and N nethyl-3-chl orobenzyl am ne. 5
EXAMPLE 200:

N- ( 3- Bronobenzyl ) - N- net hyl -_21-1%_1- pi perazinyl)-2-i ndan-
car boxani de di hydrochl ori de.”"The expected product is

obt ai ned according to the procedure of Exanple 4,
EXAMBLE 9% 1 Bint3-ChlerelmmppiNr meith ¥ 2 Glapiperaninyd)-2+iudan-

N- net hyl - 3- br enmobenzyl.am ne MPLE 201 :

N- Met hyl - N- f %PF?W‘?Z%%E%%%CHWB enzyl ] -2-(1-piperazinyl

)-2- 10 i ndancar boxam de di hydrochl ori de. The expected

product is obtained according to theﬁglrrocedure of _
Thesexpented mrodugtds pbiatned pepardingdo demprosediro pf Brappledt, isrting from

AU PBEL Kool b ahl MR BXbRERAY AT S EXAVPLE
N- (3- Chl or o- 5- f | uor o- 2- met hoxybenzyl ) - N- met hyl - 2- ( 1-
| perazinyl)-2-indancar boxam de di hydrochl oride. 15 The
ﬂ&@!&é@é% ddcBramoheszeh-Nemetdo-th-piperinyb2dmredur e
of Exanple %rb?%@ﬁﬁdeﬂﬂh&&%lotrfh%.CO”F’OU”O' of

Preparation
N- et hyl - 3- chl or o- 5-f | uor o- 2- met hoxybenzyl ani i ne.

EXAVPLE, 203: . . : .
Thﬁg@(%@%% SPas it PRiBIGd 2esfEting g Bmpiprsdue REENGTRlS 4 gtarting from
theXd oozl BY Pleparalifsl 8 R NOQXAN- 8@ sth by Qi | de. The

expected product is obtained according to the procedure

of Exanple 4, starting from 20 the conpound of

rat i on d . . .

EXASHRAE 20T NEVBRG 13- (oo metbbsvalb Lintsatiny) -

EXAVPLE 204indancarboxamide dihydrochloride.

N- ( 3- Chl or 0-5-f | uor o- 4- met boxybenzyl ) - N- et hyl - 2- (1

pi perazi nyl)-2-i ndancar boxam de di bydrochl oride. The

' ' ordi b ro re

THERECI S pBGAE biehe SOTLIRE (FHEPRACHN §r EREBLL SAKI, from
theRroepyminad bbHPreparation 2 and N-methyl-3-(trifluoromethyl)benzylamine.

N- net hyl - 3- chl or o- 5- f | uor o- 4- nret hoxybenzyl am ne. 5

EXAMPLE 205:

L B R TE s AR b B edyr B Rer 2

piperazinyl)-2-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-3-chloro-5-fluoro-2-methoxybenzylamine.

EXAMPLE 203 : N-(5-Chloro-3-fluoro-2-methoxybenzyl)-N-methyl-2-(1-

piperazinyl)-2-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-5-chloro-3-fluoro-2-methoxybenzylamine.
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The expected product is obtained according to the
procedure of Exanple 4, starting from the conpound of
Preparation 2 and

N- et hyl - 3, 5-di f| uor o- 2- net hoxybenzyl am ne. EXAMPLE
206:

N-(3,5-Difluoro-4- netboxybenzyl) N- et hyl - 2- (1- pi peraz

nyl)-2 10 i ndancar boxam de di hydrochl ori de. The
M&ﬁ@ﬁ%‘«Hdac@hlpsé-éﬂllmrﬁ-édna%@asmwl)%mqtbylpwcedur e
of Exanple ﬁxyegslnzgﬁﬁj-fﬂnéJ&%b&x‘%&i&@ﬁﬁ&ﬁp&h‘i&ride.

Preparati on
N- net hyl - 3, 5-di f | uor o- 4- net hoxybenzyl am ne. EXAMPLE

207: ) ) . .
Theyexpectediredics ivobtaingd Reseydias 39 fhe- mp‘fﬁéipﬁ*y?f Bxamplp o gpriing from
theWtpognd Qﬂﬂ@gﬁﬁt@&%@%ﬂﬁ rﬂetméldi ORIBER5 \firo-4 Jﬁb%( benzylamine.

exp cted product 1s obtalned according to 1 Pb ure

of Exanple 4, starting from the conmpound of

EX R o itboso-2- methnantmen - a2 Cepingpziay) 2
208: indancarboxamide dihydrochloride. ) )
N- (3, 5- Di chl or 0- 4- met hoxybenzyl ) - N- net hyl - 2- ( 1- pi peraz
nyl ) -2 i ndancar boxam de dlhydrochlorlde The expected
roduct, i s.obtaine ccordin ure
Th E)épr% eél péf,od%ct i ?l?tﬁléle P%‘fﬁrgiﬁég‘f ?}]éa %r8 &fe ]gﬁ;ample 4, starting from
theRogpatad 6OPregaraiiéh 2 and N- meth?; -3,5-difluoro-2-methoxybenz lamme
N- net hyl - 3, 5-di chl or o- 4- net oxybenzylan1ne -11
EXAMPLE 209:

EXXNPL R AR |bﬁgk]§3§ Dithioif 4 m%x%&gg %fétgyl-is ol ey D-2-

obt ai ned achﬂmdcm@okmidwhhymdmmeof Exanpl e 4,
starting from the conpound of Preparation 2 and
N- net hyl - 3- cyanobenzyl am ne. 5 EXAMPLE 210:

f n -
e Fory DR Bie Moc o FLRERAL 4 Mk from
themooypound oEPreharatiore?dl and Nemethylg3 ﬁfdlﬁMO-ﬁFmethdmy‘t&nzﬂlamine.

Exanple 4, starting from the conpound of Preparation 2
and N-net hyl - 3-cyano- 5-fl uorobenzyl am ne. EXAMPLE 211
E)d)kmL@im oxxxﬁs%mhﬁﬂzztmetmxsrséﬁ»yh)-ﬁ rﬁé‘th?l-@ RI-pIpeRdLihy15-2-
-1 ndan- car boxani de di hydrochl ori de
indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-3,5-dichloro-2-methoxybenzylamine.

EXAMPLE 208 : N-(3,5-Dichloro-4-methoxybenzyl)-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-methyl-3,5-dichloro-4-methoxybenzylamine.
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The expected product is obtained according to the
procedure of Exanple 4, starting from the conpound of
Preparation 2 and N nethyl -3-chl oro-5-cyanobenzyl am ne.
EXAMPLE 212 :

N-[(2,6-D fluoro-4-pyridyl )_g?%_hyl ] - N-net hyl - 2- (1- pi pera
zi nyl)-2- indancarboxam de di hydrochl oride. 15 The
expect ed 9product is obtained according to the procedure

EXAMELER09s N-CSeyanobergyl Yrinethyb2« bpiparazingh-2-indan-

Preparation . . .

N-[ (2, 6-di ffﬁg%{dﬁydﬂlu‘%ﬁ%'#g{ﬂﬁ ]- N- et hyl ani ne.

EXAMPLE 213:

N-[(2-Chl oro-6-fluoro-4-pyridyl)nmethyl]-Nnethyl-2-(1
The rﬂ%&c&g TGyt 35 PiEER ?‘B’_é‘i‘ﬁ&it% diedirAgRsutehl Brangde 4rserting from
the%f’é&%%(ﬁﬁijoﬁr@ﬂéfﬁﬁoﬂ S aPNahétg T ogérgglahﬂné.he procedure

anple 4, starting fro npound of
Preparati on 2 and

LA A D N SR L

N-[ (2, 6- D cilBbRarftiddihgitot Ryl | - N-nmet hyl - 2- (1- pi pera
zinyl)-2 indancar boxam de di hydrochi ori de. The expected
product is obtained according to the procedure of

Exa 4. .starti.n rom..th onpou of . Preparation. 2
ThEEERIE o L bieid A Eaih S ROt RGTG R peing from
the ¥ ABlui @Rreparation 2 and N-methyl-3-cyano-5-fluorobenzylamine.

N-[(4,6-D fluoro-2-pyridyl)nethyl]-Nnmethyl-2-(1-pipera

zi nyl)-2- indancarboxam de di hydrochi ori de. The

r ' ' [ t . e
XL QU 80 BRSO A BT  fn
Pr epar at i oncadbaxwinide dihydrochloride.
N-[ (4, 6-difluoro-2-pyridyl)nethyl]-N nethylam ne.
EXAMPLE 216:

- -2 i - 02 - .
e T My o b ar T do png from
theepwotediofPreparetion 2 awbNanetbyl-hckloradbuyartobendyéanpnecedur e

of Exanple 4, starting from the conpound of
Preparation 2 and

EXM VPO I 201 B=[2,6 D16 6ro24-pyFiad ) me o INLhe tyl- DR i GAERSH-2-

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-[(2,6-difluoro-4-pyridyl)methyl]-N-methylamine.

EXAMPLE 213 : N-[(2-Chloro-6-fluoro-4-pyridyl)methyl]-N-methyl-2-(1-

piperazinyl)-2-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-[(2-chloro-6-fluoro-4-pyridyl)methyl]}-N-

methylamine.
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EXAMPLE 217:

N-[ (4, 6-D chl oro-2-pyridyl)nethyl]-N nethyl-2-(1-pipera
zinyl)-2- 15 i ndancar boxam de di hydrochi oride. The
expected product is obtained according to the procedure
of Exanple 4, starting from, the conpound of

Prepar ati on 2 and

N—!§4 6- di chl oro-2 ﬁyrld I)nEthyIL N- net hyl am ne.
E BN-1(2,6-Dichloro-4-pyridyl)methyl]-N-methyl-2-(1-piperazinyl)-2-

N[ (4- ChI or?“%nfcil %&ggﬁ dlhk]%é:i]gﬁwyl] N-net hyl -2-(1

pi per azi nyl anc oxa ydrochioride. 20 The
expected product is obtained according to the procedure

of Exanpl e 4, rting the conpound_of
Thpreéb%{:}egf prgfucs 1%1H§ amed accorglng to the proggdure of Example 4, starting from

thé\%cﬁﬁ#uﬁ@&%\’ﬂ%&%fﬁbﬁ@ 2fd ?{l_l%y 6'%@1%@?@}@@@&%%1%

I NVENTI ON EXAVPLE 219 Det ermi nati on of the afflnlty

nin r ake sites (n the rat. = The af
@é&lﬁi&;ﬁp@mﬁ OF ¢, -IE/é'fd@fmetht -mﬁbylﬂe@mlm@zmyb-%
siteis evaimh@grmam@mﬁga,tdcgfbrﬁ%per| nments with
I

[3H -cital opramon rat fron cortex nmenbranes. The 5
cortlces are honogeni sed using a Polytron in 40 vol unes

v AbR RO oPterbfebediing 1o SgmmioReetre ahxemileideraging from

tha’ifoﬁhpohh@ Bf BRPhratibnigedd No[g4 B-diflicb- 2tlb}l‘1ﬁ}yl)ﬂ3:ﬁ1y$]eﬂhﬁaﬂ§laﬂnﬁle
resuspended In the same buffer, incubated for

m nutes at 37C and then re- centrlfuged The msrrbranes

EXARPHSE DG B ot Word 2 B Fb e A AP T2 S, 1 o
buffer. 10 ﬁ@raﬁmﬁ)—ﬁﬁﬂdaﬁa&béﬂmﬁde dierbéatofiae. 2 hours
at 25C with the conpound under test in the presence of
0.7nM [3H] -cital opram Non-specific binding is
t e :
T Y ghflMe oL 15 Bopodie STE iU parting from
theUnedmpauad — «B-/ Beparpiorf | Rt ea:nsl PN € {6-eldbmddfiudto-RRri¢Q)rethyl]-N-
el%@and washed several tines with the incubation
m Y° The radioactivity retained on the filters is
counted after addition of scintillation 15 liquid, wth
the aid of a scintillation counter. The isotherns

EXAMBLF21 %y N-lh6iBickloreg-pyidyDmethyl]-N-methyl-2-(1-piperazinyl)-2-

indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from

the compound of Preparation 2 and N-[(4,6-dichloro-2-pyridyl)methyl]-N-methylamine.

EXAMPLE 218 : N-[(4-Chloro-6-fluore-2-pyridyl)methyl]-N-methyl-2-(1-

piperazinyl)-2-indancarboxamide dihydrochloride.

The expected product is obtained according to the procedure of Example 4, starting from
the compound of Preparation 2 and N-[(4-chloro-6-fluoro-2-pyridyl)methyl]-N-

methylamine.
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i near regression to determ ne the |1 C50 val ues, which
are converted into K; using the Cheng-Prusoff
equation: K, = 1C50/(1 + L/Kd) wherein L represents the
concentration of radioligand and Kd is the dissociation
constant 20 of [3H -cital ogramon the serotonin
reuptake site (0.7nM). The results are expressed as

pK; -1 0 K; The results obt ai ned for represent ative

fol | ow ng tabl e: - 118 Con'pound pK| r5-HIT Exan'pl el
6.61 Exanple 2 7.27 Exanple 3 7.20 Exanple 68 7.47
EXEEPDF2 B0: Deft2milcxtéuipdfahd QffhitFor bxaaie r8dptakOsites in the rat.
Exanpl e 135 7.36 EXAMPLE 220: hNK1 bi ndi ng. The
affinity of conmpounds of the invention was determ ned

i Ll See S
YRR L AL Ol i 15 PLE IR i van by
corhftst4dnh mmmdn;srrph‘dnb[ 2 tcitaptasn emdegefiontsl 3601@@6@ m&sﬁjrﬁk&s The

NK1 re | tors. are centri fuged and taken up.in

costiges HE G EEHFFL FS1RS it ERIHr oy s v iRies, Wfaijltﬁwlt@e) of 2pH) Tris-
r I

HCRIEHAM, BEEUSRSRe B Snheidd 100N SOPI il 5 O anc are

thqns;emetf@edtfmedﬁm tige. ti"be sldiraem isresoapesddriatheosanefbubfex incubated

forll% mmultelssa/t g17°C aht? then re centrifuged. The membranes are washed a further two

times and the sediment is then resuspended in an appropriate volume of incubation buffer.
The membranes are then incubated for 2 hours at 25°C with the compound under test in the
presence of 0.7nM [*H]-citalopram. Non-specific binding is determined with 10uM
fluoxetine. At the end of the incubation period, the samples are filtered through Unifilter
GF/B type filters pretreated with PEI (0.5 %) and washed several times with the incubation
buffer. The radioactivity retained on the filters is counted after addition of scintillation
liquid, with the aid of a scintillation counter. The isotherms obtained are analysed by non-
linear regression to determine the ICsy values, which are converted into K; using the
Cheng-Prusoff equation:
Ki=1Cs/(1 + L/Kd)

wherein L represents the concentration of radioligand and Kd is the dissociation constant
of [3H]—citalopram on the serotonin reuptake site (0.7nM). The results are expressed as

pK; =-log K.

The results obtained for representative compounds of the invention are collated in the

following table:
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preparation is then incubated together with 1.5nM

[ 3H] - Subst ance P and t he conpound
m nut es at anbi ent tenperature.

determined int
end of the incu
through Unifilt

he

under test for 90
Non-specific binding is
10 presence of 1M GR 205171. At the

bation period,sthe sanmples are filtered
?HtersprﬂreMed\Mth

er GF/ B type

washed several

tinmes with

he

PET (0.1 % an
filtration buff
The radi oacti vi
by counting aft
the filters. Th
regression, al

the 1 C50 val ues
converted into
Cheng- Prusoff &
is the concentr
di ssoci ati on cog
NK1 receptors (
pK; (-log K;).

conmpounds of th

foll ow ng tabl e:

Exanple 2 7.74
11 6.31 Exanpl

er  ChaPPMAR ¢

ty retained o

5, LROPMAEE |
1 the filters

4mM CaCl2).
S neasured

e —addrtTomof
e cdimtplal e ]
owi ng the isot

t Extamplie? er |
i nhi bition cor
quatixaftiplds =I ¢
ation of [3H] -
nst BRimple 68[ 3k
0.53nM. The 1

CormapRrdopK;

st ats
5 amabysed by
hernms to be p

istants (K) by
50/ (A20./ KD) 1
Subst ance P a

i - Subst ance

esults are ex

Theekasapletsd obtai nggh for re
e invention ane collated in

NKlg 4g=xanpl e

Exanple 3 6.79 Exanple 5

i ned’.2The | at{

) liquid to
non-1| i near
otted and

er are

means of the
19- wherein L
nd KD is the
P f or human
Dr essed as
Dresent ati ve
the 5

1 8.47

5. 40 Exanpl e
maceuti ca

e 78xfng@ EXAVPLE 234: Phar

7.36

composi tion.
Example 135

EXAMPLE 220 : hNK; binding.

The affinity of compounds of the invention was determined by competition experiments in
the presence of [*H]-Substance P (Sar-9, MetO2-11,2-propyl-3,4-3H). IM9 human
lymphoblast cells endogenously expressing NK; receptors are centrifuged and taken up in
the incubation buffer containing 50mM TRIS, 150mM NaCl, 4mM CaCl,, protease
inhibitors at 1/100° (Cocktail SIGMA P8340) and 0.2 % BSA. The volume of incubation
buffer is determined so as to obtain a concentration of 5 x 10° cells/ml. The cell
preparation is then incubated together with 1.5nM [*H]-Substance P and the compound
under test for 90 minutes at ambient temperature. Non-specific binding is determined in the
presence of 1uM GR 205171.

At the end of the incubation period, the samples are filtered through Unifilter GF/B type
filters pretreated with PEI (0.1 %) and washed several times with the filtration buffer
(50mM TRIS, 150mM NaCl, 4mM CaCl,). The radioactivity retained on the filters is
measured by counting after addition of scintillation liquid to the filters. The counts are
analysed by non-linear regression, allowing the isotherms to be plotted and the ICsy values
to be determined. The latter are converted into inhibition constants (K;) by means of the

Cheng-Prusoff equation:

K,'ZIC50/(1 +L/KD)



Formula for the preparation of 1000 tablets each

containing 10 ng of active ingredient: Conpound of
Exanmple 1

........................... _.1.19:........10 g

Hydr oxypr opyl cel | ul ose
... .. ...........2 910 Vheat

whated] £11s the concentration of [*H]-Substance P and Kp is the dissociation constant of

[*H]-Substance P. for. human .NK; -receptars .(0.53nM).. The .results. are. expressed as
! L
ek TS

100 g Magnesium stearate
The .results.obtained for. representative. campounds of the invention are. callated. in the
39

10

formula (1) : N

ST

L R,

Conpound of
a wherein 5

- R3 represents
with the carbon &
napht hal ene or qu
ring structures b
nore identical or
hydr ogen, hal ogen
optionally substi
or R, represents
together with thsg
benzene, napht ha
of those ring st
by one or nore id

:ly ch o€

t dxamptar r
inoline ri
eilg@mp 2 g
di fferen
1g®E

tuted by ¢
a BeipRgen
carbon at

eRRarfpledyi
ructures b

epkifiple 70"

at UTTy [C1 B AV I B W
yi ng g.4em for
ng structure,
nal | y7.34ibstit
t substituent
r or @ranched
ne or nore ha
at ong 4@and R2
ons carrying

ei ng opti onal
6.29

nol i ng31i ng si

and R2 toget her
m a benzene,
each of those
Ut ed by one or
5 sel ected from
G -Co6al | cyl
ogen at omns,
and R3
them forma
ructure, each
y substituted

10

EXAMPLE 221 : Pharmaceutical composition.

Formula for the preparation of 1000 tablets each containing 10 mg of active ingredient:

Compound of EXample 1.......ccoviiiiiniiiiniciereeee et ee 10g
HydroxXypropylCelIUlOSe .........oociiiiiieiiiee et 2g
WHheat StATCH ....cviiiiiiiii et e 10g
LCLOSE ...ttt sttt et a e e et earenaesraeereaeeeeas 100 g
MagnESIUML SLEATALE .......coviuiiieiieriee ettt et st s e ae b s s s st e e eae s e et st 3g
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different substituents selected from hydrogen, hal ogen
and |inear or branched Cl-C6al kyl optionally
substituted by one or nore hal ogen atons, 15 - n
represents 1 or 2, - -X- represents a group sel ected
from - (CH2) nO Ak-, -(CHQ)ntN 4- Ak-, - (CO) -NR4- Ak- and
-(CH2) m NR4- (CO -, -121- mTrépresents an integer
between 1 and 6 inclusive, Ak represents a linear or
branched Cl - C6al kyl ene chain optionally substituted by
a hydroxy group, and R4 represents a hydrogen atom or
a linear or branched Cl-C6al kyl group, Ar represents an
aryl or heteroaryl group, (L .AKMSoptical isoners, and
al so addition salts thereof with a pharmaceutically
acceptabl e acid, it being understood that: optica

1. | GompstndEISmANAMY k oner s and di ast er eoi soners, an aryl
group rmeans phenyl, biphenylyl or naphthyl, each of
those groups being optionally substituted by one or
nore identical or different groups selected from
hal ogen, linear or to branc - C6al kyl, linear or
branched Cl - C6al koxy, hyirox?, cypno and | i near or
branched Cl - C6tr|haloalk |, & eroaryl group neans an
aromatic nmono- or b=y 5- t0 12- @pnbered group
contai ning one, two or pe'xhepero atons selected from
oxygen, nitrogen and syl phur, it being understood that
the heteroaryl group ™ be optionally substituted by
one or nore 15 identical or different groups sel ected
from hal ogen, |inear or branched Cl-C6al kyl, |inear or

wHafénched Cl - C6al koxy, hydroxy and |inear or branched
d -Cotrihal oal kyl. 2. Conpound of formula (1) according
to claim1, wherein Rt and R2 together with the carbon

ato carr entforntan bsti. ted
erJarE FIN A SRR P oduh s Benbaiesstior Vthfrcorarken atoms
and ciR3yih® IBdrh oM & BerzBe, %b%ﬁleﬁ& QIRuGATY I {ARMre, each of

those ring structures being optionally substituted by one or more identical or

<

different substituents selected from hydrogen, halogen and linear or branched

C1-Cealkyl optionally substituted by one or more halogen atoms,

or R; represents a hydrogen atom, and R, and Rj together with the carbon atoms
carrying them form a benzene, naphthalene or quinoline ring structure, each of
those ring structures being optionally substituted by one or more identical or
different substituents selected from hydrogen, halogen and linear or branched

Ci-Cealkyl optionally substituted by one or more halogen atoms,

- nrepresents 1 or 2,

- -X- represents a group selected from -(CHy)m-O-Ak-, -(CHj)p-NR4-Ak-,
-(CO)-NR4-Ak- and -(CH;),,-NR4-(CO)-,
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20 forman optionally substituted benzene ring and R
represents a hydrogen atom 3. Conpound of formula (I)
according to either claiml or claim2, wherein n
represents 1. 4. Conpound of fornula (1) according to

any one of clainms 1 to 3, whgrein mrepresents 1. -122-

5. Conpound of formula (1) aCcording to any one of

claims 1 to 4, wherein Ar represents an aryl group. 6.
ConPbEeriessnist &y mipger (hefwerrc dr afidn§ inelugivei Ak lreprsstnss tactinear or

fro

[ PP Cr oo b SRIHAUR, MRTHYE] D oYY 57 e pnd Re
az | Fepreseits adtitogah ajoBOOES Buear br mﬂch@li@ @ankiyt & g@ﬁp salts
thereof with a pharnmaceutically acceptable acid,
1-[ (1RS) - 1- (3, 5-di net hyl benzyl oxynet hyl )i ndan- I-yI]pipe

razg&ggnak E%BQEEth5§9ﬂ§?§%ﬁ?and al so addition salts

t hereo ar naceu acceptabl e acid, -
1-[ 2- (3 5- d|nethylbenzyloxynethyl)indan 2 yl ] pi perazi ne
an Iso ad |t|on salts thereof th
its Bﬂté(f ! 90 g%g?ﬁ sadls éheé%qfdwthl@pharmaceutlcally acceptable acid,

N[ (3, 5- bls(trlfluoronethyl)benzyl] 2-(1-pi perazinyl)-2
-i ndancar boxam de, and also addition salts thereof

it beintghindlephadiBateut i cal |y acceptabl e acid, -
(I'RS) - N-benzyl - N-nret hyl - | - (I - pi perazi nyl)-1-indancar box
amde, its optical isoners, and also addition salts

opli@ iRHerd¥ntdh @aﬁh&h%%ﬁ&'ﬁia@@féoYsoﬁﬁ%ept able acid, -
(1RS)-N-[3,5-bis(trifluoronethyl)benzyl]- N—nethyl-l-(l-
plpera2|nyl) 1-indan 15 carboxam de, its optlca

Iﬂ-ﬁg gﬁ%@? gﬁlén{ygg I%é%g ll}t@ylt eba% e?ghose grou%s being optionally

su’t(silRﬁSéd B!y (oﬁe or ﬁicrfetuﬁbjlhlbﬁﬂi’rydhffeﬂen( groRpP edlectd Yohr halbgihaMGear or
arboxam de, its optical i soners, and al so addition

braggnads G Heplksh ek o Praashedc CurCoallipnyy hideept abreo dsfdlinear or

b d trihaloalk

rmw?e %]gépPﬁgro%énzyl) 2- (1- pi perazi nyl)-2-indancar boxa
m de, and al so addition 20 salts thereof with a
ﬁQarna euticall accept ahl e acid

'r9aty] U Breale A2y YR R e K3 lellcyrj iheralfi hyimensherggy group
cotBtHDEREA M 618r 11888 heteRPatoms selected from oxygen, nitrogen and sulphur, it

being understood that the heteroaryl group may be optionally substituted by one or more
identical or different groups selected from halogen, linear or branched C;-Csalkyl, linear or

branched C;-Csalkoxy, hydroxy and linear or branched C,-Cgtrihaloalkyl.

2. Compound of formula (I) according to claim 1, wherein R; and R, together with the
carbon atoms carrying them form an optionally substituted benzene ring and R
represents a hydrogen atom, or R; and Rj together with the carbon atoms carrying them
form an optionally substituted benzene ring and R, represents a hydrogen atom.

3. Compound of formula (I) according to either claim 1 or claim 2, wherein n represents 1.

4. Compound of formula (I) according to any one of claims 1 to 3, wherein m represents 1.
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addition salts thereof with a pharmaceutically
acceptable acid, -

(1RS) - N- (3, 5-di fl uorobenzyl)-N net hyl -1-(1-pi perazi nyl)
-1 -indancarboxam de, its optical isonmers, and al so
addition salts thereof mnthlazpharnaceutlcally
acceptable 25 acid, -

&1RS) N-[3-fluoro-5-(trifluoronethyl)benzyl]-Nmethyl-

emppikeaipimyla)(Diaccerdsng- tocay vog aiictiams il tte 4ophetiel Ar represents
SO rSy and al so addition salts thereof with a
8%3? ceﬁtlcally acceptable acid, -

(IRS)-1-[1-(3,5- d|f|uorobenzyloxynethyl)indan 1-yl] pi pe
razine, its optical isonmers, 30 and also addition

. Qampgumdw@frf@aﬁulww Reeording toralamnd i sacksgl fieept abl e aci d,

-123- -
N- (3-chl oro-5-fl uorobenzyl ) - N- et hyl - 2- (1- piperazinyl)

2- 1 iRBAr @< adidratrobeany oayraeth gldliel - (I)Ij,rl]@qietﬁlrteh @t epfical isomers,
with a pharnaceﬂtlcally acceptable acid

1- preh ey addition syltg thereod o enptipraasaveeatin E)CF?J}H%{HC 3144 1 pi pe

t |
el fﬂhﬂ"gﬁ%e?%?%%%%’&?m by HiaR 1RGO R 8Bl isomers,
(1 RS) albd {RBlithordsafts teraifenityd Phaknaetubiydllyl actdptailp ecné,zl nyl )

-1-1i carboxam de, it i cal .isoners, and
e LR Pa e o Y PP RREBGF e 4y oo Saditon sa
ac aRPIAR)® a Bfabdaceutically acceptable acid,
1-[(1RS) - 1- (3, 5- dlfluorobené% oxynet hyl 6-di fl uoroin
{14

dah-[(3 §+qi$ﬁtr§bma@nﬁbyl)bqn§yl]6 pgrazigyl rlgdanaar@omme and also
gggéﬁ 1%%f alts tltisecgt:1 leC}lea? If)h Wt Qeu%cﬁ?yaz{cryeag E'a&%' ly

1- [(RIII) -benZy3- N il 5= (ﬂtpipér@ﬁﬁﬁ;yllﬁaaﬁmbymude daropticyll ]
pi perazine, its gptical 1soners, and al so additiaon

salegets anckipo afdibomsabin sherenlavith aphanpacrubiepbaasreptals acid,
L e

of cﬁrbbmmhlde | Ilts) optlﬁhl isomers, and also addition salts thereof with a
pharmaceutically acceptable acid,

- (1RS)-N-(3,5-dimethylbenzyl)-1-(1-piperazinyl)-1-indancarboxamide, its optical
isomers, and also addition salts thereof with a pharmaceutically acceptable acid,

- N-(3,5-difluorobenzyl)-2-(1-piperazinyl)-2-indancarboxamide, and also addition
salts thereof with a pharmaceutically acceptable acid,

- N-(3,5-dichlorobenzyl)-N-methyl-2-(1-piperazinyl)-2-indancarboxamide, and also
addition salts thereof with a pharmaceutically acceptable acid,

- (1RS)-N-(3,5-difluorobenzyl)-N-methyl-1-(1-piperazinyl)-1-indancarboxamide, its
optical isomers, and also addition salts thereof with a pharmaceutically acceptable
acid,

- (1RS)-N-[3-fluoro-5-(trifluoromethyl)benzyl]-N-methyl-1-(1-piperazinyl)-1-indan-
carboxamide, its optical isomers, and also addition salts thereof with a
pharmaceutically acceptable acid,

- (1RS)-1-[1-(3,5-difluorobenzyloxymethyl)indan-1-yl|piperazine, its optical isomers,

and also addition salts thereof with a pharmaceutically acceptable acid,



NHPL |11), CO2H 15 Ra wherein RI, R2 and R3 are as
defined for fornmula (1) and Pl represents a protecting
group for the am ne function, the acid function of
which is protected to yield the conmpound of formula
(111) R RZ NHP1 pn>, c02R2,R3 3 -124- wherein R1,

R2, R3 and Pl are as defined hereinbefore and P2
reﬁresents a protecting group for the acid function
wh c03-Q}éora'ri-ﬂ@@reh@nzw})d\%wﬂmhylt%@ -pingeny3ciniasabpxshidehand

s, de .ec ef .reaction W th the conpound of
| SPHERASRE}R RELa il PRSI KRS GRmRIT o
each( IR ie@entiflioRdeAgyaox it iy 1\hd:- 1 -yl ]piperazine, its optical isomers,
p-t ol uenesul phonyl oxy group, Tos represents a
pafi alep eddiansadh dirptol gl mphagmacayticallyascepiehlnaeids or
5 f of ﬂ%g).%\]_((ﬁ ,)Sldiflgor)ﬁ)&lzgl)-tl\ﬂﬁnewmgﬁ [ﬁpé}gziflyls-%h@an(ﬁ@oof(argﬁ& its
optical isomers, and also addition salts thereof with a pharmaceutically acceptable
acid,
- 1-[(1RS)-1-(3,5-difluorobenzyloxymethyl)-5,6-difluoroindan-1-yl]piperazine, its
optical isomers, and also addition salts thereof with a pharmaceutically acceptable
10 acid,
- and 1-[(1RS)-1-(3-bromo-5-fluorobenzyloxymethyl)indan-1-yl|piperazine, its optical

isomers, and also addition salts thereof with a pharmaceutically acceptable acid.

7. Process for the preparation of compounds of formula (I) according to claim 1, starting

from the compound of formula (II) :

NHP

(I,
CO,H

15 Rs

wherein R;, R, and Rj are as defined for formula (I) and P; represents a protecting

group for the amine function,

the acid function of which is protected to yield the compound of formula (III) :

(1),
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rNRL, R M CO®P2 R3 10 wherein Rl, R2, R3, P2, n

and Tos are as defined hereinbefore, fromwhich the

par a- t ol uenesul phonyl group is cleaved, the acid

function is deprotected and then the am ne function is
protected to yield the congound of formula (VI) P3

Rl, R2 (M), 3RCO2H 3 -125- wherein RI, R2, R3 and n

are as_defined hereinbefore and P3 represents a )
phetere Ri.ip> Byr adpP & astiiefingd herembgtore @nd P2 ropipsents a protecting

gxg%ﬁg%‘ﬂﬂe géidff&{c%g%vlﬁ%ﬁi)s fdkf%f&ﬁg@]‘f?h when it is desired

btai n conmpounds o or nu wherein X
represents -(CO) -NR4- Ak- or -CH2-NR4- Ak, with a
conmpound_, 5 of fornmula (M1) : HNR4-AK-Ar (V1)
fisetmaing fanction of yehoh i depratecisds beieng Yeastiqnopifh| the (qopound of
k&nﬁlqhe(wgfesence of one or nore coupling agents,

61\/\N/(/\)?'\/G2 (),
l

Tos

wherein G; and G, each represent a halogen atom or a p-toluenesulphonyloxy group,

Tos represents a para-toluenesulphonyl group, and n is as defined for formula (1),

to yield the compound of formula (V) :

wherein Ry, Ry, R3, P,, n and Tos are as defined hereinbefore,
from which the para-toluenesulphonyl group is cleaved,

the acid function is deprotected and then the amine function is protected to yield the

compound of formula (VI) :
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15

to yield, after deprotection of the ring am ne
function, conpounds of formula (Ta), a 10 particul ar
case of the conpounds of forrmula (1) wherein X
represents a group -(CO-NR4-AKk : NH Rl, R2 N (la),
CO-NRZ Ak-Ar R3 wherein RI,pR, R3, n, R4 and Ak are
as defined hereinbefore and Ar is as defined for

r mul 15 which is reac en | |s desired to
% Th ﬁévo]k?;o%h?f? Bfare @F Mafacq e)’flnbg{“ d Bursiresepligepispecting
g}q]elgq&rmggﬂl% @hctier mula (1) wherein X represents a
ro

Ak, wWith a reducing agent to yield
compounds of fornmula (Ib) : - 126 - Rl IN (lb), R2 CH2

NR4 . Ak- Ar wher ein. Rl ,.R3,..n, R4 and Ar

b Rberhoal RaPal Sl isreiet<d ghEhjit st b o AR Gpbounds of
ff&ﬁmﬁ @ WHbdeid X Ieﬁlteeéﬂté Leeb) NR?J’Ak' tor -EHIOSRL-A%, Whth a compound
obtai n ~ conpounds” of forrmula wherein X represents a

of toupuladMIDOAK- or 5 - CH2- NR4 (CO) to yield the

conpound of forrmula (VII1) :

HNR-AK-Ar (V1)
wherein Ry, Ak and Ar are as defined for formula (I),
in the presence of one or more coupling agents,

to yield, after deprotection of the ring amine function, compounds of formula (Ia), a
particular case of the compounds of formula (I) wherein X represents a group

-(CO)-NR,-Ak :

{1a),

CO—NR;—Ak—Ar

wherein R;, Ry, R3, n, R4 and Ak are as defined hereinbefore and Ar is as defined for

formula (I),

which is reacted, when it is desired to obtain compounds of formula (Ib), a particular
case of the compounds of formula (I) wherein X represents a group —CH;-NR4-Ak, with

a reducing agent to yield compounds of formula (Ib) :



3 (VIIl), R, RR Nn Q2P4 R3 wherein Rl, R2i R3, n
and P3 are as defined hereinbefore and P4 represents a
benzyl or |inear or branched Cl-C6al kyl group, 10
which is placed in the presence of a reducing agent to
yield the alcohol of fornmulg,f1X) /~NP3 R' R2 Nn
(IX), CHz OHR3 wherein R, R2, R3, n and P3 are as
defi ned herei nbefore, -127- which al cohol of fornula
(IX) is reacted, when it ¥s ired to obtain compounds
of formula (Ic), a parti\cul ay case of the conpounds of
formula (1) wherein X rep nts the grlGup - CH2- O Ak-,
with a conmpoundFe ' (X) : Hal-Ak-Ar (X), 5
wherein Ak and Ar a as elefhmedyfop fornula (1) and
Hal represents a hakogen atom to yield, after
deprotection of tRe ring am ne function, conpounds of
formula (Ic) rNH R N

wherein Ry, Ry, R3, n, R4, Ak and Ar are as defined hereinbefore,
- or which compound of formula (VI) is esterified, when it is desired to obtain
compounds of formula(I) wherein X represents a group -CH;-OAk- or

5 -CH;-NR4-(CO)-,

to yield the compound of formula (VIII) :

N Vi,

NP,
) \M)

COP,

R{

wherein Ry, Ry, Rz, n and P; are as defined hereinbefore and P, represents a benzyl or

linear or branched C;-Cealkyl group,

10 which is placed in the presence of a reducing agent to yield the alcohol of formula (IX) :

(1X),

wherein R;, Ry, Rs, n and P; are as defined hereinbefore,



R2 (Ic), cHz QAk-Ar R2 wherein R, R2, R3, n, Ak and
Ar are as defined hereinbefore, or which al cohol of
formula (DC) is converted by conventional reactions of
organic 10 chemistry into an amne of formula (X) :
/~NP3 R1, R2 Nn (Xl), cH212+\IHR :R3 wherein R, R2,
R3, n, R4 and P3 are as defined herel nbef or e, V\,hi chis

reacted with a compound of formula (X I) : -12s- Cl %Ar
(kiqh alcohol o dpmia AFX) 1§ raacterbrhrad! fofesiisd il oftain pompennds of

f
45 10 G 1500 LSS AlpoE, 108 AT s
eop e ThEO-akk- fwithr tampdbyndWidomiuia Ky:epr esent s a group
5 -CH2-NR4-(CO- : R C N(ld) R n /A
Hal-Ak-Ar (X),

5 wherein Ak and Ar are as defined for formula (I) and Hal represents a halogen atom,

to yield, after deprotection of the ring amine function, compounds of formula (Ic) :

CH; OAK—Ar

wherein Ry, Rj, R3, n, Ak and Ar are as defined hereinbefore,

or which alcohol of formula (IX) is converted by conventional reactions of organic

10 chemistry into an amine of formula (XI) :

N
R, (X1),

NP3
) H)
n

CH3NHR,

wherein Ry, R;, R3, n, R4 and P are as defined hereinbefore,

which is reacted with a compound of formula (XII) :



CHz NY Ar O wherein R, R2, R3, n, R4 and Ar are as
defi ned herei nbefore, which conpounds of fornulae (la),
(Ib), (Ic) and (1d) are purified according to a
conventional purification technique, are separated,
when desired, into their opthgal 10 isonmers and are
converted, when desired, into their addition salts with
a pharnaceutically ﬁcceptable acin”8. Phar naceuti ca
conposi tion conprisp §"acti ve ing%edient, a
conmpound accor di ng t;gjﬁﬁy one of claims 1 to 6, in
conbi nati on Wi th one orgnore pharnmaceutically
acceptable, inert, non-toxic carriers. 15 9. Use of
conmpounds of fornula (1) according to any one of clains
1 to 6 in the. mapufacture of nedicanments for use as
VBEEIOAT 18 28 deitpedder farmul br s and NK1  ant agoni sts. 10.
Use of conpounds of formula (1) according to any one of
claims 1 to 6 in the manufacture of nedi canents for

ts gicldy afthe de¢pre@tii@ndf dfe deprmisi foactsérgtcompoamdsi @t fprmula (1d), a

states, 129- .ipnpul sive disarders gr essi v

BEHSYAo A%, of rtBE %Pé‘&%’é‘?g%kpgs?wuﬁ‘n awﬁ%rﬂntg drREGIchEsy &, eroup
paipNapqcoyf | ammation, dementias, psychotic states,

di sturbancés of chronobiol ogical rhythnms, nausea or
gastroi ntestinal disorders. 11. A conpound according to
claim1 substantially as herein described with

reference to any exapplq(?ﬁ\'bof. 12. A process

according to claim?7 gubstantilally as herein described

with reference to anyl exdnple thereof. 43. A

phar maceuti cal ¢8 -@ i

on accgrding to claim8
substantially as he

oe&ﬁw'bédN.mﬁth reference to
any exanpl e thereof/
RS o

wherein Ry, Ry, R3, n, R4 and Ar are as defined hereinbefore,

which compounds of formulae (Ia), (Ib), (Ic) and (Id) are purified according to a
conventional purification technique, are separated, when desired, into their optical
isomers and are converted, when desired, into their addition salts with a

pharmaceutically acceptable acid.

8. Pharmaceutical composition comprising, as active ingredient, a compound according to
any one of claims 1 to 6, in combination with one or more pharmaceutically acceptable,

inert, non-toxic carriers.

9. Use of compounds of formula (I) according to any one of claims 1 to 6 in the
manufacture of medicaments for use as serotonin reuptake inhibitors and NK;

antagonists.

10. Use of compounds of formula (I) according to any one of claims 1 to 6 in the

manufacture of medicaments for use in the treatment of depressive states, anxiety states,



11.

12.

13.

14,

14. A use according to claim9 or claim10
substantially as herein described with reference to
any exanpl e thereof.

-129 -

impulsive disorders, aggressive behaviours, drug abuse, obesity and appetite disorders,
pain and inflammation, dementias, psychotic states, disturbances of chronobiological

rhythms, nausea or gastrointestinal disorders.

A compound according to claim 1 substantially as herein described with reference to

any example thereof.

A process according to claim 7 substantially as herein described with reference to any

example thereof,

A pharmaceutical composition according to claim 8 substantially as herein described

with reference to any example thereof.

A use according to claim 9 or claim 10 substantially as herein described with reference

to any example thereof.



