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- NE COMPOUNDS, A PROCESS FOR THEI R
-F’]F-Q-EP}AQE"?:\I& ZII\IBEEﬁzlA:QI\MCEUﬂ CAL COMPOSI TI ONS CONTAI NI NG
THEM The present invention rglates to for their
| NP BRAPRIETOPIBRNE S e S5 BOR THFIR BREPARATION AND
prepar at i opHARIAELUP gf_so 5 %l T\np AININGSIHEM oni n

aining them and .
?gmot ake ignhi bitors and NKI antagonists. The conpounds

resent invention act as serotonin reuptake

Tﬁ% rﬁ’&%g’ﬂ‘g%@en@nsyelme tieienddnyt-piptrabinet contgoRMdart6 éjgﬁ%;%s for their
teParhfién Eﬁcﬁ.ﬁ)t of .delpressi ve states (Goodni CdkﬂscgtcS&Z‘
pégl dst el n, JPsyc %%'ﬁlﬁ? nEEYI0sHigR containing thern, B) ir use as

3 X al .,

se@ﬁeeimramﬂal@o'ahjbﬁbmgﬁdm@llame{%ggﬁ%;-110, I\/acQJ(Bren gt .

CNS Drug Rev 2001, 7:1-24; gstaff et al., gg ,
62: 655-703), anxiety states such as generalise

- i ks_and phobi as . (Fei ghner, J din
ey e na S e Rl TG fih o325 swglonin eERkeRgionl
By itrtug| dfhat Gadestheh Qﬁlﬁieﬂﬁﬁciﬁ Eh%ﬁg%rgle&tgcgggﬁpe%iige %féagaﬁ gpoogﬁic]{ and
. : a ,
G@?é’t@‘%é? %i)f!hro‘gl&?ﬁ@ré@f 99, &9 i(Supps POISS LS5y @A68E an6 LdaSpPRs 2001,
SLOT B MHoQUel? 1. CHls DBl RS o), ¥ A8 Whesen e ol 1b8s 2002,
c - ! !
Qgé_c%izo%lggéximr states aguch Eﬁﬂ%l’eﬁﬁﬁl@éechl%QﬁmpgtgiggXtta%gso Zind phobias

(F%lglé%eg,_ dsﬁz’ntsy%@t@f ’ 19‘?9(:! 4Q0n (&g@léwgzﬁ)te 1&220634183653 ﬁt al., Int clin
Psﬁﬂmﬁzmmwzozb)r?o,o 15 {:Fg%ﬁgg%%;ggéos ?éi:v %Ié_]%séli‘r’z Psychorfiasmpiol 2000,
15 JEipP PRy FagpRar T hnoi60 3] CB0 Ps 80580801 SBP(S:@h! #:43.48). the harmful
: macol.ogy 2005, 30:67-79; Ml berg anc
eff\éég h@ef%ﬁééfaﬂ%g% Pﬁé{ﬁg?lﬁgl)éﬁls&gﬁe%f}ii‘ﬂckﬁ gnd S\E;hom, njocess 1997, 2:91-
s o B mab s v e PRI RY
20(%0279 %ggbg%,g ’[ﬂaﬁgggq%ﬁflz Gin d’tsyc,hia,}pn ngmgfiﬂ’gﬁ?g-tl ?gﬂi o5 9neuro‘[oxic
(Mglgex%gaiﬂg%%xﬁhﬂvsﬁzfﬁﬁﬁgcggﬁ;@%%éq&oza]gnckéo%ggé%’1562-1571; Santarelli et al,
oU: y : nl i} LV
Scigngg cHY)3h BOEO5H O A0zeh 15 Qﬁuwhr@ﬁﬁgﬁu})ﬁf‘g)@gﬁg}g %65, 3_0:67-79;

Ma%%gé. gﬁ%fsgﬂ%'ﬁegg g%;b?’lh'@ffm gﬁ]qs:]Zqua)ri_é{iéﬁdliﬁp hafpiReR) &8s such as
"OR2002r 33ée§§5€-compulsive behaviour disorders (Njung’e and Handley, Br J
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 ez 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 er 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 er al., Neuropharmacology 2002, 42:677-684;
Duman et al., J Pharmacol Sci 2004, 94:161-165; Otsuka ez 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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654; New et al., Psychopharnacol ogy 2004, 176:451-458),
obeéity and appetite disorders such as bullnESOO
(Proietto et al., Expert Opin Investig Drug;001 ,
9:1317-1326; Ljung et 25 al., J Intern Med oL

250: 219- 224; Appolinario et al,, CNS Drugs 2 ,

. . Drug Targets
18: 629-651;  Appolinario and ME roy, Curr al D B

3 [ tates. (Aragona et
2%29;11_52%6@5%15 Q%,B%Ifi/lneit faéﬁ JetNe%(QTOP:Vy%@‘m cﬁihzar\fﬂmdzzzg%im 13:5221;
12060( 8242167 Keh®piychEImBm.E31,8) 20 %ng%gg%%lé ?’%Ihl_oclqgg’al., dm

4:161-165; Ot suka et al., es 04, 4 )&
Pgﬁ)ff&”ar’(’fﬁqogi &4t hose entities, disorders of
behéviour and of neuronal degeneration 30 associ ated t
wi th denentia and other disorders of aging (Lyketos e

Farthermaia) the Bsyipbuinat rof the prRB: indenfion 686 3%8%%&1@2%5%&51@111 NK;
t al.. J Neur opsyhiatry Cin Neurosci : : :

a‘ﬁ%%oé?%%' et al., Neuropsychopharmacol ogy 2002,

B2 Virbdoha bl Gt Alo Rlorn g M ctSYC ALY, 2002 ——
159: 460- 465) . Fu?t er ore, - thECIERPBEH @S depressive gtrtes@tpniak e

ak,nekmi Ehanmaerobl 2001 240i19e-588. rm?;g%%g gtit Elé {%ﬁ %0% ragacology 2003,

4851 Q60N RL%c, BY fz&ﬁftﬁ@%p?)gﬁggrg;mee@&ezma@%8(5139%'mlsleh et al,
Ewt J Rlarma&ghayosP Bﬂ:@—q@k)zégxgi]éty %{tﬁteg%g@g%ggeggrg]%% ggctiety, panic
afpks M%i&gﬁﬁﬁeﬁ% iﬁbg%%fgﬁcﬁ%%%gﬁ_o% g%%@%@@iﬁa@em et al,
P’?tE a]t% etls Agﬁ‘g#’éélsgem &gslé) 424 HQ(%GYW};] pani. Lé é\/lizlbﬂzogxgtfaﬁﬁﬁzrmacology
IO A 3 R, DR OGRS, 517
the, %ﬁp’fu]g fecy szjst]_@gﬂglleﬂar pyyzcéblé):gicgl.?(:]%a;lf%e?tgc?l., Flé?l% h]I % ariglq]?fl 2001,
&%?gggrreay K@x ) é%‘; yodo f ﬁﬁﬁcgﬁgwsmgglgam@pq{@gy 12002, | %?59-177;
SpRerentey ial.eEhedthm&&Jlez?ﬁ)%,‘S@O%:h@l&ll g’ﬁﬁg%é%g'e‘% %'gjp](gi rigaepl Exp
Th% gﬁ@:ﬁﬁﬁéﬁ@?ﬁ%&gum 6Ysm 260 Hartl 3¢ _&ﬁi,gl}-{ja{;%yc]h?any 2002,
7:93ponan eMo%uetﬂhea th ﬁlf ?u%#g ]p%rég%? 8@({5 %%ﬁgg—%g@@g’}uem et al., Brain Res
20@520_8_%;%{1%1&8&) et;zz’i., Newrop&ﬁﬁbﬁha@{%blgﬁf Zd@,r @:%-7%, impu'\{ts)ilve states
sucﬁsa)écc!%isgsts{ -C%Qn%lzllsive 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 ez al., Behav Pharmacol 2001, 12:497-508), but also
drug abuse (Murtra ez al., Nature 2000, 405:180-183; Ripley et al., Neuropharmacology
2002, 43:1258-1268; Gadd er 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 ez al., J Pharmacol Exp Ther 1995,
274:928-936, Steinberg et al., J Pharmacol Exp Ther 2002, 303:1180-1188), sexual
dysfunctions (Priest er al., Brain Res Mol Brain Res 1995, 28:61-71; Daniels er al.,
Neurosci Lett 2003, 338:111-1 14; Kramer et al., Science 1998, 281 :1640-1644; Kramer et

al., Neuropsychopharmacology 2004, 29:385-392), disturbances of chronobiological
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: - ; Morcuende et al., Eur JNeurosci 2003, . .
Ié?igzgﬁésa; Guest et al., Brain Res 2004, 1002: 1. 10
Czeh et al., Neuropsychopharmacol ogy 2005, 30:67-79),

i mpul sive states such as obsessive-conpul sive I
behavi our disorders (Culman et _al., Br J Pharnmaco o
1995, 20 114:1310-1316; Tschope et aI Br JPhar mac

h Ph col
r}étglg,%s SI% Ziiégg%c%%sfhﬁﬁngsa@% teagqtaclzll Rm?f g%mg&ngﬁ Challet et
al0Buin 42s6I0DRE8AD:32-39Y PRRS Xﬁaﬁgﬁ%fép@hggﬁp@é 01,40 40:408-415;

t, Rev Neurosci 1995, 6' 4
G%é}bqli]?%r“igé’sur ORarMBEALRYTin Rephipakn Segidih e aBep%% 1995, 61:325-343;

DE’f}%ﬁ ce%z29\9a}me§g919§9§,§g§%,3920g@'8§%m%%%«&& 2004, 141:1303-
l?allZ) anddeelnfiﬁhglamm&qs&;ﬂo&%t%qo%ur g%{&%ﬁco} ﬁg?gq éﬁﬂg? d35; Holzer,

3:8271-82 psyc
Dtgfétécﬂﬂr ?@g;réﬁt%l 32120;0 Sm?mﬂeﬁauwkymm@rMB@ma%QDQ@md lb235 241;

SaHge3 B J%@?&)rm%]cg (2%23 rﬁﬁ %31 lgi#) nglgstegglg}e ;{hgééﬁztr%;}g;%m&rd);sorders

anti psychotics

t35al4; P
(M(QOQES'CGT 27d Pe2B £236, Pﬁir@iaﬁbﬁgg?(fﬁ a%ﬁ lgylls}%gh?:;ta#: ner IQFX gggulatory

1188
Peg{z?f%si %&&ér Bﬂ%sﬁéi Sq?ﬁﬂ angdy LindleRe ExAG0 Bpir2 @fﬁzimléoth@am(@ 3:2279-

11-114; Kraner et
22§|6 ,Bhnsgglr 2%02“%528%9&05 @bﬁiégg%ﬁfgj{ﬁﬁ k apdein gglatioy to those entities,

digqadpr »p Wlire(ypimramdmf | rm:gl;bnﬂD@élgen&Qil&g%Ss%gi@ed \gﬁ}?td%? ?aﬁ:gpzi other

hyt hns such as circadianr
dlsggé%e?g f%?% @Jﬁ?&l ’é(igﬂrf?l?%@e hqygov 19987228%9-363). Chal I et
et al., Brain Res 1998, 800:32-39; Challet et al.
I\Ieuro har macol ogy 2001, 40:408-415; Gannon et al. _
Befgise ﬁaqoﬁﬁ@@n@gyre ﬁﬁl\m bsth) pn MK N récopbi @uégto@lsemt 8l 5.1

t al Nat ure 1998
%8%5351%’533@@}, anoil]l 1edr Eegér%#ﬁ%ﬁﬁgm @QO&Ynelgl&ﬁcfl.Sﬁédﬁmsms for
gt asay SR GHNEl Yol Bl g
blgglgrg ANE Peasnisirs poCutiateOphd 1%5%%? 51_312;,3 ptake
lnhﬁibéﬁgsggggsﬁﬁoméﬁé}g‘% algr o;]s‘fﬂ%gg’tﬁn?%gila 0 (%g%fr%@r §uch compounds should
brigg\etajut HM@rapahﬂld:ihatetrthm adtid 'szﬁﬁ‘%ﬁ’lect} &%?{artd efgl. { Ygurochem

5 148; Gardner et al gul atory &s»
20(%5‘%%%&%% FEf! agnéNE’r”fﬂiFle%pOlep&}&S -897h ThEh@j’ld RALIONE effects

of MK 3ntadorddd ghould 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 ez 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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10 2296; Sanger, Br J Pharinacol 2004, 141:1303-1312);
and, in relation to those entities, disorders of
behavi our and of neuronal degeneration associated with
denmentia and other disorders of aging (Raffa, Neurosc
Bi obehav Rev 1998, 22:789-813),. Because the conpounds
are active both on NKI receptors and on serotonin

k ite t hey shoul d have conpl enentary
d@%}#g{’g p?’c&r@% 1§}r§ ‘%6} NK 5 aufaganisis shawdd also be capable of

compmhangehmﬁgﬁke@sive, pai nful and, above al
depressive states. It has noreover been shomn t hat
bl ocki ng NKI receptors potentiates the influence of

S5t D Ser ot oni ner
; Irltgiﬁ SII:%E 85&?? are] ot apgﬁgpmsgmdg sewigron nclptake inhibitors
S}Mlblrlhzdre tiaraprgtia RNt pRE @vér%h% atﬁ&ﬂ%@ B E}r‘?ghﬁ one or other of

ant|depressant effects (Quiar
h? lageta - 63; Froger et al., Jhburoscr 2001,

21: 8188 8197) The rapid anxiolytic effects 20 of NKI
antagoni sts shoul d, noreover, be conplementary to the
Maradpstificilty, i mesct mfvelaldﬂerareelr@&@h Qg\;og,ﬁmf whi ch
are expressed after |ong- ternrtreat é&hrd to

the anxiogenic effects brought about by 5-HT at the
start of treatnent (Bagdy et aI ylntJ

Neur opsychophar nacol 2001, 4: *408) t hese shoul d be
prevented by the NKI anﬁ%go ist properties (Ballard et
al ., Eur JPharmacol 2001, 41 5%-264; Rupni ak et a

25 Neur ophar macol ogy? 4:51 -5232 As far as the
ot her undesirable effec At ed Bith 5-HT

reupt ake bl ocking are ncerned, such as enetic effects
(Gol dstein and GoodnRick, 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)

whemin t he causation of sexual dysfunctions (Goldstein

and Goodni ck, J Psychopharmacol 1998, 12 30 ( Suppl
B) : S55- S87; Mont gonery et aI , J Affect disord 2002,

69: & Hi r, hfeld J in Psychiatry 2003, 64
(Supé% ﬂrg%"&so‘li ﬂ@? RN a’t(gﬂ{ %rﬁjoﬁﬂ dnd %hélﬂeﬂleamth the carbon atoms
capada‘r}engtaﬂlencmmtaa;e@géﬂeng H Conse ent

ounds .that are both ng “g‘?ﬁ%éig’fé iin%nagé rﬁnﬁ”)éferably a

r eu FZRIE TIR% | 93Ck @f dhose ring structures bemg 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 halo gen 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 identical or different substituents selected from hydrogen, halogen and linear

or branched C;-Cgalkyl optionally substituted by one or more halo gen atoms

- nrepresents 1 or 2,
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shoul d have therapeutic advantages over conpounds that
interact wiwth only one or other of 5 those two
targets. More specifically, the present invention
relates to conpounds of fornmula (1) : wherein : - R3
represents a hydrogen atom apd R and R2 together with
the carbon atons 10 carrying them form a benzene,
naphthal ene O{Se%::“ noline ring structure, gr eferably a

benzéne "R heTQFP t RElseed i Aigmst (GBr@sAlbei A(GHL)m-NRs-Ak-,
opt i'@@)'m%@%atwfﬁ%-%%fr nore identical or
el ect

different substituents s d from hydrogen, hal ogen
and linear or branched C 1 -C6al kyl optionally

subst i by one or re hal ogen. atons, or Rl

r ep?xtésré#%ge%gs %@d’?%é%rnbg?"&ﬁ? qaﬁ‘b‘g Roinghigivieg Ao ppresentsvi dinear or
t he begichah CRIRMEyled® cEAh 'obki ; nzene,

napht hal ene or qﬁienolci ne dr‘b?lggaﬁ t%‘t{ltﬁ%@@p?@éﬁggl%{o%’ and R4
benz@Rescpisidiydenien atsim phoeear onbrastieddd uC askyb gidag,

optionally substituted by one or nore identical or
di fferent substituents sel ected from hydrogen, hal ogen

and Ariraasentsain doylaittleReodeylleroghal kyl optional 'y
substituted by one or nore halogen atons, - n
represents | or 2, -5 - -X- represents a group sel ected

Feb QM o L Ra- Ak, - (QO) - NR4- Ak- and
o SRR ey, 4 e B e rtagebidict e aenticaly

acegptbB dent| usi ve, Ak represents a linear or branched
Cl- Coal kyl ene chain optionally substituted by a hydroxy
group, and R4 5 represents a hydrogen atomor a |inear

Opéitallsotneb e uade B8k ky i represents an aryl or
het eroaryl group, to %ﬂﬁgﬂﬁrglyaglgf)fl%g{aslaglﬁgéaﬁéif%ofsoél?%s'al so to

addition salts thereof with a pharmaceutically
e acid...Optic i sQners are understood to nean
Ang)?]lgﬁﬁ%: %ﬁ%l}nsac%uﬁgal&}/ 3eqepfabla agidsothere 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;-Cealkyl, linear or branched Ci-Cealkoxy, hydroxy, cyano
and linear or branched C,-Cetrihaloalkyl.

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, 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,-Cealkyl, linear or branched Ci-Cgalkoxy, hydroxy and linear or branched C,-Cgtrihalo-
alkyl.
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10 Anong the pharmaceutically acceptable acids there
may be nentioned, without inplying any limtation,
hydrochl oric acid, hydrobrom c acid, sulphuric acid,
phosphonic acid, acetic acid, trifluoroacetic acid,
lactic acid, pyruvic acid, mafonic acid, succinic acid,
glutaric acid, fumaric acid, tartaric acid, maleic

' [t L] cid scorbic acid, oxalic acid,
AR e P oG P Tt Sk entinsomitioud pmplyingampliatifaton. fhe
graupstthieh$l #vd Bill. group i s understood to mean phenyl,
bi phenyl yl or naphthyl, each of those groups being
optionally substituted by one or nore identical or

i r s selected from hal ogen, |inear or
n%%%%%ﬂggﬁ%%¥§%grkyl, i near or branched Cl- C6al koxy,

hydr oxy, cyano and |linear or branched

Cl-CBé&jhaloalk |. A heteroaryl group is understood to
m preferably represaRiS & nono- or bi-cyclic 5- to 12- 20

menber ed group containing one, two or three hetero

atons sel ected from oxygen, nitrogen and sul phur, it

Anqueierpblingercstuodn tiyaproupe het eroaryl group may be
optionally substituted by one or nore identical or
di fferent groups selected from hal ogen, |inear or

Préfease 6@ fpouds QALY LE .or _branched Cl- C6al koxy,
hydr oxy and | i near F”%Fgﬁ% %ﬂlﬁf:CBtrihalo- al kyl . 6

- ASHRS) hE, hditeomabgizylpxomptiyhhebe 108 RS IRt hﬁﬂ@ﬂic I isomers
%h&Q@yEdJHEAX'P any. limtation, the groups thi nyF ’
e 0 i S e oun g PhspREsenelsy accoptabic prigt or bl y

- AgPrRSEnS-Lim&hdibe ] BRIEHFALS AN, ALyl - ar oup.

Pr ferred.conpouﬁggﬁggior ?héu?%gﬂhéﬁ?ﬂvgﬂP?oH¥a9 ical Jsomers,
il_lf tlpgasiditiary Bt thirenforitbepizyinaxsunesiyickenanap abiay | ] pi per

) @-b-is«fﬁlt t l_is .S nd al so addition salts_

{ f][e?eo : 1W|§ th%Poaeh%ﬁ%’?%‘%gﬁ&f]@;%‘f‘yl]B@@@Etnﬁb! andqcilen addition  salts
thefeof REh-alphatincetii@lyhytgengyhgxymet hyl ) i ndan- 1-yI ] pi pe

i ﬂ@ﬁé??{ '%f optical isoners,

-[(3,5-bis(tn1 uoromethyl)benzyl]-2-( 1—plperazinyl)—Z—indancarboxamide, and also
addition salts thereof with a pharmaceutically acceptable acid,

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

- (1RS)—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,

- ( lRS)—N—(3,5-dimethylbenzy1)-1-( 1-piperazinyl)-l—indancarboxamide, its  optical
1somers, and also addition salts thereof with a pharmaceutically acceptable acid,

- N—(3,5-d.1f.lu0robenzyl)-2-( 1-piperazinyl)-Z—indancarboxamide, its optical isomers, and
also addition salts thereof with a pharmaceutically acceptable acid

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

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

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



10 and al so addition salts thereof with a

phar maceutical ly acceptabl e acid,

1-[2- (3, 5-di et hyl benzyl oxynet hyl )i ndan- 2-yl ] pi perazi ne
, and al so addition salts thereof with a
pharmaceutical |y acceptable agid, -

N-[(3, 5- bls(trlfluoronethyl)benzyl] 2-(1-piperazinyl)-2

e..and addi tion salts thereof
v&lﬁﬁ@%& ?Fé’ &Fﬂ& EptabNemetbyhl- (T_I:EiperaZinyl)-l-indan-
daRiycat de iz & dancar box
(am dea I‘?fg o???calﬁﬁ)ﬁgginealrlg 815 Qﬂg’;ﬁgﬁéalp th%ﬂa?lq %ﬂx & pharmaceutically
t3resRigle afich a pharmaceutically acceptable acid, -

5 f hy] ) benzyl ] - N-met hyl -1 - ( 1-
R L[ R e TR R A

5 aamd aﬁosatddafdﬁl shitOheeaf ﬁ/ﬁhta'}ﬁﬁﬁl?ffceﬁ‘ﬁéaﬂy%cpeg%%paacﬁj tically

ltq ble acid, 20 -
%}; 3 fglomh%ﬂ’ﬂrND@nﬂlyl F-(L-plderpiipgy-22hdaytarbdcahiEaNgd also

alih and al so addition
Slal(?;gsﬁ&gfbggé&)?wﬁ ﬁtaé)%%ﬁ%zfc mﬁ?’ i2Eeapf lexcedpt abl e aci d,
- 1-(3,5-difluorobenzyl thyl)ind

é I aﬂ i f.1 uor.obenz ly)oxyme yB}npS? a{zbldkylfe)ra-zéqﬁ’ nisnRlicgbxisomers,
a0 QIUBBF?I@&P“F%%W 8 phammuiceutically aci@ptablenciial t s

10 hles Nt accept abl e acid, -
G R e I A o DS G eaBigiopamidents
anted! roxeans, ded a]am dddtiswsal2Gheesh \iflltlf)ﬁ‘ pﬁ%@etﬁlgﬁffggceﬂva}gle acid,

Eg@g_ ceut | ccept abl e acid
?1[ ergj);Ingb HEH J Bm?ﬁpyD‘lﬁ»th‘Wmﬂlda(lﬂ'}Zi]mpﬂframndé]yfs)Optlcal
isbnieny ane alkh QAR Saltsithe
é,&‘gl tion salts thereof V\ne(%fﬁﬁgﬂ gﬁﬂér na%%w%aﬁ‘ﬁcspfgble acid,
B@n MF%?IS?I: déibdomo-p- ﬂlllc;rf)benzyloxyrrr]letlh)ylgmdan Il -yl]pi '\}I)_erazme lts
15 rifluqra y enz
(1 ep| pec} alzéj%gﬂqsmn ?(atl ts e Wlﬂﬁq ﬂmﬁw@ca agcepiatile a¢1d
[ somsrs and al so addition salts thereof with a
Th har maceutl cally acceptable acid, -
j;rﬁslﬁb;gnﬂ e;]lg(s% al§o dg} fal mewbéng}ﬂegxg%maat?p;%ﬂ ik “h%g/nbi [a}%rjt%?la D),
st t
thér eof ve\:n tﬁﬁg pcﬁarfrcr)ahﬁlglgﬂlial |y acceptable acid, -
N- (3-chl oro-5-fl uorobenzyl)-Nnet hyl - 2- (I - pi perazi nyl) -
2- i ndancar boxam de, and RaI SO

1

Ioptlcal

NHP,

(I,

CO,H

R{

wherein Ry, R; and R; 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 1) -



10

addition salts thereof with a pharmaceutically
acceptable acid, -
1-[ (I RS)-1- (3, 5-di fl uorobenzyl oxynet hyl )i ndan- 1-yl ] pi pe
razine, its optical isoners, and also addition salts
thereof with a pharnmaceuticaldy acceptable acid, 10 -
(1RS)-N-(3,5-di fluorobenzyl)-N-nethyl-I-(1-piperazinyl)
- 1-indancar boxami de, itsy optical isomers, and also
addition salts thereof w|th a pharnmaceutically
acceptable acid, - NHP,
1-[ (1RS) - 1- (3, 5-di f ['uot yl oxynet hythy) - 5, 6-di fl uoroi n
dan-1-yl ] pi perazine, itls_aopticeg, isoners, and al so
addition salts thereqf/with a pharmaceutically
acceptable acid, - and
1-[(1RS) - 1- (3-brono-5-fl uorobenzyl oxynet hyl )i ndan- 1-yl ]
pi perazine, its optical 15 isoners, and al so addition
whedin 8. tRweReohd Bi tife = delfiacdrherelsbifnd hid PLEBRIARL § pAfilding group

The i.nvention.relates also to a process for the
ﬂ”&F%S&EﬁPF ﬂn&@“gﬂﬁﬂgiﬁﬂngﬁnPornula (1), starting from
t he conpound of formula (11) : NHP1 CO2H wherein R, R2
and R3 are as defined for fornula (1) and Pl represents
they apyingt dencting off odych 20 deprotdcheel asfore rkastiohi #fth hBCcRGIfnd of

in {,on of which is protected to yield the conpound of
fo o#%ﬂ?g'(lll) . -8 NHP1 CO2P2 wherein R1, R2, R3 and P1

are as defined hereinbefore and P2 represents a
protecting group for the acid function which is

di fferent from PIS~the~aninme, fufetion 6% which is
deprot ected before reactﬁbn with the conpound of 5
formula (1V) : GL N"""- 1 (IV), 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 D,

to yield the compound of formula (V) :

V)

wherein Ry, Ry, R, 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) :



wherein Gl and & each represent a hal ogen atomor a
p-t ol uenesul phonyl oxy group, Tos represents a

par a- t ol uenesul phonyl group, and n is as defined for
formula (1), to yield the conpound of fornmula (V) : 10
wherein R1, R2, R3, P2, n and-Tos are as defined

herei nbefore, fromwhich the para-tol uenesul phonyl
group is cleaved, the acid function is deprotected and
then the amne function is p gted to yield the
conmpound of formula (VI)R; gggzgreln Rl, R2, R3 and n
are as defined hereinbefogre 3 represents a
protecting group fR '
conpound of forrmula (VI
to obtain compounds of fornula (1) wherein X
represents -(CO) - NR4-R&K- or -CH2-NR4-Ak, with a
compound of fornul a (VII) : HNR4- Ak-Ar (VI1), wherein
R4, Ak and Ar are as defined for formula (1), in the

gnc e or r l.i age ts 10 to yield,
¥ ter dls rotect] On ang ﬁli’]egﬁ?agﬂ Aiermde Ry Teptesits a protecting group
forcherpmitiedan@fonf ormul a (la), a particular case of the
compounds of fornula (1) wherein X represents a group
(CC» NR4- Ak : wherein R1, R2, R3, n, R4 and Ak are as

s _defi or .15
for mul a J(lﬁ)ﬁ%fﬁgﬁﬁ%?vﬁﬂ?g@{}cteegct q" Tl Sllr‘f fosokjgjcpggpounds of

5 formulo@) siharetoXprprdentof-(EO)-NRL-AK-1d?)-CH- m TAE Wi a G&ﬁﬁound of
of tgﬁlconpounds of formula (1) wherein X represents a

NR4- Ak, with a

c funct - whi ch
5 68 @pted en it is desired

HNR,-AK-Ar  (VII),
wherein R4, Ak and Ar are as defined for formula D,

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)-NRs-Ak :

NH
R, N4, (la),

CO—NR;—Ak—Ar

R;

wherein Ry, Ry, R3, n, R4 and Ak are as defined hereinbefore and Ar is as defined for
15 formula (1),



reduci ng agent to yield conmpounds of fornula (Ib) : CH2
NRa Ak-Ar 5 wherein RI, R2, R3, n, R4, Ak and Ar are as
defi ned herei nbefore, - or which conmpound of formula
(VI) is esterified, when it is desired to obtain
conmpounds of forrmula (1) whefein X represents a group
-CH2- QAk- or -CH2-NR4-(CO -, to yield the conmpound of

LA ) 23 (V] 10 wherein Rl, R2, R3, d
spmackin o AU lf et T 2 S e

obhezgimmunds iofifammds (hrangBadx Gopfeaahk ! ghpue: Vi%gh with
]eiﬁjglace in the presence of a reduci ng agent B RE( with a
{fcing pge 8 Yigid cogippunds qfifsgmula (Ibx) , - 11 wherein Rl, R2,
R3, n and P3 are as defined hereinbefore, which al coho
of formula (1 X) is reacted, when it is desired to
obt ai n conpounds of fornu (Lc), a particular case of
the conpounds of formal a (1) erein X represents the
group -CH2-O Ak-, with a ¢onpound of for bIa (X) : 5
Hal - Ak- Ar (X), whereriNAk amdhAr are as defined for
formula (I) and Hal sents a hal ogen atom to
yield, after deproteetionBF N\RagA¥irg ami ne function,
conpounds of formgsa (lc) : wherein Rl, R2, R3, n, Ak
and Ar are as defined hereinbefore, 10 or which al coho
of formula (1X) is converted by conventional reactions

.0 [ chem stry into an am ne of formula (XI)
. Wh%}qeé? gﬁ?ﬁ%‘?&, ’R%w% ?H%AI Ree asritefipal bareinbeforbef i ned
her ei nbefore, which is reacted with a conpound of

fornmula (XII) :
- or which compound of formula (VD) 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 (VI :

VI,

10 wherein Ry, R;, Rs, n and P; are as defined hereinbefore and P4 represents a benzyl or

linear or branched C 1-Cealkyl group,

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

(IX),



-12 AS -Ar (XIl), Owherein Ar is as defined for
formula (I) to yield, after deprotection of the ring
am ne function, conpounds of fornmula (1d), a

particul ar case of the conpounds of fornmula (1) wherein
X represents a group 5 -CH2-NR4-(CO) - : wherein RI,
R2, R3, n, R4 and Ar are as defined herei nbefore, which
conmpounds of fornulae (la), (Ib), (lc) and (1d) are
purified according to a conventional purification

wherelh®; gRe R;an endBpaeat aeincahepeisiRgikced, into their
optical isoners 10 and are converted, when desired,

into their addition salts with a pharmaceutically

1B6K SROAHI Bf FGind; u f formula (le), a_ .
;Nparlt ig;??largfcase l%mgs %g%ﬁ‘gu‘ﬁ’g? & 15 Sésffﬁ% 40 (abjaiprempppnds of
oxnula €loy, esparticulttheasg rodule edmparnas ba forid :

N, QA T ner s BB Sl MU X reptsents the
ST T ied e eV HB desr@ound of fegmulai(Xd: be obt ai ned by

condensation of the conpound of formula (I X) with the
conpound of formula (XI11) : Ar-CO2H (XIlI1), wherein
Ar is as defined herei nti@ferre, 5 (X),

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

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

CH;OAK—Ar

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

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

chemistry into an amine of formula (XI) :

R, (X,

wherein Ry, Ry, Ra, n, Ry and P; are as defined hereinbefore,

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



to yield the conmpound of formula (XIV) : (XIV), O
wherein R, R2, R3, n, Ar and P3 are as defined
her ei nbefore, which is reacted with
bi s(cycl opent adi enyl )di nethyltitaniumto yield the
conpound of 10 formula (XV)_.i_ (XV), CHZ O Ar wherein
R, R, R3, n, Ar and P3 are as defined hereinbefore,
whi ch is hydrogenated to yield the conpound of fornula
(XVl) (XvI), CH3 15 wherein RI, R2, R3, n, Ar and P3
are as defined hereinhg&gLﬁ, the am@g function of
which is deprotected toyyl eld the conpound of fornula
(le), -14 which is sepafpted, when desired, into its
optical isomers and is €éonverted, when desired, into
its addition salts wth a pharmaceutically acceptabl e
acid. The conpounds of the present invention are
wﬁ@ﬁmmgﬁgasﬂgyﬁhqg@mhgnh htors and NKI  ant agoni sts.
They are useful as nedicdhents in the treatnment of
depressive states, anxiety 5 states, inpulsive

i-SQr aqgr essi ve, behavi ours, drug abuse, obesity
“’gynlgﬂagg‘é’f fig%r%%aﬁ%roﬁetpg ,nnfﬁa?THmﬁn@mFtﬁﬁna aempoinds, of formula (Id), a
padgmnt cade, opsehedrhsogidat 868 oG, St U . 0
c rgnobiological rh@?hng,gﬁggggggaggag%%]Poi TEREPHL] 2 group
5 s &Q:- :The present invention relates also to
phar maceuti cal conpositions conprising, as active
i ngredient, a conpound of forrmula (1), or an addition
salt thereof with a pharmageufjcally 10 acceptable
acid, in conbination w;th(gﬁ: or nore pharmaceutically
acceptable, inert, non- \$4)
R N~ (Id)
R
CHZ—N/ *

\”/Al‘
R3

0]

2

wherein Ry, Ry, Rz, n, R4 and Ar are as defined hereinbefore,

which compounds of formulae (la), (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,0-CH(CHj3)- :

(le),

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



toxi c excipients or carriers. Anmong the pharmaceutica
conpositions according to the invention there nay be
nmenti oned nore especially those that are suitable for
oral, parenteral (intravenous, intramnuscular or
subcut aneous), per- or trans-jgutaneous, nasal, rectal
perlingual, ocular or 15 respiratory adm nistration,
and especially tablets or dragees, sublingual tablets,
gelatin capsul es, capsul es, suppositories, crearns,

capiafrorteribsinalbyneindgedaton bhitR CoARbEndsF LMK gf?@gvgith the compound

epar at.i.aons, aerosols, eye drops and nose

o%@%&ﬁ?agggége vari es according to the age and wei ght of
the patient, the adm nj ion e, the nature and
severity of the disorggﬁgﬁg%d thé&i@iinistration of any

wheselp dirds evidef@@d hereathegne,s and ranges from 0.5 to 500 ng
per day in one or nore adm ni strations. The Exanpl es
that followillustrate the invention. The starting

to W@mb@bﬁpgm%gnmggm products or are prepared
according to known pr ced%?es. The various Preparations
yield synthesis internedi pt hat are of use in

preparation of the compou ?;J;iathe i nvention. The
d

structures of the congoun cribed in the Exanples
were determ ned BgC Ny t n25 customary
spectrophotonetric t nques (i nfra-rexdy), nucl ear
magneti ¢ resonance, has §be try). -15 A conpound
of configuration (k@) is understjood to be a conpound
selected fromthe conpounds of Gabsol ute configurations
wheid) RAR, R19) Arl j t-hat when the (la)
conpoﬁﬁ% r%prggg%%£§?ﬁgsggﬁ%%ﬁkgggpﬂ@8hfiguration (1R)
the (10) conpound represents the other enantionmer. 5 A

(o] f .configuration (la') is understood to be a
Whg%%o%ﬁ e(géy 1@105 ’é@ﬁf?@ﬁﬁﬂeﬂl@nﬂ%@wwlw tabgielduthe compound of
10  formmibd (3QUy:ati ons (1R) and (1S), it being understood that
when the (la') conpound represents the conpound
configuration (1R) the (1( Nbepresents the other
enant i oner. R,

N

n

(Xv),
CH;—0

\”/Ar
3

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

R

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

(Xvi),
CH;7—O Ar

CH,

15 wherein R;, Ry, R3, n, Ar and P4 are as defined hereinbefore,

the amine function of which is deprotected to yield the compound of formula (Ie)
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. . . be a
A conpound of configuration (IRS) is understood to
racempc m xture of the 2 10 enantioners of absolute
configurations (1R) and (1S). PREPARATION 1 : (1
RS)-1-[4-(tert-butyl oxycarbonyl) - I1 pi perazinyl]-1-indan
- carboxylic acid. Step A : Banzyl _

(IRS) - 1-%/(t ent - but yl oxycar bonyl ) am no] - | -i ndancar boxyl a

e oy s Py AP TLISOmATa R i e e esird,
infchids asldzitom salielwiith alfaitheicadlfy a8edppinyAdi@r mani de and

then 0.147 nol of caesium carbonate. Stirring is then
carried out for 2 hours 30 minutes at ambi ent

e | n_po i n, Lopwi se,
TRETDRRALIE SRS, DGR I ch RO ST e OIS e
anfaponigis. Gheydprgatshipl as fredivanteste in #tirsdtinkhi di%epres& §t|la@9, anxiety
fm S%(I) ours at anbi ent tenperature. The mnera _
sty LB MRSl aiouta Peheviosrsy edrugi abuss,aplomsity exhd  appetite
digfrflers, Thaid eshdlUghfiamARn! egé}ﬁéﬂﬂag,edpsh@ho%fchysltaé%?etglast&ﬁ‘aances of
and_washed with water. The organi’c ‘pHase i s e :
chgpehiolegyesh shakme, nagsspi st gasthmntestpatdieskdprsoduct . | R v:
123seh M ks hL327.1672 . cm -1 >C=0 -16 Step B & .
B Bélﬁzsyefl ?I"JE%BIWT URRBISP PW&‘MEM CEBOHYAfsowimIsinge as active
e aied Lo Bty 1 oatiP oP B RclEdh L. bRRs? YR AR Raccuicaly
t of e .
o L CarPBlgasHisonscts ot e phoughutally bohptibld Srert, non

=1 stirring, and then stirring is continue
to}?%?@é‘géﬁﬂ Iég}lz;lltéltsarr‘oi ent tenperature. The expected

product is 5 obtained by evaporation of the ethyl

: -1 >C=0 Step C. Benzyl
A@f’%&ﬁﬁel)ﬂ?ﬁ%gvégﬁ g(f?gg}?églgmi pq@g@ryiir)%. 1o the invention there may be

. i ] i r te. 0 0.235 nol of the
o) SpleAtF RS NS G 0259, oSk s
intﬁpm@pulardqrm@bﬁyam@mnhpﬁd ey tréfdcuthnedhs, nasal, rectal, p(erzlingual, ocular or

i i ' 0.235 nol of N, N-bi' s
resﬂfrﬁt%ﬂp Egrgf’fllls?rtamglll,agnnd1 %spaegglly 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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10 chl oroet hyl ) par a-tol uenesul phonam de. Refluxing is
carried out for 48 hours and then the solvents are
evaporated off. The residue is dissolved in ethyl
acetate and washed with water. The organic phase is
dri ed and evaporated. The ressdue is purified by
chromat ography on silica gel, using a 98/ 2 nethyl ene

i de/ a m. xture a luant, to yield the
A S BoEL LM AR Ty Wi docha 1 colnepiimd eririoddm the
coftPdBndsnaflabseMpaTesfipgraboRs {116 1sh, BiR '
(IRS) -1 14 (Para-t oglglr,lenessﬁl p)ﬁaﬁonylf 58}1 fhelinderstood that when the
(1)) semRgwHY [rapresenisa ghen cempaodl pE canfighrafian @1H)B thergl B)otompound
nd_obt.ained in the step above there are added
rq%%%n%ﬁﬂggﬁmgﬂmaﬁg%ghe’ and then 620 m of I N sodi um
hydr oxi de solution and 360 ml of water. Refluxing is

carried out for 20 hours and then the dioxane is
A syupesh el cotffguratont (lal)i is atndenstood toarer i @@mpotiid Bdlected from the

[ of I.N hydro oric acid, and then

co oM bt Consb{Aians i B 635, § belartaods tharwen the
(10 gafbsundNtes@sdnss BEic8Rpait QM Y ldue s

crystalli se%[%]§ rom et hyl etﬁ)\élr %g%agl%?ﬁle}{ ﬁ?l([ﬁgfreegreg?qts {hg other
engrjtigmgr.t he expected product. 25 IR V OH 1800-3000 cm 1

C=0 1706 cm -1 C=0 1596 cm1 -17 SO2 1348-1165 cmi

CH .. 772-732 cmi Step E :
A CoRBurlt 6 <BhPREAINYIRS) Lisi HIRASHPOR YL £ 1RGHE: i

di hydrobr om der To 100 M ot 58 DRCB} of e, mixture of the 2
enapigmGET rbeolyigicanfigratiastsi(ER paidd(18her e are added 40 n

of 5 acetic acid, 12.5 muvol of napht hal ene and 12.5

mmol of the conpound obtained in the step above.
PREFARATION B: QRS)+1e[-@ert-budfloty ddeHonylf-2 pipMaZinDH-1-indan-

concentration. The residue Is taken

carboxylic acid.

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

To 0.140 mol of 1-[(tert-butyloxycarbonyl)amino]-l-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



10

15

20

25

up in water, and the aqueous phase is washed with ethyl
acetate and then evaporated. The solid residue is
washed with acetonitrile and then dried to yield the
expected product. IRV C=0 1740 cm-1 10 Step F :
(IRS)-1-[4-(tent-Butyl oxycarhenyl) -1

pi perazinyl]-1-ii:dancarboxylic acid. To 9.26 nmol of

Stth g - bt ained in the, st bove there are added
SRR BRI E AL el 5185 Re B EhorGer ox ae

solution. To the resulting solution there is added,

opw se, and at ient tenperature, a solution of 10.2

Omﬁ\gﬂo?ﬁh? QCBTBPQ‘{“%EE%IHCC]C}FI&%@ Hemaioveiare afded td 2 bfres of ethyl acetate.
A direa e hy@bbéd Mt LT 0 hours and then . .

the di p)ggn _eg i Igaglgn%%%%glrg gtae d gl#}%)l.léhl‘ﬁoé Elp}}-cf uf ﬁ BIGH{GRr Wity stirring,
ang tlgen i isNohtiireddht 20 heuraei ahbiamderspérutudd. T8 eWbddied product is
oﬁﬁ%ﬁdﬂn‘”ﬂ or{degﬁ%d gﬁdraction with ethyl acetate aré)

carried "SR AGhe 9F §HT Bcaise is  dried and evapor at ed
IRt 0 Wi efgh ¢he gxpected product. IR v OH 2200-2300 cn

C=0 1624- 1731 cm -1 20 PREPARATION 2 :
2-[4-(tert-Butyl oxycarbonyl)-1-piperazinyl]-2-indancarb

OXWl i aci The expected product is obtained
Stgpe r %eﬁ 8’9 { gR‘f)ﬁE" ?‘fo' fReEadetHen ee pdoped -niperprispd sinlancathoxylate.
replacing, in Step A the

1-E%tert-butyloxycarbonyl)anino]-l-indancarboxylic acid
Top-252 nyof toérthe isamyband) obtabmdyin) therisep| abbvie HeaCat bauyd 1750 m] of

di@kﬁ}@@%@& PO & IS Netiylarame  n A oS ANE, o-fli%f,N—bis(Z-
chibrettiyRBhralto(udnSuliHonSnmiee REHHAXY Eggéeégl‘;f%g b@rf‘%g)z;é TXLJspa{nﬁ%en the

azine di hydrochl oride. Step A
solvgnts g £vapeEasbeife dhpansifiye Is dissolved in ethyl acetate and washed with

RirPeFRZirehd -dinmkdndancarboxyl ate. T .5 mml of the
Wab_cr)npound %%‘9#%%§?§?i§ﬁ6€ efgmﬁFgeidgiﬁ BEY YR 1pfpurified by
chrgimatagnaphySorf sitivmgel eisiada 66/2nmelhyRbe CARBIALSRAPARRA Sixture as
St qug is carried out for 2 hours at
eluant, to yield the expected product.
R v 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
1s carried out for 20 hours and then the dioxane is evaporated off. Neutralisation is carried
out by adding 620 ml of 1N 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.
IR v  OH 1800-3000 cm

C=0 1706 cm’

C=0 1596 cm
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anbi ent tenperature and there is then added, dropw se
over % hour, a solution of 65.7 mol of benzyl
bromde in 50 M of dinethylformam de. Stirring is
continued for 20 hours at anbient tenperature and the
solvent is then evaporated qQfif. The residue is taken
up in ethyl acetate; the organic phase is washed with
wat er, drg-ed orated to 10 yield the expected
pr oduct §thhgg%%$n%g?na colourless oil. Step B

(I RS) - I [ €H.t.ery2Bat yidxycar bonyl ) -1

pi per azi nyl J-1 - hydr oxynet hyl i ndan. To 250 m of
tetrahydrofuran and 63.2 mol of |ithium al um nium

i these.1s ad . over 1 hour 15 m nutes, whil st
SUPE (RS T P BRE in P toabicisia dioriabramidec o
bel ow 20C, a solution of 57.5 mmol of the conpound
o@{oai ﬂ?e;fg?i nothe step_above in 550 m of 15
Toy K0 &f o sefutiog pEhydselrpmieacid én aeaticragid thereind adie@ @0 ml of
laci : LS | then carried out
et e o P UERILMHELA) Y55 P p G Sostiung pbained in the stp

abevet Beftrddg sodirmed ol for I teur, $81loddM3: cntbérdifaibh Ofhe fSsidue is taken
ut and the filtrate is evaporated; the residue

carried
Py Wrateﬂi oG 8d1GOHS PRYXYH Washedavith gyl egetite andiiheh evaptoeated. The
ihesidaé Bdvaned Gt i he-Rhase yiglds t
% :exp(selct ed product ﬁ%gtgel}lgg\e/q@lﬂ%h@& @@?ﬁ Ylf)/d t&@%@%ﬁ PEgfucy
IRStep C : C#O(t EM40-&it yl oxycar bonyl ) -1
[(IRS)-1-(3,5-di bronobenzyl oxynet hyl )i ndan-1 -
yl ] pi perazine. To 30 mM of dinethylformam de and 5.4
St} (19ES) SO mwgf % 1h i s added 25 over 10
N nu{ es,) apt(gl ut | or{b%fﬁaé%gﬁ gm]gf ip grfaz't"l’{g'lg'd'#ﬁ’éfﬁfg"xyy’c acill
obtained in the step above in 50 m of

| fre |, f m de. ating at 50-60C is carried out for
T_° %g@ *%Orl ngf e;ﬁ?@P-ongtObf%‘gﬁda% step pheve Hiercomsdedded 40 ml of
dioketeusiniti 8P ndlndl BN tsoHRIAPBY@bYHIE - sofliidg. gggh% né u%tiﬁlgnsoluévgrthere is

f et rabutyl anmoni umiodide is then ad
addgg, AfomiEss an ak gmipiand eroperatire} amwlirtiofi of 10.2 mmol of di-tert-butyl

dlc%?ﬁ%#%g{ %ﬁg Br:%zé’all(e)x&rg? ?1}1%%&3? F{’r%egd outofror 5 hours and then the dioxane is

evaporated off. The pH is brought to 4-5 using 1IN 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)-l-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-buty]oxycarbonyl)amino]-2-indancarboxy1ic acid and the benzyl bromide by 1-

bromoethane.
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i nued for 20 hours at anbient tenperature. 5 The
ggrbent is evaporated off, and the residue is then
redi ssolved in ethyl acetate. Washing wth water and
wi th sodium chloride solution is carried out. The _
organi c phase is dried and epaporated. The prodyct IS
purified by chromatography on silica gel (eluant:

' ted product. IR vV
W gﬁ‘[@gsi-tqé(gz%)}ﬂr%lln%btegzeylg)i(y%gthyl)in%an-l-yl]piperazine
1-[ (I RS) - 1-diBy@rdohridepbenzyl oxyf net hyl )i ndan-1

[ [ [ [ f the
| Jpi perazine dihydrochloride. To 2.75 nmol of
Zongoﬁnd obtained in the step above dissolved in 30 m

trert e added m of a IN
S e T TP PO LBy B Pl Sedsescimit Lindancarborytae,
stirring for 20 hours at anbient tenperature, the

i pi btained js filtered off, washed 15 with |
T‘gﬁ;?: ‘%Igtb" :Ogttﬁe SREPOYEHOS Berbamiiby dtiere wwatled Ab0eatil of dimethyl-
fofrM @R adid0 86 aRhofl oY | dAlsiuh h@ar?o%?ee Csftl%g %ﬂ%g)&ted/&gsut for 2 hours at

obt ai ned. El emental m croanal 'si'$
angient legetturs. 801 thevel i5.106 3232 dréPwise Widr 4/5-}%%r,4a 85%1ution of

LE, 2: ) _ S N
65?7- %Oééf%%“%%%/gﬁ%%’ﬁh%ﬂ B 02 ylimstiEemyan)ide dStirring it boitpried for
20rtmntsnst artbisydteatlfircdeid HhE %Oﬁ’)églefst ﬁlgﬂ %{fz?pdog%%d !Oﬁf. The residue is
obt ai ned according to the procedure descri 1 _
taliepApgn ethyl acetats) theionganihphBe 5 whdiea rmnggméil, deiee tah(lqi EvdpRrated to
i ’ =i | brqom de. ement a
ylerc%g g%oegﬁg‘%{ﬁcg?lg’d&t%h{%’%g%FOIO ¢s@llat ed 65.24 7.62
6.62 16.75 Found 65.71 7.49 6.53 16. 46

Step B : (1RS)-1 -[4-(tert-Butyloxycarbonyl)-1 -Piperazinyl]-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.
R v OH 3440 cm’

C=0 1691 cm’

Step C: 4-(tert-Butyloxycarbonyl)-1-[, (1RS)-1-(3, 5-dibromobenzyloxymethyl)indan-1-
Yl[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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-20 EXAMPLE 3: _ _ _
1-12- (3, 5-Di net hyl benzyl oxynet hyl )i ndan- 2-yl | pi per azi ne
di hydrochl oride. Step A :

2-[4-(tert-Butyl oxycarbonyl)-I

pi perazinyl ] -2-hydroxyrnet hyljpndan. The expected
product is obtained according to the procedure

| ot of le 1, replacing
teﬁl‘ﬁgﬁidéﬁg%uﬁ eh%r &pa 3t F%Hm t?na‘gx%’@gp&ewe{%ecd}#ﬁ)ummol of
tegibutRamponhin Qﬁdlae it ®Bn Bidded and then, pyer 1 10 énlnutes a solution of
} Di.f net hyl benzyl oxynzet hyl )’i
5. F&’b‘?l %frgéu rBrogiabe a%sdcbnonnqiw 30hml e)é"pmmedgﬂgm@m%t@eggmg is
ocedure escribed in
coﬁﬁglﬁégrf%fi%fﬁ&ﬂ% II':‘g lgﬁ(& Tpe 5ert ing fromthe compound

Thsisobiened evapoSited off, &Ihl:Dt\h% réfidheds ﬁreﬁ'r&ﬁﬁ%)’\leﬁq{? @ﬁlyl acetate. Washing
El emental m croanal ysis %C %
WI&WE"S{ B SOdumchiprids, sopitivg IWWQCBOLFOWOI@EmQ PhifseH2dried and

ev@picgéste&-ﬁl_ﬁ%? -Di brgrm eur?zﬁefj) by CRroEnassTantivhy 9 - siligan g c feluant:
C Wén@ﬂé%/d@)rtydfr@«t Hecxipeged SoaactA

R ronzobenzyl)-1-[4-(tert-butyl oxycarbony
(1 P gf&% E%$ % i ndancar boxam de. 20 To 2 mmol of

[ f
the co ound of Preparation 1 there are added 50 m o
dlnetthfornan1de 2 mmol of 3, 5-di bronobenzyl am ne, 2

StepB | df/( msﬂyhfm%mmh@lﬁyﬁz AW irda#OR _gl]ﬁtﬁremzme
di cycl odiimde. Stirring for 20 hou
anble ? ?é%%é?ﬁ? ure and then evaporation are carried
out. The residue is then taken up in ethyl acetate. The

he
d|c clohe |l urea forned is renoved by filtration; t
6%; aibe cpmpphedh obagleddn whd bte@ absat isaslos ﬁlogb HINof ethyl

acé?%c? fr‘“fqgg%s giﬁ %l % l’l’(l)lnbf aolll\} S0 ut‘?or&J %f %gglr%[:ﬁl%gg a%gidinu(rirl]oxane After
stirring for 20 hours at amblent temperature, the precipitate obtained is filtered off, washed
with ethyl acetate and then redissolved in water. After evaporation and drying, the
expected product is obtained.
Elemental microanalysis :

%C %H %N %Cl
Calculated 45.60 4.74 506 12.82

Found 45.95 480 512 1316

EXAMPLE 2 : 1-[(1RS)-1—(3,5-Dimethylbenzyloxymethyl)indan—l-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 :

wC %H %N %cCl
Calculated 65.24 7.62 6.62 1675
Found 65.71 749 653 1646
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-21 After drying, evaporation and purification by

chr onat ograp%y gn silica gel (eluant: CH2C12/ AcCEt
95/5), the expected product is obtained. IR vNH 3347
cml C=0 1668 cm | SStbep BI) (1

' (1RS)-N-(3,5-D bronobenzyl )-2b- _ _

pi(rlJe?Zizi n§/l ) - 1-i ndancar boxani de di hydrochl oride. To 1.6
nmol of the conpound obtained in the step above

di ssolved in 30 mMl of ethyl acetate there are added 15

EXAMPLE -(33-Dimneth © Y ]
and the 34:Ilr\lelsmt(j’%)nmrﬁn’n)(t g!b:ﬂ:zg ?%lgﬁthgtl)?ﬁagldi ngip%%&geur.s
at anbi ent PRYHochlopide. The preci pitate 10 obtained is
filtered off and then redissolved in 5 m of water.
After evaporating of:ﬂ@t he vvateraand d]r,_é:} ng",g;;g;ﬂﬁ ‘e

St 5 - loxysartionpl)+1 eragn roxynret an.

_&gzcgilﬂ%'%ﬂggm nglgcul afléd%gﬁ. 55 Z!}?; 7.42 12.°52 5
i:ound 44.92 4.61 7.44 11.54 EXAMPLE 5:

; i - | 1-2-(L-piperazinyl)-2-
i e NI LR
Ex'gpj@(lﬁjét rgpdacats dieneenpwwdrofi Pgphativhe fr Sepdnrey e pompo?Pnd of

gﬁ%{fg 4, starting from the conpound of Preparation
Fr n In% bi s(trifluoronethyl)benzyl am ne. 20 El enent al

' is : 51.44 4.63
m croanalysis : % % 9N % Cal cul ated
7.72 11.88 Found 51.42 4.73 7.71 10.82 -22

Step B :  1-[2-(3, 5-Dimetlzylbenzyloxymethyl)indan-Z-yl]pz:perazine dihydrochloride.

The expected product is obtained according to the procedure described in Steps C and D of
Example 1, starting from the compound obtained in Step A above and 3,5-dimethylbenzyl
bromide.
Elemental microanalysis

%C %H %N %Cl
Calculated 65.24 7.62 662 16.75
Found 65.92 752 664 1691

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

Step A : (]RS)-N—(3,5—Dibromobenzyl)-l-[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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EXAVPLE 6:
[3,5-Bis(trifluoronethyl)phenyl]-N{[2-(]-piperazinylin
dan-2-yl]- methyl} et hanani ne tri hydrochloride. To 3
nmmol of the conpound of Exanple 5 dissolved in 80 m of
tetrahydrofuran there are atlded, under nitrogen and
over 20 m nutes, 30 mmol of a 2N sol ution of borane
Af@} I [ h de 0 i
Gt YR TRl ) AR SRR lP GPRREL O, Ghan
CHreh(kafelet QSéS)athbleemctadanp@miwtﬂam&D m of 4N
hydrochl ci.d afe then added dropw se and
R o Vuxi ngﬁ &1 H<LByuent |y carried out again for 20
hours, @L@re(%gﬁgporatlng of f the solvents, naking
al kaline with so um hydr oxi de solution and extracting
the reaction mxture with ethyl acetate. The organic

B S (LR 70 Sl airarieat ad dutangenorsrises or

by cgg?mtcpgpgphy, conversion into a salt using
hydrochloric acid and evaporation, the expected

product is obtained after drying. Elenental

LY 15 Cal cul at.ed.  49.69 5.
To R G AR eResimpiiad Opaelin e Jih1siosy Esgalvet i A0 il of byl
acebtt Bezy lreNdiel Nl mPof & 4N p&LES BY h}drgcﬂl&%ﬁﬁa ng €nd the
di hydrochl ori de. The expected product is obtalne

reagfeqiio FHKWEE £ ﬂteﬁestpre@ic & @ hofirsExtaapbientd fengtesattsien  hi r prvipitate

Obt@ﬁ%%gﬁlfeqﬁ)%?ﬁd ?&ﬁ&% eéﬁlggf’ﬁlozf‘ma&erroanal ysis : % 9%

Aft%\la\fkﬁ)ratlﬁ‘g bﬁ"llhﬁtv&tér Eﬁi @z@n@, 82 eAp&edifrodiict iFeHiMideH3. 64

6.71_.10.24 15.86 -23
Elemenial microanalysis :

wC %H %N %Cl
Calculated 44.55 4.45 7.42 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 dihydrechloride.

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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EXAMPLE 8: 1-[(1 _ _
a)-1-(3,5-D ngghylbenzyloxynethyl)indan-l-yl]plpera2|ne
di hydrochl ori de. The expected product is obtained by
separation of the conmpound of Exanple 2 on a chiral
HPLC col um. 5 EXAMPLE 9: -22- _ _
1-1(1(3)-1-(3,5-D net hyl benzyl oxynet hyl )i ndan- 1-yl ] pi pe

i i O h oduct is_ the
B AN G S b e R RIS 3 U plnckensingtoncnat)-
conpound ofméBipliplethadagfin@trskydrabhlfREE col utm. EXAVPLE
: 1 . .
ég)-NE[s,S-Bis(trifluoronethyl)benﬁyl];é-(l}ﬁlp:;aégpgg
i i ' r i de.
Tc9p3r gﬁlﬁf?’@ :ﬁée %ég?lgiﬁl%g%accoﬁlc‘fﬁﬂng%%é&et%ﬁg %:S)rlaﬁ‘é%tﬁ‘iré’%‘f _furan there are
adgisdampiles ndtrogespindaivey 20 nnutds, 30 iR DHDD ZRZ%HAEH B8 bbine dimethyl

- bi ' t hyl ) benzyl am ne.
sulghR & ey Bl Jhe atiction. mixom ssion 1601 Caide férat $Hours and
su@qﬂ&lﬂﬂ'-r@%ﬂeﬂ% bRt té:n%'gml%l '59%114&8 9N7hy7 rocjh?drﬁzsacid are then

EXAMPLE 11 ) ) ) o .
ad@qngyo_ppm@eMHeﬂ\umg hy |subsefdenplypedreied oyt )agdmi REFERERO Xbefore

i Fhydrochl ori de. . The expected product is. )
ev%{ﬁrzglﬁl egffl;gago 59 ivﬁlgs’t Jaking ﬁ][k&ﬁlgeddylg] @pd%r}a‘yﬂ@m@e solution and
exsacaing i the rédodioh AktileewiRRRINR Q. Fi“h%p@rlrg\%ﬁﬂco e %”(%ﬁs%q with

N-met hy] benzyl am ne. El enental m croanalvsis T %
salygicd pofien eltledds2oB608. doed 208 then Z9apdrauid AGR: Zhric8on by
chl%mzd%g;a%rh%l c()gvAErsion into a salt using hydrochloric acid and evaporation, the
expected product is obtained after drying.
Elemental microanalysis :
‘ %C %BH %N %Cl
Calculated 49.69 5.02 756  17.22

Found 49.77  5.01 7.38  17.37

EXAMPLE 7 : N-Benzyl—N—methyl—Z-(l-piperazinyl)-Z-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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EXAMPLE 12 :

1-[2- (Bi phenyl - 4-yl net hoxynet 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
5t he conmpound of Preparation22-and bi phenyl - 4-yl net hyl
brom de. El enental mcroanalysis : YC%/NYC

E@MEtS&d qs[(?&)Gl %1 § ﬁ%@hﬁéenzy%x%?n%tﬁﬁ)mggns-i -%'?]%)?peggzine

1-[ 2- (3, 5- @i roeklybiaezy| oxymet hyl ) i ndan- 2-y1] pi per azin
e [10(di hydr?)%ihl oride. The expected product is obtained
according to the procedure of Exanple 1, starti ng from

THer@(pE(QEHJﬁ’Mﬁgctqg 0 qaﬁﬁa% 12 ?tgon gfdthe o dl % 3}8/ 265%( on a chiral

br oim de.  El enent
HRIAT colummned 60. 66 7.08 6. 15 15 57 Found 60.96 7.30 6.07

15. 71 EXAMPLE 14 : _ _ _
1-[2-(3,5-Dichlor obenzyl oxymet hyl )i ndan- 2-yl ] pi per azi ne

B ERG. R ChELTRAA R ST Rl i i PollRlpervans

20 the corrﬂdhmldoﬂﬂoﬂﬂe.par ation 2 and 3, 5-di chl or obenzyl
brom de. El emental mcroanalysis : % %1 %N %
Cal cul ated 54.33 5.64 6.03 30.55 Found 54.08 5.31 6.12

ThdGexpected product is the second of the enantiomers obtained by separation of the

compound of Example 2 on a chiral HPLC column.

EXAMPLE 10 : (1RS)-N-[3,5—Bis(triﬂuoromethyl)benzyl]-l-(l-piperazinyl)—l—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 %Cl
Calculated 50.75 4.63 7.72  13.03
Found 31.08 4.8 7.79 1345

EXAMPLE 11 : (1RS)-N—Benzyl—N-methyl—l-(l-piperaziny])-l—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 %H %N %Cl
Calculated 62.56 6.92 9.95 16.79
Found 62.27 686 9.73 17.91]
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-25 EXAMPLE 15:

1-[2- (3, 4-Di chl orobenzyl oxynet 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
5t he conpound of Preparation2£2 and 3, 4-di chl or obenzyl
brom de. El enental mcroanalysis : %€ CY%YN/C

EXRUPHIR1 2079 TRl O L0 B A iRz 2ot

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

Thé %ﬁp&@é@ﬁ’r‘dﬂgct % o qaﬁ@@ ra@t!dr&ﬂ %0 %I'Pedpl%g%'u?)i_lgg oY beln Zy! 3 Starting from

brom de.' El emental m croanar ysSi's

theGaimpoiad efiP#pardlon2 d4d biphényl2-RAetiyd brachids . 48 4.83 5.03
12, 7% EXAMPLE 17:

#@?{@—?—Mrl f 1 uor onet hyl ) benzyl oxyret hyl ]i ndan- 2-y
I']- piperagpe difwdroghyorige: The expected product is
obt ai ned according to the procedure of Exanple 1,

Cakuigied ng f 6O7AS 2@8#he THpoukidddf Preparation 2 and

bis(tri or rom de. El enental
Fmr‘r'l&‘gr oanal y §§<§' g/’%& /%?0/0}9 Q‘,};I cul ated 51.99 4.93
5.27 13.34 Found 52.48 5.05 5.34 13.12

EXAMPLE 13: 1-[2-(3,5-Dimethoxybenzyloxymethyl)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-dimethoxybenzyl bromide.
Elemental microanalysis :
%C %BH %N %Cl
Calculated 60.66 7.08 6.15 15.57
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 %H %N %Cl
Calculated 5433 564  6.03 30.55
Found 54.08 5.31 6.12  30.15
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-26 EXAMPLE 18:

(I RS) - N-Benzyl -1 - (1- pi perazi nyl)-1-i ndancar boxam de

di hydrochl ori de. The expected product is obtained
according to the procedure of Exanple 4, replacing the
3, 5-di bronobenzyl am ne in Step- A by benzylam ne. 5

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

EXANP 16159 113-32-Bichionbifiy ity Rbulfhid a2 N ipfoer iding

1-[ 2- (Naphﬂﬂu&kyﬂﬂahﬂexynethyI)|ndan 2-yl ] pi perazine
10 di hydrochl oride. The expected product is obtained
according to the procedure of Exanple 1, starting from

Thterb&pé‘c%mﬁl‘éﬂgctqg oBfa‘?r%ra%E(‘)rﬁ g4o "’fﬁ]éjpﬂ)%% %AJEIX lter% starting from

brom de. El enment al n1croan yS|s ;
thecgmenguad efiPBparation 2 2ad 6,42dichlbrob2nzyForomid66. 99 7. 18 6. 29

LI dtofntles )
s(trifluoromethyl)benzyl]-Nnethyl-I-(1-

pipera2|ny/951 | pglancagpoxange di hydrochl oride. The
expected product is obtained according to the procedure

kE%énple5ﬁ33stéﬁ€|ng6030nmﬂbihe conpound of

Fvﬁxgparatlo _
0 nmet hyl - 9%§% trlflﬁgﬁoné¥ﬂvi)benzylan1ne. El ement al
nlcroanaly3|s D YCUHNC  Cal cul at ed51. 624. 877.5312. 70

404 857.4811. 77
E)EAOI\L}H’iili 1-[2-(3, S-leromobenzyloxymethyl)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-dibromobenzy! bromide.
Elemental microanalysis :
»C %H %N %Cl
Calculated 45.60 4.74 506 12.82
Found 4548 4.83 503 12.79

EXAMPLE 17 : 1-[2-[3,S-Bis(triﬂuoromethyl)benzyloxymethyl]indan-z-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 %Cl
Calculated 31.99 493 527 1334
Found 3248 505 534 1312
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-27 EXAMPLE 21 :

N- (3, 5-Di chl orobenzyl ) -2-(1-pi perazi nyl)-2-indancar boxa
m de di hydrochl ori de. The expected product is obtained
according to the procedure of Exanple 4, starting from
5t he conpound of Preparations2 and

3, 5-di chl or obenzyl am ne. El enental m croanal ysis :

9 5 7

XAV (ERSFA-BhEaP T ingRtn ) P nhpcasboramiae
S) - 1- Phendlilyddochlbridé: pi per azi nyl) - 1-i ndancar boxam de
10 di hydrochl oride. Step A :

(1IRS)-N-[ (1 S)-1-Phenethylj-1-[4-(tert-butyloxycarbonyl)

The éxg%&t@? E)?&ﬁlg% ! a(%brt]ael é@%ﬂggr ﬁfﬁa@%%ﬁ%e o océ%ﬁjri@?edél replacing the

35{dldﬁﬁnnbbfﬁﬂy]aﬁ'uﬁt BStép Afbylﬁnaﬁmdnm% starting fromthe
conmpound of Preparatl on 1 and (1S)-1-phenethyl am ne. 15
legg_@a mzcrocma VSZS
a) - N-[(|S)o | Phepef hylgdad- [ 4, (g ert - butyl oxycarbonyl ) -1
pi per azi nyI -1 - i ndancarboxam de. The expected product
Calcglatddt ai nesd. By sfe(‘g’ﬁar avo@8, By.3deans of chromatography
on silica, t tere meri c m xture obtained
Foung Step A‘ﬂs‘{ @% )24N- %i? ~1-Pl:et:etlzylj-1-(1
pi per azi nyl) - 1 | ndancar boxam de 20 di hydrochl ori de.
Starting fromthe conpound obtained in Step B, the
EXAMBEEdQ :dr Bd(MNaphith-2af net ey megleyd)iv i a-2-yllpiperazine
proceduredjﬁ mcgﬁmden Step B of Exanple 4. -28

The expected product is 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 %CI
Calculated 67.41 6.79 6.29 15.92
Found 66.99 718 629 15.69

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 :

%5C %H %N %C
Calculated 51.62 487 753 12.70
Found 51.40 4.85 7.48  11.77
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El enental mcroanalysis : % % %N % Cal cul at ed
62.56 6.92 9.95 16.79 Found 62.69 7.21 9.85 16.54 5
EXAMPLE 23 : _ _ _
(1(3)-N-[(1S)-1-Phenethyl]-1-(1-pi perazinyl)-1-indancar
boxam de di hydrochl oride. The- expected product is
obt ai ned according to the procedure described in Step B
D R B S DS YR Rt Y g S pirpoaggiae
62.57 9% Ghmﬂhoﬂﬂﬂﬂd&econd of the di astereoi somers
separated in Step B of %N % 9.95 16.79 9.90 16. 32
EXAMPLE 24 :

The E&peded f)fba)lct]is %ﬁ%ﬁ%k&rgﬁlg(ta the PRLARI-OYE tx&mpl%df Fa?‘hng from
oxam de di hydr ochl ori
the compound of Preparauon 2 and 3,5-dichlorobenzylamine.

Elemental microanalysis :

»%C %BH %N %Cl
Calculated 52.85 5.28 880  29.71
Found 5330 534  9.00 2889

EXAMPLE 22 : (1a)-N-](1 S)-1-Phenethyl]-1-(1-piperazinyl)-1-indancarboxamide
dihydrochloride.

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-[(18)-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.
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Step A :
(1RS)-N-[(1R)- 1- Phenet hyl J-]-[4-(tert-butyl oxycarbonyl)
-1 piperazinylJ-1- in dancarboxanm de. The expected
product is obtained according to the procedure
described in Step A of Examsl-e 4, starting fromthe
conpound of Preparation 1 and (1R)-1-phenethyl am ne. 20
Ekﬁkﬁ&lﬁuyo&%fwﬁ%enethylJ ]-[4-(tert-butyl oxycarbonyl)-1
pi perazi ny¥]C1- JorfdlancdmboxFaice. The expected product

Calgitaded [ 0. Ui o cebr colibmar i o m xi ur e obi e not

Folli Step A28 Spep Cggfl 6}1)6“5}[(|R) 1
Pl zenet| zyl ] -1- (1 pi perazi nyl)-1-indancar boxam de

di hydrochl ori de. The expected product is obtalned

rocedure descriped in Step. B
ExSHBLE 20, By N B et e mipstarimabl Shomsarhosamige
B. El enment g %yg} sis 1 YCYHYNYC
Cal cul at ed6 66. . 9516. 79 Found62. 697.219. 8516. 54

EXAMPLE 25 :

Phenet h | perazin ancar
The cetdd) 8206]1“531& Bk a0t Rt L ol b s SetEbean S B of
Ex@BpRI Nedadng OfrétnNGhet QcbRE oPRE Qﬁjééfe@ecgﬁﬁ%é Q@;gaxét@d Sh&feP B of
of Exanple 4, starting fromthe second of

Exgihpls28r eoi soner s separated in Step B of Exanple 24.
Ekgugpgntal m.cr.oanal ysis : 15%C%190\NYCL
6. 929. 9516. 79

% C % H %N % Cl
Calculated 62.56 6.92 9.95 16.79
Found 62.57 7.08 9.90 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 : (1a)-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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25

Found62. 717. 259. 9216. 27 EXAMPLE 26: _

(I RS) - N- (2- Phenet hyl ) - 1- (1- pi perazi nyl ) - 1- i ndancar boxam
i de di hydrochloride. 20 The expected product is
obt ai ned according to the procedure of Exanple 4,
replacing the 3,5-di bronobengylanine in Step A by

2- phenet hyl am ne. El enental mcroanalysis : % %1 %N

9.95 16.79 25 Found 62. 34
sift ?&#ﬁ@f—%@ﬁ%&@%@-@aﬂw-indafwarlb;xainiqe d
| RS) -dnyldPodribdigh! or obenzyl ) - 1- (1- pi perazi nyl ) - 1-indanc
Sar boZ(am'}ge di h)l/drochl oride. 5The expected product is
obt ai ned according to the procedure of Exanple 4,

. g ! re of Exampie ¢
T QR b s PO SCcer Gk i dhe Frededaivafporesd in Step B of
ExATA\ G tirfsatr 6l tAé lﬁlﬁ%b%d§9§9ep7ﬂ:

Found53. 265. 528. 8328. 98 EXAMPLE 2 _ _
Elgnqralpuigeaagelysig)) - N- ( 3- pyri dyl net hyl ) - 2-i ndancar boxani d

e 10 trihy chlhogj de,, JThe g cted product is

obt ai ned a£§?di r{‘gyto %]ghpréé@:ure of Exanpl e 4,

Cadtidared ng f 6206 t b@2conpgynd @f 7¢r eparation 2 and
3-pyridyl methyl ani ne. El enental mcroanal sis : % %
Fo Ul 02. 6¥ 7.21 9.85 16.54

EXAMPLE 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 %l
Calculated 62.56 6.92 995  16.79
Found 62.71 7.25 9.92 1627

EXAMPLE 26 : (1RS)—N-(2-Phenethyl)—1-(1-piperazinyl)—l-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 62.56 692 995 1679
Found 62.34 717 983 1665
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15 Cal cul ated 53.88 6.10 12.57 23.86 Found 53.94 6. 20
12.30 23.76 EXAMPLE 29 :

2- (I - Pi perazinyl)-N(2-thienyl methyl)-2-indancar boxam d
e di hydrochl oride. The expected product is obtained
according to the procedure o30-Exanple 4, starting from
20 the conpound of Preparation 2 and

E . A : i 5. 0 .
D Ty X C P BloPOR s g Rt hindaifaridramie
Found 54. 9dibgdeachlexids 7.53 16.56 -31 EXAMPLE 30 :
2-(1-Piperazinyl)-N[4-(trifluoronethyl)benzyl]-2-indan
- carboxam de di hydrochl ori de. The expected product is

The kkgdcR@thragec il bE‘tﬁm’é@ ab&RdiRE 96 FLp ﬁc&i‘urézﬁiaﬂgélﬁ%é 4, replacing the

starting from the congound of Preparation
3 54dlbmqbﬁm@ﬂ@n@@mysyepén y BAnrdigidordbeiiybamene.al

@%EQ%Q% éna i - Y YH O % Cal cul ated 55.47 5.50
hd 55.13 5.43 8.93 14. 98 EXAMPLE 31 :
N- ( 2- Pheneth@! ) - %K 1- pigper azinyl ) - 2- i ndancar boxam de

10 di hydrochl ori de. The expected product is obtained
Calgufadeddi ng 19051 hesﬁ)‘?oce%lﬁf?e 2% Hxanpl e 4, starting from

Fb& conmpougg,of Pr panyg ﬁéfggﬁ 2- phenet hyl ami ne.

El emental m croanal ysi s %l

EXAMPLE 28 : 2-(1-Piperazinyl)-N-(3-pyridylmethyl)-2-indancarboxamide

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 5394 6.20 1230 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 % ClI
Calculated 55.07 6.08 1014 7.74 17.11
Found } 54.96 6.07 10.75 7.53 16.56
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15 Cal cul ated 62.56 6.92 9.95 16.79 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

de dihydrochl oride. The expected product is obtained

according to the procedure e¥lExanple 4, starting from

20 the conpound of Preparation 2 and
EXAvEn(® byt LR -NJ[ S 0ER ' 35 Sndan/C Y4
o ST S AL S A B e S

6.52 9.83 ¢arbpramiie dikydrcklaile,

(IRS)-N-(2,4-Di chl orobenzyl)-1-(1-pi perazinyl)-1-indanc

ar boxam de di hydrochl ori de. The expected product is
The kpécieiipradedislbhigine® atERdiRb a6 ehtpR c@hurES APRASBpI4 4, starting from

replacing the 3,5-dibronmpobenzylamne in Step ‘A by
thexxompeupd pHPispEALN A andé-(rfosmethdibentdaminsal ysi s
EI (9] Ul at ed52. 855. 288. 8029. 71

; ; . 8430. 27 EXAMPLE 34:

(I RS) - 1- (198Cperwmziiny| %-A ( 3stdyi enyl met hyl ) - 1-i ndancarb

X nige 10 di hydrochl ori de. The expected product is
Ch&é%ﬁ‘ed actdf dinglto ¢8e prifc@dure of Exanpl e 4

Foligpl acing thes 3i§3diq%$yobeﬂ5%}anine in Step A by

3-thi enyl met hyl am ne. enmental mcroanalysis : % %
9N %8 %
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 %H %N %l
Calculated 62.56 6.92 995  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 %l
Calculated 65.50 638 9.17 1547
Found 65.86 652  9.83 14.72
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15 Cal cul ated 55.07 6.08 10.14 7.74 17.11 Found 55. 68
6.33 10.28 7.62 17.79 EXAWMPLE 35 :

(IRS)-1-(1-Pi perazinyl)-N(2-thienylnethyl)-1-indancarb
oxam de di hydrochl oride. The expected product is

obt ai ned according to the pracedure of Exanple 4,
replacing the 20 3,5-di bronbbenzylanmne in Step A by

LIRS D AR T AR g

Found 55. hpddhlb@id?0 7.76 17.49 -33 EXAMPLE 36 :
(1RS) - N- (3, 5-Di chl orobenzyl)-1-(1-pi perazinyl)-1-indanc
ar boxam de di hydrochl ori de. The expected product is

Thebipcre @r@ﬁﬁﬁ[ﬁi‘mgnéd) ad¢dogdipg aceedrecedfircbxfapinglel4, replacing the
repl aci ng t he 5-di br ormbenzyl amne in Step A by

3 5@@"81"1?%@&8@?1%&5%@’ A-deghdorabenaylaming oanal ysis : %C
% t@ ng%n@! gul ated 66.94 6.45 8.67 14.64 Found
14. 09 EXAMPLE 37 :
N-(B| pheny%(ll yI%tthI%J\B (2ol per azi nyl ) - 2-i ndancar box
e | or e _expected product is
Cagn}t"é‘i 'i%gltoétgpe plzgr?édure of Exanpl e 4,
FostArti ng f53ogp te; conpgaund spf,7Preparation 2 and
bi phenyl - 4-yl met hyl ami ne. El enental mcroanalysis : %

%1 9N %l
EXAMPLE 34 : (1RS)-1-(1-Piperazinyl)-N-(3-thienylmethyl)-1-indancarboxamide
dihydrochloride.

The expected product 1s obtained according to the procedure of Example 4, replacing the
3,5-dibromobenzylamine in Step A by 3-thienylmethylamine.
Elemental microanalysis :
%C %H %N %S % Cl
Calculated 55.07 6.08 10.14 7.74 17.11
Found 55.68 6.33 1028 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 1014 7.74 17.11
Found 55.73 635 1030 7.76 @ 17.49
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15 Cal cul ated 66.94 6.45 8.67 14.64 Found 66.26 6.41
8.57 14.09 EXAMPLE 38 : . .

N- (3, 5- Di net hyl benzyl') - 2- (1- pi per azi nyl ) - 2-i ndancar boxa
m de di hydrochloride. The expected product is obtained
according to the procedure afizExanple 4, starting from
20 the conpound of Preparation 2 and

j L0 El enental mcrognalysis : % .
e B S o I P 32530 e enamice
63. 50 7.28 diRyd3cHorid. - 34 EXAWPLE 39 : .
N-[ (I R) - 1- Phenet hyl j - 2- (1- pi per azi nyl ) - 2-i ndancar boxam
de dibydrochloride. The expected product is obtained
Thecs@ected grddactt i Q)bfﬁilﬁ&ﬁeéékiéﬁir@z tog}gg PRicRddte oF tﬁcraﬁl'pfég&fr[aﬂ%ing the

ound of Preparation
3’%21%‘&8(—[’1%5’2% iarﬁtngAbSﬁH-éi@bMdjennylemhmnal ysis : %C

9, %8N 9 J cul ated 62.56 6.92 9.95 16.79 Found
a1l fetonr ' 3°0, el 40 |

N[ (1S) - 1- Bhénet By Hj - 294 - pi gecRazi nyl ) - 2- i ndancar boxam

e, 10 di hydraochl ori de. The expected product is
C‘gﬁ‘cl%ﬁeged albdfdi At o E6€ prikédiure of Exanpl e 4,

Foeharting fgany tggjcon?gynd ﬂ{mgreparation 2 and (1
S a

) - 1- phenet hyl am ne. Elenent m croanal ysis : % %1 %N
%l
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 66.94 645 867 14.64
Found 66.26 6.41 8.57  14.09

EXAMPLE 38: N—(3,S-Dimethylbenzyl)-Z-(l-piperazinyl)-Z-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 10.23 16.19




15 Cal cul ated 62.56 6.92 9.95 16.79 Found 62.83 7.10
10. 34 16.19 EXAMPLE 41 :

(1RS) - N- (2- Met hoxybenzyl ) - 1- (1- pi perazi nyl )-1-i ndancarb
oxam de di hydrochl oride. The expected product is
obt ai ned according to the prdcedure of Exanple 4,
starting from 20 the conpound of Preparation 1 and

b . . i er ann: Ce - oo
XM ) Rl ARy B S Ui

6.91 9.41 dihyd8ochdarideXAVPLE 42

(1RS) - N- (3, 5-Di net hyl benzyl ) -1-(1-pi perazinyl)-1-i ndanc

ar boxam de di hydrochl ori de. The expected product is
Thelsxpéotesidpradedrisi obigined atéredipgde étuprecafurErfiBpareplé, 4, starting from

startin om _ t.he_co nd of Preparation 1 and
theBC,(’én-p(ﬂ’iuPrgf’ @WeB%rﬁ W%HP‘E‘EI%SPE?@&@HF Mg croanal ysis | %C
E;%nmn%@mng@igw ated 63.30 7.16 9.63 16.25 Found
62. . ] 16. 06 EXAMPLE 43
2- (1- Pi per &tnyl Jo- M- ( 3% Mi endp]Glet hyl ) - 2- i ndancar boxani d
0, di hy hl or.Lde. e e ted product is obtained
Caz%’cl:ag)z?%i ng ?%%heg'g?oce%g?e oﬁ‘)%:(arrpl e 4, starting from

Fouh@® conpouggl4of Ppeparagion 25.@nd 3-thi enyl net hyl am ne.
El emental mcroanalvsis : % %1 9N %6 %l

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 (1S)-1-phenethylamine.
Elemental microanalysis :
%C %H %N %Cl
Calculated 62.56 6.92 995 16.79
Found 62.83 7.10 1034 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 %C
Calculated 60.27 6.67 958  16.17
Found 59.71 691 941 15.88
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15 Cal cul ated 55.07 6.08 10.14 7.74 17.11 Found 55. 34

6.53 9.93 7.96 17.70 EXAVPLE 44 : .

N- (3, 5-Di fl uorobenzyl) - 2- (1- pi perazi nyl ) - 2-i ndancar boxa
m de di hydrochloride. The expected product is obtained
according to the procedure ofssExanple 4, starting from
20 the conpound of Preparation 2 and

| .m.croanal.vsj s
D R R Rl T B350 icarboxamide
S57.26 5. 74 dihydrotblofille- 36 EXAMPLE 45 @ _
N- (4- Met hoxybenzyl ) - 2- (1- pi perazi nyl ) - 2-i ndancar boxamn d
e di hydrochl oride. The expected product is obtained
Thecxpeded gradoct kebpiciemoseimf toEK@@FHc@dlﬁe of tEﬁﬁﬁle'@l fsfa?t'f‘i‘lg from

d of Preparation nd 4- met hoxybenzyl am ne
th%’algc%‘]gonﬁ@i:grqﬂgW‘Bﬂﬁ%n9§b%dlm%1memﬂm Cal cul at ed

E[@,QE,;%Z],@lfﬁJanghgg_16 17 Found 59.45 6.79 10.41 16. 36

N- (4- Bronoﬁéﬁkyly/ﬂ'(1%pwperazCMyl) 2-i ndancar boxani de
0 ,di hydro 9 The expected product is obtained
Y g 08 he /o

(ké%%% i ng cedlre of¢ %&anple 4, starting from

Fouhg conpougd sof Prsgpar atj,on d 4-bronobenzyl am ne.
El emental m croanal yssis_ : é%?@ 9N %l

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

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 % CI
Calculated 35.07 6.08 1014 7.74 17.11
Found 5534 653 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 :
%wC %H %N %Cl
Calculated 36.76 5.67 946 1596
Found 57.26 5.74  9.45 1541
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15 Cal cul ated 51.76 5.38 8.62 14.55 Found 52.30 5. 36
8.90 13.95 EXAMPLE 47 : . .

N- (13- Bronmobenzyl ) - 2- (1- pi perazi nyl ) - 2-i ndancar boxani de
di hydrochl oride. The expected product is obtained
according to the procedure ofic Exanple 4, starting from
20 the conpound of Preparation 2 and

RARM n ’ ' anal.ysis : % 9% 9N
A 2o A 31 gD RIS L Rnearhoamigego

8. 84 14. 43 dikyiiraxtibFide. 48 _ _ _

N- (4- Chl or obenzyl) - 2- (1- pi per azi nyl ) - 2- i ndancar boxam de

di hydrochl oride. The expected product is obtained
Thecogeded gradoctt is ebpriededusdingf toExepRicedte of tHbinbRo4, fstRMg from

t he conpound of Preparation 2 _and 4-chl orobenzyl am ne.
theehrupeiitl of Preparayan 2| apd dsmethosgbepmaine

ElGabsiti ﬂk%{’ﬁz@l@z@@ 929. 4924. 02 Found57. 226. 039. 4624. 07
EXAI :

N-Benzyl-23§ilpiﬁ@hhziﬁ&N)-Z%ﬁmbancagboxanideb .
I.hydr,ochl gride. Th xpected product is obtaine
(l%%@%Fﬁing ggzghe6é9ocegége oi;é&anple 4, starting from

Fouhg conpound sef Breparayiyen 7 gnd benzyl am ne.
El emental mcroanalysis : % %1 %N %1

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 :
%wC %BH %N %Cl
Calculated 51.76 538 862 14.55
Found 3230 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 %ClI
Calculated 51.76  5.38 8.62 14.55
Found 32.08 560 884 14.43
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Cal cul ated 61.77 6.66 10.29 17.36 15 Found 61.09 6.74
10. 24 16. 80 EXAMPLE 50 :
(1RS) - N- (3, 5- Di bronobenzyl ) - N-net hyl -1 - (1- pi perazi nyl) -
1-i ndan- carboxam de di hydrochl ori de. The expected
product is obtained accordit¥j-to the procedure of
Exanple 4, starting from the conpound of Preparation 1
ExXAMPNER :Wl(4—12hﬁbﬁﬂblaﬁ,€}glb-gaﬂ§ﬂﬁéﬁiiﬂﬁl -2238h 8 ERRbRAmide
—mcroanal ysis %18\ I'cul at ed45. 544. 697. 2412. 22
Found45. 11dihy@iochlpritleg6 - 38 EXAMPLE 51 :
(1RS)-1-[1-(3,5-Bis(trifluoronethyl)benzyl oxynethyl)ind
an-1-yl]- piperazine dihydrochl oride. The expected
Theexptotet! predusbisadhiaidedecordingitp ths nrocedpreodiddamepleoft, starting from

Exanpl e starti from.5the conpound of Preparation 1
the G PR RSB BN TR b o de. & ament al
Elemeﬁ{a@%@loblﬁlgié S UCUHNYEC  Cal cul at ed51. 994. 935. 2713. 34

oun . . 2813. 54 EXAMPLE 52

1-[ (1RS) - 1%(@, 5-%ifhl 36dbenZ§iCdxynet hyl )i ndan- 1-yI | pi pe
azin 10. dj hyd hl g4 j fle. expected product is
Ca{%[tzaéeldﬁed ajcég%gr]difngft o(b%gg przg;:}gdure of Exanple 1,

Fosiarting fsom thes compaund 2gfg7Pr eparation 1 and
3, 5-di chl orobenzyl brom de. El enental mcroanalysis :

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 %l
Calculated 61.77 6.66 1029 17.36
Found 61.09 6.74 10.24 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 %BH %N %Cl
Calculated 45.54 4.69 7.24 12.22
Found 45.11 4.73 7.14 12,96
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20

% % 9N %1 15 Cal cul ated 54.33 5.64 6.03 30.55
Found 54.97 5.81 6.00 29.88 EXAMPLE 53 : .

1-[ (1RS)-1-(3-(Trifluoronethyl)benzyl oxynet hyl )i ndan- 1-
yl'] piperazine di hydrochl oride. The expected product

i s obtained according to the3procedure of Exanple 1,
starting from 20 the conpound of Preparation 1 and

BB Sy RSy B SR LSS St ngon-11-

6.05 15. 30 piffevazide Bihydvohlddd&. 81 15. 16 -39 EXAVPLE 54

2- (1- Pi perazinyl)-N(2-pyridyl methyl)-2-indancar boxam d
The expedtérypodudilis mbmmedﬁneorexgaettﬁapﬂk@&y@ bf ExaBpleal, %%itmg from

th dure of Exanple 4, starting f
R L o yeteR LA 417 RCo oramptyY biray) bromigd ar no.

roanaIyS|s o 9 YN % Cal cul at ed

El%%@é@%?;@ha S:7 23.86 Found 52.54 6.13 12.00 23.85
EXAMPLE 55%C % H %N % Cl ; . ;
- (1- Pi per yl (3-=pyridyl et hyl)-2-i ndancar boxam

ChéMh%H?trihsé?gch% de§8¥he %&%@cted product is

Fonhd ai ned agggydlmg7tolgbg prpcegdure of Exanple 4,
starting from the conpound of Preparation 2 and

3-pyridyl methyl am ne. El enental m croanal ysis :
EXAMPLE 52 : 1-[(1RS)—l-(3,S-Dichlorobenzyloxymethyl)indan-]-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-dichlorobenzyl bromide.
Elemental microanalysis :
%C %H %N %Cl
Calculated 54.33  5.64 6.03 30.55
Found 54.97  5.81 6.00  29.88

EXAMPLE 53 : 1-[(1RS)-1-(3-(Triﬂuoromethyl)benzyloxymethyl)indan-l—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 %Cl
Calculated 57.03  5.87 6.05 15.30
Found 36.75 633 581 15.16
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% 9 9N % 15 Cal cul ated 53.88 6.10 12.57 23.86
Found 53.92 5.94 12.43 24.62 EXAMPLE 56 :

N- ( 2- Bromobenzyl ) - 2- ( 1- pi perazi nyl ) - 2-i ndancar boxam de
di hydrochl ori de. The expected product is obtained
according to the procedure afigExanple 4, starting from
20 the conpound of Preparation 2 and

D P b NG B i oG8 2 il ngsrppamis 33
8. 66 13. 77 trikPdicéhMride. 57 :

N- (4- Fl uor obenzyl ) - 2-(1- pi perazi nyl)-2-i ndancar boxam de
di hydrochl ori de. The expected product is obtained

Theaapeaédiprotiocttib ebpiiededusdinf ok aBR)cEafte o3t f
hthe conﬁo Ed of_Preparatioﬁggoandggkflugroggﬁﬁeﬁghfkgﬁh;ﬁom
the;commnayg Pg repRRfigR dang JrpyridyiethlandneuCl  Cal cul at ed

EI8Rert8 Bichooandn 88 -16. 63 Found 58.93 6.04 9.69 16.81
EXAVPLE 587
N- (4- Met hyPb€ENzyP) H2- (% Fi petazi nyl ) - 2-i ndancar boxam de
0 .di hydrochl gride. The_expected product is obtained
(ké%@gﬁaing ?g8ghegdpoceéﬁfé of3.8%anpl e 4, starting from
Fouhe conpourg sef Prepar g pgn ﬁsé?d 4- et hyl benzyl am ne.
El enental m croanal ysis : '

EXAMPLE 55 : 2-(1-Piperazinyl)-N-(3-pyridylmethyl)-z-indancarboxamide
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 33.88 6.10 12.57 23.86
Found 33.92 594 1243 2462

EXAMPLE 56 : N-(2-Bromobenzyl)-2-(l-piperazinyl)—Z-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 31.76 538 862 14.55
Found 532.54 533 866 1377
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%UC 9 9N % 15 Cal cul ated 62.56 6.92 9.95 16. 79

Found 62.15 6.60 9.78 17.06 EXAMPLE 59 :

N- (3, 5- Di br omobenzyl ) - 2- (1- pi per azi nyl ) - 2-i ndancar boxam
i de di hydrochl ori de. The expected product is obtained

according to the procedure of40Exanple 4, starting from

20 the conpound of Preparation 2 and

*LY ITORY =l ¢ | r.oa s Y%C %
T e A LU a A TRy B LB xomicss

4.76 7.35 1¢ihgdrochlorid¢ANVPLE 60 :

N-[3 5 Bi s(trifluoronethyl)benzyl]-Nnethyl-2-(1-pipera

%( - 2- i ndancar boxan de di hydrochl ori de. The

B’ERS’F@G Pp@mmﬁtollt&ncxbaworthnig &c&@rp}bg@u;eooftmggegg&ﬁg from

theto SHeos artém%l om 5t he conpound

Pr eﬁg&ﬂﬂ 1ep 52}{ fluorobenzylamine.
Elkmmhmtaaa;@i,lgtﬁ_(t rifluoromethyl)benzyl am ne. El enent al

m croanal ysis : %%\ Cal cul at ed53. 374. 947. 789. 84

Found53. 2152157, @881 78 %ENAVPRECH] :

cg.; &lgl,f i per agi nyl ) i fl or ormet hyl ) benzyl ] - 2-i ndan
¢ egarbo;}g)r%%e dﬂ;} Pt&Sgh éé The expected product

Fquszdobt ai ned8wcor5d)4ng bt hemgpcedure of Exanple 4,
starting from the conpound of Preparation 2 and
4-(trifluoronethyl)benzyl am ne. 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 %c(Cl
Calculated 62.56 6.92 995 16.79
Found 62.15 6.60 9.78 17.06

EXAMPLE 59 : N-(3,5-Dibromobenzyl)-z-(l-piperazinyl)-z-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 %cCl
Calculated 44.55 4.45 742  12.52
Found 44.53 476 735 1222
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%UC 9 9N % 15 Cal cul ated 55.47 5.50 8.82 14.88
Found 55.24 5.32 8.62 14.70 EXAMPLE 62 : .
N-(2- Napht hyl net hyl') - 2- (1- pi per azi nyl ) - 2-i ndancar boxam
de di hydrochloride. The expected product is obtained
according to the procedure oft1 Exanple 4, starting from
20 the conpound of Preparation 2 and

EXAMGIE by Nefsl, a gg@rgiémggh%ﬁ@g}bghig] %3@{}9 ), O(E rPdi’%%g{S‘X N2-

6.22 9. 00 islan@arbbRamichd\ihlrdfithloride. _
N-(3,5-Di fl uorobenzyl)-2-(1-piperazinyl)-2-indancar boxa
m de di hydrochl ori de. The expected product is obtained
T ha@ﬁmc@ﬁdmgodm:tnm ebqamd edeordingfto Ebﬁ@m@béﬂu‘ﬂe o ERérhp1R Y, §sfa@ffg from

theg o BER b Piendtion 2 Rod R mehef a duss e Mueremerbhpeylsmineyc

E1SHdn I nfdoanidpticul ated 56.76 5.67 9.46 15.96 Found
56.87 5.81 0. 15. 99 EXAMPLE 64 : (1 _
RS)-1-[1- (@i@Iuo%BHS C%ﬂVfIuﬁﬂﬂnethyl)benzyLoxynethylél

di hydrochl ori de. The expecte
cafiipfed - 105Y4d i pegazi pogdi hyg

pro uct is’0 ac’ {0 the procedure of

Folmxanpl e 1, 5%partsng fropy th@7gonpound of Preparation 1
and 3-fluoro-5-(trifluoronethyl)benzyl brom de.

El enental m croanal ysis
EXAMPLE 61 : 2-(1-Piperazinyl)-N—[4—(triﬂuoromethyl)benzyl]-z-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 3547 550 882 1488
Found 35.24 532 862 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 %BH %N %Cl
Calculated 65.50 6.38 9.17 1547
Found 66.04 6.22  9.00 1529
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%UC 9 9N % 15 Cal cul ated 54.89 5.44 5.82 14.73
Found 54.78 5.58 5.79 14.65 EXAMPLE 65 :
(1RS)-1-(1-Piperazinyl)-N[3-(trifluoromethyl)benzyl]-1
-indan- carboxam de di hydrochl ori de. The expected
product is obtained accordi1f@-to the procedure of
Exanple 4, starting from 20 the conpound of
EXAMPRIAI ON-(3, ' S ' i
e P aouydr e} 281 B REURIEP 2 ifxgmide
55. 47 5. 50diBy@rochlpr8B. Found 56.07 5.78 8.79 14.73 -43
EXAVPLE 66:
(1RS)-1-(1-Piperazinyl)-N-nmethyl-N-[3-(trifluoronethyl)
The exneptefl prodiich taetainpd sensidieg th thedrocdducer ofexanitie 4, starting from

the%f)g&i%{é%?f@frgga%%%oé{? ?ﬂ%gi ?J#Sfﬁ%r é}%@g }réld in g . L 8 :) P e procedure

Eldieppddro@inllsiand _
N-net hyl -3-(trifl uoronethyl)benzyl am ne. 5 El enent al

m croanal y%is %So9H %9 “€&lcul ated 56.33 5.76 8.57
Fou 6.10,5.7 .47 . 72 EXAMPLE 67 :
Ca{]‘\cé}%lge%- Di cﬁqz)o?objé‘%zyl )g?lffrret]ﬁg?l%- 2-(1-pi perazinyl)-2-ind
Foaml 10 car hisgm desdi hydesochligrdode. The expect ed product
i s obtained according to the procedure of Exanple 4,
starting from the conpound of Preparation 2 and
EXNMBLEY34-: 31 RSYH1 @+ heruzsd @ fiuie ometifpeh2floxymethyl)indan-1-

m croanal ysis @ .
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 wBDH %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 %Cl
Calculated 5547 550 882 14.88
Found 56.07 5.78 879 14.73
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%UC 9 9N % 15 Cal cul ated 53.79 5.54 8.55 28.87

lgf):urftl' 54.52 5.50 8.68 27.84 EXAVPLE 68: _ vl
(1RS)-N-(3,5-Difluorobenzyl)-Nnethyl-I-(l-piperazinyl)
-1-i ndan- carboxam de di hydrochl ori de. The expected
product i s obtained accordi ngd}t-0 t he procedure of

Exanple 4, starting fromﬁZONt5:1§. corrpougd o;l i e

EEI eneaﬁ‘tﬂa‘l;mmlg%gng%?g@ %1}3: % %i" g}gao %cﬂ?'ﬁ?tg?ﬂnbe"zy II-1
57.65 5.94 Wdancarhoysmidelihydroehibside. 29 9. 06 15. 71 - 44

EXAMPLE 69 : . ol -]
fll RS) - N-[ 3- Fl uoro-5-(trifluoronethyl)benzyl]-N-methy .
The i’égeﬁﬁeﬂéar%}%w 9btaingh deaveding o trei tecedinreysif Byehs hd@arting from

ct i s,;0bt ai .according to the
O R A L NG R i GRmern@oemmproning. of
fﬁmmmd _ _
N-net hyl - 3-fl uoro-5-(trifluoromnethyl)benzyl am ne. 5
El enent al r%é?oar?ﬁ@si $N oC%E 9N % Cal cul at ed

Cgé%’gl\’/éeﬁg 38 5%%7 13705 8@7“”%9%578 5.68 8.11 14.83
FqupRs) - 1- [ 1-%63/05- Bi 74 uomodrenzyygpynet hyl ) i ndan- 1-yI ] pi pe
razine 10 di hydrochloride. The expected product is
obt ai ned according to the procedure of Exanple 1,

EXAMIPL R G7f: No(3,5T)iehlopstauyiy N2 ine iy 120(185 i 8 ziny i) Lindan-
3, 5-di fl uorohenzyl, brom de. El.eman?gﬁr m croanal ysi's
’ 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 %CCl
Calculated 33.79 554 855 2887
Found 34.52 550 868 27.84

EXAMPLE 68 : (1RS)-N—(3,5-Diﬂuorobenzyl)-N-methyl-l-(l—piperazinyl)-l-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 :
%wC %H %N %Cl
Calculated 57.65 594 917 1547
Found 37.73 629  9.06 1571
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25

%UC 9 9N % 15 Cal cul ated 58.47 6.08 6.49 16.44

Found 58.36 6.04 6.49 16.30 EXAMPLE 71 : . .

N- (3, 5- Di bromobenzyl ) - N-net hyl - 2- (1- pi perazi nyl) - 2-i nda
n- car boxam de di hydrochl ori de. The expected product is
obt ai ned according to the progedure of Exanple 4,
starting from 20 the conpound of Preparation 2 and

EN AN oo AR N PR A Gomethy b bizyll N-methy -1
N- [ 3- (Tri f | piperazhiyny! JRBRZNBodhnfiRe méléd?tﬁggﬂnr?deoer azi nyl

) - 2-i ndan- car boxam de di hydrochl ori e expected
product is obtained according to the procedure of

TiEx expebed producaist dmgnéd 8¢BordiRg Ed"ﬁlecﬁ?g&ﬁ%dofgéxample 4, starting from

epar at 2 and
thgic dl?ﬁ RarFtiogol BN myathyentiyorari-tiefludassthyl)benzylamine.
RI-PRE]P (¥ [ MFHI+ 1I}’lﬂZ 4‘{8 2 -45 EXAMPLE 73 :

ESI _ :
mﬁ&@%f%&[%@éﬁgbenzyl ) - N-met hyl - 2- (1- pi perazi nyl )-2-ind
an- car boxdaiCte dslydr 66 oricgley The expect ed product

t.ai ne ccord ng to the procedure of Exanple 4,
Z‘P{Jf[ng f%é’?rqﬁ" comé’o?Jnd é§9ﬁ’r epar ation 2 and

try :
Fd\&ne{et hyl - 3,557 f lsygr obenzyl a Mass spectrone
ESI: [MtH + ni z 386.2EQZ E}’% _ _ _

N- (3, 5- Di net hyl benzyl ) - N- et hyl - 2- (1- pi per azi nyl )-2-ind

RAM L de. di hl ori de. The expected product
E_r'!r‘oggﬁa'llinxz{%%(fkﬁlﬁ%g I “Pweﬁwem?@ygmd@dﬁplépp&razme
starting fdpdrbiiflomaapound of Preparation 2 an
N- et hyIg 3, iSHydlrmet ﬁyl benzyl am ne. 10 Mass spectronetry

: ESI: [MtH + nlz 378.3 EXAVPLE 75 :
Tmﬁpmw PiYdO@EYbtairdd (abe SRR BZhE BloLAIRDE Fx Y h)TEL NARAT o

the compound of Preparation 1 and 3,5- -difluorobenzyl bromide.
Elemental microanalysis :
»nC %H %N %l
Calculated 38.47 6.08 6.49 16.44
Found 3836 6.04 6.49  16.30

EXAMPLE 71 : N-(3,5-Dibromobenzyl)-N—methy]-Z-(l-piperazinyl)—Z-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-(Triﬂuoromethyl)benzyl]-N-methyl-Z-(]-piperazinyl)-Z-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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trihydrochloride. The expected product is obtained
according to the procedure of Exanple 6, starting from
t he conpound of Exanple 7. 15 Mass spectronetry . ESI:
[ MFHJ+ mf z 336. 2 EXAMPLE 76 : _
N-[3-Fluoro-5-(trifl uoronets-) benzyl]-2-(1-piperazinyl
) - 2-i ndan- car boxam de di hydrochl ori de. The expected
product i s obtained according to the procedure of

nple 4, starting from the conpound of Preparation 2

_MEE_BJDN@&DHTUOﬁbbﬂzyl)ﬂmtma?wmmmﬂylm-mdan-
El enent al m groanal y ix X g 9 YN % Cal cul at ed
53.45 5. 10°% 8{5‘"2 ﬁ Ydigshlgrigs. 55 5. 29 8,73 13.74 - 46
EXAMPLE 77 : 2 (L )i nd
N-(3, enz - pi perazi nyl )i ndan
The E’ggﬁcgd e T A F?‘W P A dule Bxarerde el starting from
thoRbRBYGAA b@@?&:%&ﬁﬂam%&hﬂ% 5 Qo gl%%;ﬁ e of
Exanpl e rting from e ‘conmpoun le 73.
Masssnsiometry nEsh: an]y 81/2385. 29/ CYHYNYC
Cal cul at ed54. 956. 298. 7422. 12 Found54. 986. 498. 5122. 00
EXAMPLE 78 : _ _ _
EXNMPEE(TH 17i¥+(Bsp Diomet !1}’I})eNB)ﬂiaNhlynletHylEQ((1amp@?ﬁh§zl)rwin)dtaﬁgan
-2-yll- 10 t hanam ri hydr.ochl ori de e expecte
pr oduct i st4 ?’éﬂ'ﬂ@&d@&%&% 4y the procedure of
Exanple 6, starting from the conmpound of Exanple 74.

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 %Cl
Calculated 5345 510 850 14.34
Found 3355 529 873 13.74
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Mass spectronetry : ESI: [MrH + nmfz 364. 3 EXAMPLE 79 :
N- (3, 5-Di chl orobenzyl ) - N-net hyl - [ 2- (1- pi per azi nyl )i ndan
-2-yll- 15 met hanam ne tri hydrochl oride. The expected
product is obtained according to the procedure of
Exanple 6, starting from thé-conmpound of Exanple 67.
Mass spectronetry : ESI: [MHI+ mlz 404.2 EXAMPLE 80 :

[

EXW MPI 99t &5, 4-Dif § 1 - hy:- 2- (- R
DT DB L e SR Ll i a8
expect ed pmedbanaminesbihpdvebloaideor di ng to the procedure
of Exanple 4, starting from the conpound of
Preparation 2 and

Thyrerpedigd prodadtis obtafne(tacedrimgrioiet prypkydiee oy Eaple 6, stRsf from

ect r : ESL: [MHI U+ in/z 436.2 -47 EXAMPLE 81 :
th{@@%ﬁ%igxgn@??ﬁf | uor onmet hyl ) benzyl ] -N-nethyl -[2-(1-p

Elémp@ndaibahnlykigdan- 2- yl ] met hanam ne di hydrochl ori de.

The expected product is obtained according to the
procedure of CExafplle 6% Mt ar%iGlg from the conpound of
e 80 El nt a i Cr lysis : % %1 9N %l

Ca@a’?lgg){ at edjlég5888'r5§.591 %7?0 I4:34 Found 55.50 6.32 7.98

Foldd 47 EXANPLES826.49 851  22.00
N-[3-(Trifluoronmethyl)benzyl]-Nnethyl-12-(1-pi peraziny
[) 10 indan-2-yl]nmethanam ne di hydrochl ori de. The

EXAMPELTTE PNGBISEDimethNeainpN-meaiigh QW
of Exanpl e 6,5??ar.ti gg fr%“r:;w thgﬁggngggg%ré%m@?g%fg%f
72. El enentgthanagtipe Hahydyoehloride.

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-methy]-[2-(1-piperazinyl)indan-z-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-(l—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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% % 9N %1 15 Cal cul ated 57.99 6.35 8.82 14.88

Found 57.60 6.70 8.59 14.33 EXAMPLE 83 : .
N-[3,5-Bis(trifluoronethyl)benzyl]-N nethyl-[2-(1-piper
azinyl)- indan-2-yl]nethanani ne di hydrochl oride. The
expected product is obtainedgccording to the procedure
of Exanple 6, starting from 20 the conpound of Exanple

RAM ) is . oC o %N 9% Cal culated

N S 3 T A Rt Rame 5y b eur N meyh - apipacrziny)-
EXAMPLE 84 indan-2-yllmethanamine dihydrochloride. _
(I'RS)-N-(3,5-Di bronobenzyl )-N-e¥hy| -1 -(1-piperazinyl)-1
-indan- carboxam de di hydrochl ori de. The expected

T d ipsodolbt Bi siesinar aRbAliRDtd Met BERA Ml 6. starting 1
}ngzwgftz EmEst arlii ng from tniIIﬁ% coﬁ'ppgﬁcr?d of rgglgr o Stigg from
th%ﬁ%fn%@ldfﬂfl XGIp e(ﬁogr onbbenzyl am ne. 5 El enent al

' S, YC 9% 9N %0 Cal cul ated 46.49 4,92
E@%"?"‘Qﬁ%ﬁﬂa%ﬁhd 46.42 5.16 6.96 11.59 EXAMPLE 85 : (1

- N (3, 5Bk hl 66 abengzyN) - Negret hyl -1 - (1- pi perazinyl)-1
Rf%}d ES 10 bo 'de??%i hydr ochl ori de. The expected
Capgruo(é%ct i's %ggai ﬁgcg] aca¥di n§?8% the procedure of _
Foaxdnpl e 4, 53t59rtigng fromg th;a499npound of Preparation 1

and N-met hyl -3, 5-di chl of obenzyl am ne. El enent al
m croanal ysi s :

EXAMPLE 82 : N-[3-(Triﬂuor0methyl)benzyl]—N-methyl-[2—(1-piperazinyl)-

indan-2-yljmethanamine dihydrochloride.

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 3799 635 882 14.88
Found 57.60 6.70 859  14.33

EXAMPLE 83 : N—[3,5-Bis(triﬂuoromethyl)benzyl]-N-methyl-[2-(l-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 32.95 537 772 13.02
Found 32.87 580 742 12.74




10

15

20

%UC 9 9N % 15 Cal cul ated 53.79 5.54 8.55 28.87

Found 54.22 5.61 8.67 29.81 EXAWVPLE 86:

(la)-N(3,5-Di net hyl benzyl)-1-(1-pi perazinyl)-1-indanca

rboxam de di hydrochloride. Step A: Benzyl (1

a)-1-[4-(tert-butyl oxycar bonus)-1

pi perazinyl]-1-it:dancarboxylate. 20 The expected
ENAMELE §45: {54 i O btai ned by .

separatron (EE{S%I.NC?% gl?lf) r%‘ﬁt‘fﬂ@?ﬁﬁﬁ@? it(ﬁ'é"'&"cfﬁﬁ'&iﬂd““dan'

obt ai ned i rrasbexanfidedilpcaopileride. Step B : (1

a)-1-[4-(tert-Butyl oxycarbonyl) -1

pi perazi nyl J-]-itzdancarboxylic acid. The expected
Thsr eengeted ipsodvibt isi abtainataenoeiingio Ge phe i@ T WaGinle 4 starting from
th?gé&é&ﬂ%qﬁkn St%% F of __Preparation 1, star;ing friom

& oMy cUn &ersratend and Nistyd3,5-dibrogiabgnaylaniinea) - N- (3, 5

ElBineRtal it boiaz)ls) - | - (|

pi perazinyl)-I-ittdattcarboxantide dihydrochloride.

The expect édCprodadt i 4 obt abh€Hd according to the

ure of a e 4 tarting from 5t he conpound of

C@%Ig%% abo%g’t}a;)ridg?,%- d?ﬁ&t hyllbggzyl am ne. El enent al
Fomndr oanal ygiss12: 5%6% 0% Ca) eyl at ed63. 307. 169. 6316. 25

Found62. 937. 309. 5016. 40 EXAMPLE 87:

(1(3)-N-(3,5-Di net hyl benzyl ) -1-(1-pi perazinyl)-1-i ndanc
EXANDIaNBEe (1 m'Nl(BﬁdDﬁﬁm&BéﬂggR;%%?él}hﬁ-l-(l -piperazinyl)-1-indan-

(1,Q-1-[4-(tent-Butyl oxycar
pi per azi nyFTEHOXPW@&%@Vﬂm@IdrMeaCi d. The expected

product is obtained according to the procedure

described in Step F of
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 %H %N %Cl
Calculated 33.79 554 855 2887
Found 54.22  5.61 8.67  29.81

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

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

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: (1w)-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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Preparation 1, starting fromthe second of the
enantioners separated in Step A of Exanple 86. 15 Meg
B: (1/j)-N(3,5

Di et hyl benzyl ) - 1- (1pi perazi nyl ) -1-i ndancar boxam de

di hydrochl ori de The expected 4oroduct is obtai ned
according to the procedure of Exanple 4, starting from

SEPE TR S BhiRuBIE Erieercine -ombeacgstosamiane

% %Ndmgmmgmmﬁygated 63.30 7.16 9.63 16.25 Found
63.46 7.24 9.61 16.77 20 -50 EXAMPLE 88 :
N- (3, 5- Di br omobenzyl ) - N- net hyl -[ 2- (1- pi per azi nyl )i ndan-
TH&- ekdpbeted iRl dhRaiflYRbRGE @ fhgﬁJﬁoc-gHSre oé‘&&%tg%gq 4, starting from

product 1s obtained accor g to e proc
thecomppuadef SsepdB abeng dnd - dirﬂmh;dbmz lpdnof Exanple 71. 5

Elé@éﬁaﬁﬁz%%{na%%}sw © BSIt [MeH + T2 4921 EXAVPLE 89

a) N—[(Ia Y5l (395D met jyl pbepyl ) et hyl [ - 1- (1- pi perazin
‘ﬁ - i ndancar boxam de di hydrochloride. Step A: (1
Calgul 6{1(|Rsﬁ3ﬁ0(37gﬁatﬁét3hy| phébzyt)ethyl ]-1-[4-(tert-b
Fadhyt oxycar t)- 5, pi azi 1-i ndancar boxam de. 10
The expectgg@%roduct |B%@btaﬂ¥§é according to the
procedure described in Step A of Exanple 4, starting

t o f ai in Ste B of Exanple 86 and
B 8 B SRS RERGA5 0 hy - aihehezingh dpgancag boxamide
a)-N-[ (1 agiblydidehloride.
Di et hyl phenyl)ethylj-1-[4-(tent-butyl oxycarbonyl)-1-

Step A : (18)-1-[4-( tert-Butyloxycarbonyl)-1 -piperazinyl]-1-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 :  (1[)-N-(3,5-Dim ethylbenzyl)-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 7.16 963 16.25
Found 6346 7.24 961 16.77
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i perazinyl J-]-indancarboxani de. 15 The expecte
Brgduct ig obt ai ned by chronmat ography on silica
(eluant: dichloronethane/ethyl acetate) of the .
di ast ereoi someric m xture obtained in Step A. Step C:
L0 i) 2 b SO RLe me
[ [ -1-1i - arni de di .
pi per azi nyl)-1-i ndan- carbox yto She T oendure

AN j bt ai ned according t e pr
S Do by Bkl Oop eraviny Dincom 2 08-
hethaadmine ShgarRhfiaue. El enent al
ﬁ?ngggglssis : %QI%H %ﬁa&ﬂ %gfculated 63.99 7.38
9.33 15.74 Found 63.16 7.59 9.09 15.93 -51 EXAMPLE

Tlgoexpedted product is obtained according to the rocedure. of | ing fr
}go?ﬁf&%?' _1 - (3, 5- Di met hyl phenyD) ot hy1 T EXCEP) fetyype from
th%%@?Pé- ﬁ%&%ﬁ%@&ﬁ%&anide di hydrochl ori de. ghe expect ed
j of @i ccording to the procedure
juggggg?%ggﬁ?ﬁq%?ég%%hgfm%ﬁg% le 4, starting fromthe
second of the diastereoisoners separated in Step B of

' lysis : YCuNYC
D 80 TR T3 reD e Peliham)esicd-mperszinsiyan
(E>1([A :\/;DL EI— ?%lil;q%n_ciflzo;agiag gr{ehtyﬁ)r/(l)cp '%r%?/"r) ethyl]-1-(1-pi per a
zinyl')-1- indancar boxam de dihydrochlorldF. Steg-AXért-
SUAS) (N NIV DB I S A D5 e b Lot

but yl oxycar bonyl )-1- pi per
i de?/ pip%r azillyl]-}/ -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-dimethylphenyl)ethylamine.

Step B : (1a)-N-[(1a)-1 ~(3,5-Dim ethylphenyl)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 i Step A.

Step C: (10)-N-[(1a")-1 -(3,5-Dim ethylphenyl)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 %l
Calculated 63.99 738 933 1574
Found 63.16 7.59  9.09 1593
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The expected product is obtained according to the
procedure described in Step A of 15 Exanple 4,
starting fromthe conmpound obtained in Step A of
Exanple 87 and (RS)-1- (3, 5

-di met hyl phenyl ) ethyl am ne. Qtep B : (1 J3)-N-[(1
a)-1-(3,5

b bonyl ) - 1-
—p-r-pe'rgg‘rﬁy ﬁg& Nﬁkﬁ&iﬂ%ﬁ%ﬁgﬁg’f?@e%ﬂ oxi'ggaﬂggl‘pzwuel-
i s obt ai negy e l@gﬁﬂg}&}{?aﬂ?ﬁ?l ica (eluant: 20

di chl or onet hane/ et hyl acet fie di astereoi someric

m xture obtained in Step A Step C: (1/3)- N-[(l

9 ZI
e o ol S RER KRy 3 o RS Pt el i, Steb B of
Exagpdh ¢haisteetin g foor dhmgedoadtdfeth]&r &@ﬁ&@ﬁﬁolﬂ@@,cg’eb%%dl B Step B of

S of Exanpl e 4, starting fromthe conpound
EX T?’al ned in Step B above. -52 Elenental mcroanalysis :
E185/090/%c) o el od- at ed63. 997. 389. 3315. 74

Found64. 4097. 759.5715. 33 5 EXAMPLE 92 : .

(1(3)-N-[(#6")- 143, 5/cD?‘frret %y(l?bgenylhl) et h)él ]- '}'h( 1- pi per

ancar,box rochl ori de. e

C@é@g{éd pr o%gct%é obt ned% E%or ding to the procedure

Fodedcri bed ba3StepsB of 9Byampeyst, starting fromthe
second of the diastereoisoners separated in Step B of

10Exanpl e 91. El enental mcroanalysis :
EXAMPLE 91 : (1B)-N-[(1a.')-1-(3,5-Dimethylphenyl)ethyl]-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

Step A :  (10)-N-[(1RS)-1-(3,5-Dim ethylphenyl)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 :  (15)-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:  (10)-N-[(1a")-1-(3,5-Dimeth ylphenyl)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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YNV  Cal cul at ed63. 997. 389. 3315. 74

Found64. 007. 669. 3116. 13 EXAMPLE 93 :

(1RS) - N- (3, 5- D met hyl benzyl ) - N-net hyl -1 - (1- pi perazi nyl)
-1-indan- 15 carboxam de di hydrochl ori de. The expected

product i s obtained accordi ngato the procedure of

Exanpl e 4, starting from the conpound of Preparation 1

El 5- di met hyl benzyl am ne. El enment al
PRt AR, OB O3] ol 50 cal eul t od 69, 99 7. 38

9.33 15. 75 % Ebund; B%. 79; X 3899¢h7 14.78 -53 EXAVPLE 94

(1 -N[ (1
C‘é‘f’glﬁleag/dr 0%39_ pHedy| efBfl | - 15.74- pi per azi nyl ) - 1-i ndan-

F boxami d iohygrachl grdde. ep A: (IRS) N
AR W?'% gAchl grsde. ;553
phenylethyIJ 1 [4- (tent-butyl oxycarbonyl)-1-

erazi nyI -1 ndancar boxam de. 5 The expected
i@:&lﬂ&i 131[ ‘h'é%ﬁfmmﬁ@hxlphtﬂﬂ)emwhb‘ﬂll-lp@erazmyl) 1-
descri bed i . starting fromthe
corrpound ofl reggbrd; méﬂe %ﬁg"% phenyl gl yci nol .
Step B :

)(; S Hgdrox 1phen | ethyl J-1-[4-(tent-butyl oxyca
fOﬁB% ¥ opfa aqcor%m@ahmmnwe deFbxgbed in Step B of

e ar.ation, ans_of

@fﬁ%ﬁg SR 8, RS RS LTS o o

Exdinpld Yr. onet hane/ et hyl acetate), of the

Eldla tlere0| SO r|c m xture obtained in Step A Step C
Fydroxy | phenylethylJ-1-(1

pi perazi nyb) Cl | afdgncagppxaniqe di hydrochl ori de.
Calculated 63.99 7.38 933 1574
Found 64.00 7.66 9.31 16.13

EXAMPLE 93 : (1RS)-N-(3,S-Dimethylbenzyl)-N-methyl-]-(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 :
wC %H %N %Cl
Calculated 63.99 7.38 933 1575
Found 64.79 7.38 957 14.78




. . . he
The expected product is obtained according to t
procedﬂre described in Step B of 15 Exanple 4,
starting fromthe conmpound obtained in Step B above.
El enental mmicroanal ysis : % %1 9N % Calculated20
60. 27 6.67 9.58 16.17 Found-$9.95 6.43 9.35 16. 25

EXAMPLE 95 : . .
XKAN 3 -phenyl et hyl ]1-1-(1.-piperazin
T 8 e O e o e e bbbt dan-
product is wirbexamilealikpdidcMgride. t he procedure A
described in Step B of Exanple 4, starting fromthe
second of the diastereoisoners separated in Step B of

ey I 4 _bBl AL ahenoanal ysi s . AC/H/N/C ]

e eu ‘Z{‘%‘%’ %%6?31%;.; %%?%P ?Z’?yﬁ%’?’rh@% Y fissi-butlossanstorm !
NVPURP&@zInyi[-1-indancarboxamide. . ]

EI—X'[A( 1R) - 1- (3, 5- Di net hyl phenyl ) et hyl ] - 2- (1- pi per azhnyl ) -

2-indan- carboxani de di hydrochl oride. The Sxpect$
oo ot ar e o eg At e 8 B B e P irosiep A of

Ex le 4, starting _ ( .
E’%?Hg’r{%)ﬁ)“af“%%,frsndﬁhﬁé@mswlmdgf%émmwnamfms)_aﬁaﬁﬁg@tmol.

' lysis : 10%C%H/NA

ggféﬂ?Q?eéGS.997.389.3315.74 Fpund64.347.049i4516.22
Stﬁwpwpﬁ-{(JS%i-Hﬁr&&:ﬁbpa{vﬁe%/Py)éb)/k.?z%ﬁﬂz;u%;%x}mbonyz)-1_

met hyl }-3,5-bi s(trifl boronmethyl)™-

piperazinyl]-1-indancarboxamide.

The expected product is obtained 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 1617
Found 59.95 643 935 1625

EXAMPLE 95 : (I,B)-N-[(IS)-Z-Hydroxy—l-phenylethyl]-l-(1-piperazinyl)-l-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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benzam de di hydrochloride. 15 Step A : 2 Azidonethyl -
[4-(tert-butyl oxycarbonyl)-1 piperazinylJ-2-indan. The
expected product is obtained by reaction of the
conmpound obtained in Step A of Exanple 3 with
di phenyl phosphoryl azide (DPRA) and
1, 8-di azabi cycl o[ 5. 4. O] undec- 7-ene (DBU), according to
EQ% gfocedurﬁ described in J. Og Chem 1993, 58,

$‘then purification by chromatography on
S|I|ca (el yaqt: dgghl opp Nethgp@[ethyl acetate 98/2).

N3 : 2095 cmi CO: 1692 cmi Step B :
C‘éﬂﬂ@‘ﬁ@rret | $01272- 457 t ePt58but y6.0%ycar bonyl ) - 1

era2|nyl of the conpound
?alned |nééﬁepgiggboég%arg?§4%solved in 80 m of

tetrahydrofuran 2.59 mmol of triphenyl phosphine are

hen added and stirring is carried out for 1/4 hour.

w—W’aﬂ‘HﬂRénle(3tﬂ1ElmetdidliﬂeBﬁOlethyl]-m(lF]gpemzmyl)t-z-

for 24 hou % ng off the solvents,
CRrboth BS&? Iée HSWQ‘E vel

the product 1s puri tography on silica
(eluant d|chIoronethane/nethanol/annnnia 85/15/1) to

ield e xpect ed product, -55 Step C:

e{({)eéztc[ 4Pr()§lé‘fttls Bma&qeg)@yé@ﬁg}gﬁym)le procedure of Example 4, starting from
b I

SRS EAEHRT Rl T Rt

) benzarn he ST
lﬂ@maﬁﬂVmcameaﬂmssolved in 15 m of tetrahydrofuran,

coollng to, en ried out, and a solution of 2
of 3, 6D§i (% flug net%V?) 5 benzoyl chloride in

Cu&mwhapf tegggpydyg@urag3gs agghed dropwise. Stirring is

then carried out for 1 hour, the solvent is evaporated
Foypd and t hé648ési d0é | s9.¥edi so?xed in met hyl ene

chl ori de and washed successively wth sodi um

bi carbonate solution, with 10 %citric acid solution
EXaxv PILE:=97 BI\Nt-{IZJGBIP@pera Sfﬂfﬂ(ﬁﬁ@?‘]fﬁkih‘%} f"g‘i)ls(trlﬂuoromethyl)-

chr omat ogr aphy on SI|IC@@§
dlchloronePﬁEﬁﬂpéQﬁVDﬂa eride.08/ 2) , the expected

product is recovered 10 Step D: N{[2-(1

Pi perazi zzyl )i nda.
Stegibir b sdpet iyl B -t bt aecsironsle ipjitvescoapr dedan,
di hydrochl ori de.

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[5.4.0Jundec-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/ethy] acetate 98/2).
IR:  Nj:2095cm’ CO:1692 cm

Step B : 2-Aminomethyl-Z-[4-(tert-bulyloxycarbonyl)-] -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 2 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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15 The expected product is obtained according to the

procedure described in Step D of Exanple 1, starting

fromthe conpound obtained in Step C above. El enent al

m croanal ysis : % %1 YN %

Cal cul at ed50. 754. 637. 7213. 03-eund51. 524. 847. 7212. 72

EXAMPLE 98 : N[ (I

a)-1-(3,5-Di bronmophenyl ) et hyl | -2-(1-pi perazinyl)-2-inda

- Lar } de dj hydroch| oride. 20 The expected product

Li’!%g—‘ctbt&%@'@'g@é‘%’%&%”Q'wé’-bpwewuwyirafanaemlemyg-,s,5.

st ar t i bigthiflRsPonteIB1 ORI g of Preparation 2 and

(1a) - 1-(3,}‘%- di br 1c;)nr%rlo}r?))henyl et hyl am ne. Mel ti ngpoi nt

:178-180C. -56 EXAMPLE 99 : N-[(1
2 Bymdl-df3AhS Ak HERIARNENYL e fike i perazi nyl ) - 2- nd

an- carboxam de di hydr oc%%?%ﬁalé:.a? 15802 elgf‘édn}v)p%fgg&ydrofuran,
coodng e G asl thes carridnoptt end heolutios o Qr @i oES,%WHE(@riﬂuoromethyl)-

thng. £r.0 ound of Preparation 2 and
be?%@l T h P)%’,dg 14 ?ﬁ%]t ‘ﬂiﬁeﬁﬁgﬁ’gﬁé@w rddgdEopBispeS tirring iptiemtarried out
for 175Gr, HXAMRNt 1OQ ted off idue, i i :
LD, (35D bromopheny| St RS ITFI%ie i fdiselysd iy imethylene
chzoridyhd-washedbBieaerstrel o i dodictl WedrbenateTguienp /6tHeID % citric acid
to the procedure of

1 . . di
sogﬁxgqual%td then gsttlgx?'tw@ﬁeg. ?x?t%ﬁ]%v%él?gatp&nﬁ@u%owtoga@barcm $ifpa Peluant:

ample 4,
dichhetofnk(t@he/dthfBacstats H8/0)) ¥k @ ' Mel ti ng
poi nt :192-194C. EXAMPLE 101: (1%&%%%?0"&%-

a')-1-(3,5-Bis(trifluoronethyl)phenyl)ethyl]-1-(1-
St DR' N-Y2 y(i] P ’Hg‘a&ﬁ% 91959—'3-39ﬁneq}z}‘l}/-§f5‘351? tg}lzlu()jr?)'metlzyl)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 51.52 4.84 7.72 1272

EXAMPLE 98 : N-[(1 oc)-l-(3,5—Dibrom0phenyl)ethyl]-Z-(l—piperazinyl)-Z-indan-

carboxamide dihydrochloride.

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

the compound of Preparation 2 and (10L)-1-(3,5-dibromophenyl)ethylamine.
Melting point :178-180°C.



10

15

20

Step A: (1
a)-1-[3,5-Bis(trifluoronzetl zyl) phenyl Jetl zyl am ne.
(IRS)-1-[3,5-Bis(trifluoronethyl)phenyl]ethylanine is
converted into a salt using (L)- 15 tartaric acid, the
m xture of diastereoi soners _tshereby obtained is
separated and then reconversion to the base is carried

. di ' . Th d
SRR G SR CH
obt ai ned. Shefbx@nidé dRSHrOtHIde.
a)-1-(3,5-Bis(trifluoronethyl )p%e, zyl)etlzyl J-1-[4-(ter

t- butyl oxycarbonyl)-1 piperazinyl]-I-indancarboxam de
THi Lde. 20 The expected product is obtained |
ac%%gfg?ﬁg}ot%ght & bgarl%egeac?ﬁ?@ﬁ’@e@ctg? Bé‘b‘e e of Exampler4, starting from

théocamgivad 4f Psdparaion @ ahd 08)-Prep ' onpound
ht ai ned | npgtaep A abogg). {(57%1?&%9%}1%1}?’%%%%%'(1
M%%E%@és’-@@(t rifluoronetlzyl)phezzyl)etlzyl J-1-[4-(te
rt- butyl oxycarbonyl)-1
pi per azi nyl J-1 -i ndancar boxanzi de di hydrochl ori de. The

E E40®t 0UL(TE)-1-83,94DiBi- 618 3 (RPi TAEEUR -
%o—g?aphg %)n gi i ca (gﬁ)]ﬁ?gp ?Wlaj (RBipebdeifiFif2nfhn
di chl or onet K&hexamidd dihpdrechiorideof t he

di astereoi soneric mxture obtained in 5 Step B. Step D
(1 a)-NJ[(1
Tha@xpiectd), FroBiic (i$ oblalnedmoraeting!t) @lﬁ‘@ﬁﬂbké&ﬁr@ ¥f Bxdnplk 4, starting from
thePd per az%n | )- indancarboxam de di hydrochl oride. The
e&?g@@?’é 0%? sayeton 3 apb i) red, adiboomophgnyliethiemmeocedur e
M. i bl p B of 10Exanple 4, starting fromthe
%gg tr)gzl?&rg’gd in Step C above. El enental
m croanal ysis : Y%A/ Cal cul at ed51. 624. 877. 5312. 70

465, 107.5012. 06 EXAMPLE 102:
E@%@ )N 05-13(B 3 -Bis(tifweromethy) pheh ehethy Bihglk | -
1-(1 15 pi pﬁ{p@ﬁzﬂ}’)lﬂiﬁ&‘gﬁg%ﬁ&%%gp di eydgtl)cmigrrigghl ori de.

StepA: (1a')-1 -[3,5-Bis(triﬂuoromethyl)phenyl]ethylamine.

(1RS)—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-[(1a')-1-(3,5-Bis(i trifluoromethyl)phenyl)ethyl]-1-[4-(tert-
butyloxycarbonyl)-1-piperazinyl]-1-indancarboxamide dil ydrochloride.

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.
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20 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 C of Exanple 101. El enental mcroanalysis : % %
9N % Cal cul ated 51.62 4.8%;7.53 12. 70 Found 51. 97
5.00 7.38 11. 79 -58 EXAMPLE 103: (1

5-Bi.s(trifluoromethyl)phenyl)ethyl]-1
@w rf? 6258’522’1’ &yt 3n‘d§fféfémkfaﬁ¢t&el)mqfvyaetbzwle[m(dm-
StepAp _
(133) - 10 tyloxycaré)log ?r #l erazimyil; " f ”%‘"ﬁ?x’f‘ﬂ’é‘(’ﬁf}’f’ﬂmf%é’o’ Hige
expect ed product is the second of the enantioners

Th%:)%i)egtgg cfduc & obAamed EB)}(/ sepllr%tlgrg) 1by I51’leElS.111:SeOpf cl:ghromatography on silica
(elh@nt: ld'lé}ﬁol’énﬁt}ﬁlhékthfyl %Etﬁ 't LE Y Qf;%ﬂ]yrec)lg i\ r{l&\] 1’8&35%%[3@1“‘1 in

t-_butyl oxycarbonyl) erazi ny
St%i?ﬁydrochlorlde The expected product is obtained

according to the procedure described in Step A of

Exanple 4, starting fromthe conpound of Preparation 1
S%at [UEQ)CN??’W . @,@tﬁisﬂﬁﬂubn)me%ﬁB;IAz)@Ipegy yeZ]-] ](9 plpergzznylj-

J3) - 11'(@'1501&0S(lmrdefdthw&roddmﬂayI )phenyl )ethyl J-1-[4-(te

rt- butyl oxycarbonyl)-1 piperazinyl J-1-indancar boxam de

di hydrochl oride. The expected product is obtained by
Thsesp@eaéd @iroduly i$T®BRMAl acthf dﬁf?&@%ﬁ@gmﬁe@lﬂesdés%&%d in Step B of

B é E?nt di chl or onet hane/ et h acet
X9 S % S@BINEdFRIR ithe Wﬂ@ob@mdmltepre a‘tﬁtvep B. 15 Step

Eléhe nﬂ
nidl Bt frifluoronethyl)phenyl)etlzyl J-1- (1

p|pera2|ny9)C I n¢aricardoxam ge ydi hydr ochl ori de.
Calculated 31.62 487 753  12.70
Found 3246 510 750 @ 12.06

EXAMPLE 102 : (1 B)-N—[(la‘)-l-(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 %l
Calculated 31.62 487 753  12.70
Found 31.97 500 738 11.79
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20 The expected product is obtained according to the
procedurepdescri bed in Step B of Exanple 4, starting
fromthe conpound obtained in Step C above. El enent al
m croanalysis : % %1 %N % Cal cul ated 51.62 4. 87
7.53 12.70 Found 51.05 4.6858-24 12.25 -59 EXAMPLE

104: (1(3)-N-[(1 f . i
s P N R T B O bbb -0
expect ed pr qipetazinyl)ailiaaicnedxaeid dhpdrdclidiiif, Procedur e

[ [ t he
described in Step B of SExanple 4, starting from
second of the diastereoisoners separated in Step C of

i L erognal ysi s, :  YCYH/N/C

= ﬁ?ﬁI@?éﬁ%ﬁ‘?‘ﬁ%‘?%@%&%@em-167. 5211. 94 10
EXAMPLE 105: .

1-[ (IRS) - 1- ( 3- Br ono- 5- f | uor obenzyl oxynet hyl )i ndan- 1-yl ]

The e%lg’%cé?%a%‘f’ﬂ‘éctd? 5 §P<A 106 thecrmanticanerh ebtenpd it B pr ofEimple 101,
i s obtained according to the procedure of Exanple 1,
starting from the conpound of Preparation 1 and .

&Mfo@R&M[wfa;qu,zykisbfwmydmet@g%@ﬁw 7 -?.f[ﬂégﬁl_ ysis

%uC 9 9N % Cal culated 51.24°5.327°5.69 14.4
. éﬂﬂ’ oxycarbonyl)-1-piperazinyl]-1-indancarboxamide dihydrochloride.

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-[(15")-1-(3, 5—Bis(triﬂuoromethyl)phenyl)etlzyl]—] -[4-(tert-
butyloxycarbonyl)-1-piperazin yl]-1-indancarboxamide dih ydrochloride.

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 : (1a)-N-{(18)-1-(3, 5-Bis(trifluorometh y)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 :
»nC %H %N %Cl
Calculated 51.62 487 753 12.70
Found 31.05 4.68 724 1225
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Found 51.96 5.28 5.56 14.36 EXAMPLE 106: _

1-[ (I RS) - 1- (3- Chl or o- 5-f | uor obenzyl oxynet hyl )i ndan-| -yl
]- piperazine di hydrochloride. 20 The expected product
i s obtained according to the procedure of Exanple 1,
starting from the conpound @gh.Preparation 1 and

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

%ﬂ%—ﬁ%ﬁgﬁ%ﬁiﬂﬁ 5@5@{%37;3%%%&!559&?%%55@1%

di hydr oohl ofgisiaziRDBinkResGa @xd%ddiﬁ%dﬂfﬁhl%?fﬁ' ned

according to the pfoce ureo ting from
t he compound of Preparation 2 and 3 5-difl u(c)}‘r\lo(lg/&benzyl
' | enent al. croanal ysis : % % ) )
Th%;?%?‘%? e‘%"‘gﬁﬁ é?%%ﬁrgea%@f 88 49, he-pinrade, drycmba7ing Swp B of
P T et hy | ey 5 i Feiprselopmis Zepyraisd i fiep C of
EXﬁ@P; 4% 2-i ndancar boxam de dlhydrochlorlde The

t t. is obtained according to the procedure
&l’%gr()% &&St arting from the conpound of
Pr epar atl o6 ¢ anth %N

dlnethylphenyy%ethyl] N- et hyl ami ne.
Cbﬁ” taI &?é?oaﬁ§VyS|§ YT BH0 N %O 15 Cal cul at ed

Folfi 65 7.6059,05 33,27 5 und]ﬁﬁ4 66 7.66 9.29 15.18
EXAMPLE 109: :

N-[(1R) - 1- (3 5- D net hyl phenyl )ethyl]-::ll-ne_tgyl -2-(1-pi pe
m de _di hydrochl ori de.
EX PR 165 #1102 omo-Sndorobenayloxymethy 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-bromo-5-fluorobenzyl bromide.
Elemental microanalysis :
%C %H %N %C(Cl
Calculated 31.24 532 569 14.40
Found 31.96 528 556 @ 14.36

EXAMPLE 106 : 1-[(lRS)-l-(3—Chloro—5-ﬂuorobenzyloxymethyl)indan-l-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/CH3;CN) : [M+H]" m/z 375.2 Th
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The expected product is obtained according to the
procedﬂre of Exanple 4, starting from 20 the conpound

of Preparation 2 and _
N-[(1R)-1-(3,5-di net hyl phenyl)ethyl] -N nethylam ne.

El enental mcroanalysis : %GéH 9N %  Cal cul at ed
64.65 7.60 9.05 15.27 Found 64.66 7.66 9.29 15.18 -61

E 1-T2- ZES leiy y [2( -uDéirh(l) é’,ﬁ’g“ lox)y neeitﬁwlfd%'grﬂlk"??']%ﬁ“ﬁer a
zine, di hycthbzthrowhlmtme The expect ed product is
obt ai ned according to the procedure of Exanple 1,
starting from 5the conpound of Preparation 2 and

Tl dupected prdduboisQitenzgsd abRiE Eleoeatal 7 B,8ro Si.s
: O/a:p?MA\r?}b Cal cul at eol%lE’245éj %2@ g‘ﬁ ﬁ’% of BGHBRE 5¥aﬂmg from
the gompernd Dt Brepmtion Mand3, FiiEMetdEoleiky] bromide,

5:Di chl orophenyl ) et hyl ] -2-(1-pi perazi nyl) -
Eﬁﬁéﬂtf%¥go %Ismboxanlde di hydrochl ori de. The expected
product iS/QUI&IB@ﬂ{aC@pAﬂInQ/tp the procedure of

rrlp starting from the conpound of Preparation 2
C‘gﬁa ff’{R) 1- (93’75 i Ioﬁdﬁhen%)’ét hyl ami ne. El enment al

roanal ysjs Cal cul ated 53.79 5.54
e ey R und M 5872 5518035 25, 65 EXAVPLE 112:
1-[2-(3-Fl uoro-5- (trlfluoronethyl)benzyloxynethyl)lndan
> 2= = P [ ne di_hydrochl ori de.
EXAMPIE 108 PREATE 515! imethylphenyl)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)—l-(3,5-dimethylphenyl)ethyl]-N—methylamine.
Llemental microanalysis :

%C %H %N %cCl
Calculated 64.65 7.60 9.05 15.27
Found 64.66 7.66 9.29 1518

EXAMPLE 109 : N—[(lR)-l-(3,5—Dimethylphenyl)ethyl]-N-methyl-z-(l-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—[(lR)—1-(3,5—dimethylphenyl)ethyl]-N—methylamine.
Elemental microanalysis :

%C %H %N %(Cl
Calculated 64.65 7.60 9.05 1527
Found 64.66 7.66 929 1518
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The expected product is obtained according to the
procedure of Exanple 1, starting from 20 the conpound
of Preparation 2 and 3-fluoro-5-(trifluoronethyl)benzyl
brom de. El emental mcroanalysis : % %1 %N %

Cal cul ated 54.89 5.44 5.82 14173 Found 55.40 5.53 5.69
14.90 -62 EXAMPLE 113:

EXAMBIE 110 ¢ 3-2-BLkdhd-E! t hy| ) phenyl. thI2(1
T perazinyrt qu %SB anc%?b%@g %‘&yg’ﬁ‘kﬁ'&ﬁaﬁ#@q-ﬁa piméazme,
expect ed pr clihyadrotkslopideai ned according to the procedure

of Exanple 4, starting from the conpound of
Preparation 2 and

THeleRpeck i et
HISI erbrg n%da O%ugrlgg)tr? Ef”gésd :Jage: 52% gA&-tlil &qu%ﬁlﬂ: @Exyléé PeId starting from
thesqongound @7 Prepsaitiod 270d 3reumd- Baudi@behzyibrémdde. 12. 30

EIl aleEz'c114 1-[2-(3-Chloro-5-flu
hyl )i ndan- 2-yl ] pi perazine 10

di hydr ochl ¢f cde. ofye expgct egh pr oduct is obtai ned
according to the procedure of anple 1, starting from

Calgdatednpoudd 26f PBdpar a6Pon 2.4hd

hl or o- 55 I or nzy El enent al
Fogrﬁz%r oanal ys:;sy: Sgﬁ "%%gl?‘yﬁn}"dg% Cal cul ated 56.33 5.85

6.26 23.75 Found 56.40 6.00 6.25 23.67 EXAMPLE 115:
X - - )-1-(3,5-Di bronophenyl)ethyl]-1-(1.-piperaz
—mawclﬂf]isb;(‘&%ﬂsdé'cmOhyldmmyhbﬂlylldb(l-plperazmyl) 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)-1-(3,5-dichlorophenyl)ethylamine.
Elemental microanalysis :
%C %BH %N %(Cl
Calculated 53.79 554 855 2887
Found 34.58 555 845 2863

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 %l
Calculated 34.89 544 582 14.73
Found 35.40 553 569  14.90
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Step A: (1 a)-1-[3,5-Di bronophenyi jethylam ne. 20
(IRS)-1-[3,5-Di bronophenyl ] ethylam 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 isgcarried out on each of the
two di astereoi sonmers. The expected product is the first

EX M, SISO N A S SRt pneniyethy -2 -piperaziny-

[ 4- (tert - bupsih@ancasbdamid dilydrochloride. _
pi per azi nyl J- 1-i ndancar boxam de di hydrochl ori de. The

expected product is obtained according to the procedure

The&36Ld ' f le 4, starti fram .

LSRR IR P 8, i o

theadvmypennd oSPepar@tion £ ind H)1-3]5-bis(trifluoromethyl)phenyl]ethylamine.
la9-1-(3,5-D ronophenyl ) et hyl J-1-[4-(tent-butyloxycarbo

L alynicroa i nyl ] - 1- i ndancar boxani de

dihydrochlﬂggde.%EQe Q%Q@ctg%(?roduct i s obtained by
separation, by neans of chromatography on silica

Caleiatedit : dPEBE or 4BEt hanés et hid. 7amacet ate), of the
di ast er eoi ri i Xxture obtained in Step B. 10 Step
Fopgnd (1 a)- if??l b (g?g Di 4 $hophenyl ) et hyl J- 1- (1
pi per azi nyl )i ndan- carboxam de di hydrochl oride. 15 The
expect ed product is obtained according to the procedure
_Xdﬁﬁéw b § br[B(26 hibrof5-flEreoteheyldyyméthyDindgnf2-pifpipbeazine
conmpound obtained. in.Step C above. El enental
nicroanalysﬁ@yanﬁﬁhﬁﬁﬁvN % Calcul ated 45.54 4.69
7.24 12.22 Found 45.94 4.77 7.02 11.32
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 56.33 585 6.26 23.75
Found 56.40 6.00 6.25 23.67

EXAMPLE 115: (1a)-N-[(loc')-l-(3,5-Dibromophenyl)ethyl]-1-(1-piperazinyl)—

indancarboxamide dihydrochloride.

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

(IRS)-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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EXAMPLE 116:

(113)-N-[(1a')-1-(3,5-D bronophenyl)ethyl]-1-(1-piperaz
i nyl)- indancar boxam de di hydrochl oride. 20 The
expected product is obtained according to the procedure
described in Step B of Exanple 4, starting fromthe
second of the diastereoi soners separated in Step C of

Exanpl e 115. -64 El enental microanalysis : % %1 %N %C
Sre i (RSN A€l &) IA3GeDibromopleenplethptinf-(4ét-58tyloxBeurbodR)-1-

11. 64 = 117 (,1 . , ]
a)-N-f ?’fﬁw)fgfé}’gwﬁ;bg%%ﬂém' OENIRYAS-- 1- (1- pi per azi n
yl ) - i ndancarboxani de di hydrochl oride. Step A :
" 1/39-1-[3uf-D_ibronopheny%%fthylanine. The expected
r BaGTed ipEodust is obiredotccprding tauthd pramedurelitesiribed innStep A of

R AR AR Ren b Eron{h okt Tt 5.

pi perazinyl]-1-indancarboxam de di hydrochl ori de. The
roduct is obtained according to the procedure

expecte
Li’—"@e‘gé rf %gd’e WA o5t-&ef3 A brorwapdrepyRethyl] St [Hr (tértbyplospad benyl)- 1 -

A R e e e e
a)-N-[(1,3)-1-(3,5-Di bronmophenyl )ethyl J-1-[4-(tert-buty

I oxggcgr bonyl%-l- 15 pi Eer azi nyl J-]-1 ndancar boxam de
ot

They i CKDFFSLRIGRFIS . obitacdeRY, senasaiions b uneans of shranategtajy on silica
(elS@PatRhIREmeMYndBANS 1O fﬁ"ﬁio ey 9n silic L
(el vant: dighlorongkﬁangggt y ea%%?%?eS?H%Fcﬂﬂg%”e obtained in
Stegifast er eoi someric nixture obtained in Step B. Step D :
(1 a-NJ[(1/3)-1-(3,5-D bronophenyl)ethyl J-1-(I
pi perazi nyl )i ndan-
Step D : (1a)-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 4554 4.69 7.24 12.22
Found 45.94 4.77 7.02 11.32

EXAMPLE 116 : (1 B)-N-[(loc')-l-(3,5-Dibromophenyl)ethyl]-l-(l-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 car boxam 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 conmpound obtained in
Step C above. -65 Elemental mcroanalysis : YC%/N/C
Cal cul at ed45. 544. 697. 2412. 2Xx4Found45. 704. 767. 0611. 08 5
EXAMPLE 118:

- '.)-1- (3, 5-Di bronmophenyl ) et hyl]-1-(1-pipera
Ele%g?’ -ZC'[O&'} I rboxam de di hydrochl ori de. The expected
product i s%abt aivsdd acdev di g G/o the procedure

described in Steic)I B of Exanple 4, starting fromthe
Calcglagred of Thed dihet ere%?‘éorreflzszzseparat ed in Step C of

anpl e me mgroanal ysis © YCUH/NAC
Fop ot edﬁ%.}gmigg‘g?. %% 2d 0 indab. 534, 567, 1012 08
EXAMPLE 119:
N-T(la)-1-(3, 5-Dichlorophenyl)ethyl]-N nethyl-2-(1-pipe
j 177 (193 N-H3B ddatBsd oa@n!wenylaﬁtbmlo&rmwmswéfﬂ}-A
. N[(1RS)-]- ' r yl1-Nmet hyl -2-(1
pi per azi ny|§“-dé§f ng%@ntﬁr@g@%%?ﬁ%ﬁe expected product
i s obtained according to the procedure of Exanple 4,
starting from_the compound of Preparation 2 and

StegAviot (W)-1-[3 3 D5bxamamispifasiexigring hy| ani ne.

E

The expected product is the second of the enantiomers obtained in Step A of Example 115.

Step B = (1RS)-N-[(1[")-1-(3,5-Dibromophenyl)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 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 : (1®)-N-[(1p')-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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20 Step B: N[(1 a)-1-(3,S

Di chl orophenyl )ethyl | -N-nethyl -2-(1

pi perazi nyl)-2-indan- carboxam de. The conpound

obtained in the step above is separated by HPLC

chromat ogr aphy, on a chiraléphase, of the racemc

conpound obtained in the step above. The expected
EIRh&8MGhictoanbB§isTirst of the enantioners thereby

separated. -b6 Step C: NJ[(1 a)-]1-(3,5

Di chl or ophé&n¢l )e%h&ll | - %-Met BACI2- (1 pi perazinyl) - 2-

n ar bo ' hl orj de. The expected product
Calc %2%‘?& negglg]f/ 6%8e %g% Ht‘g% conmpound obtai ned in
Foidhe st ep 5ahoye im0 amalt Hshg hydrochl oric aci d.

El emental mcroanalysis : % %PANYC
Cal cul at ed54. 675. 788. 3214. 03 Found54. 735. 888. 2613. 89

—@@ﬁ@ﬁp@)ﬁ“ “H1BRrlsConRibrrmanhepyhethyidc @ypiperaznydy- p
erazinyl) - ZIMnme%E&%ﬂg%%?gﬁgg%dr ochl oride. The

second of the enantioners s in Step B of
Exarrpl e 119 is converted into a salt wusing

i d dth d d
ThE Qc(f Pro ug€ gsaﬂgta{%g%{ acco@ég&@e%e%gsed@%%@g[%ﬂ anedep B of

Ex&ﬂp1674 Sstaiing . ﬁ@mlﬂaeos"ecofd)%E‘Qhe's‘hla%ﬁsrén&(?nés Lepataedlin Step C of
EXAMPLE 1217 N-[(1

Exayple 103, 5. Di f | uor ophenyl ) et hyl ] - 2- (1- pi per azi nyl ) - 2-i nd
Ele%}'nm?%g%mgse: di hydr ochl ori de.
% C %H %N %Cl
Calculated 4554 4.69 7.24 12.22
Found 4553 4.56 7.10 12.08

EXAMPLE 119 : N-[(la)-l-(3,5-Dichlorophenyl)ethyl]-N-methyl—Z-(}l-piperazinyl)—Z—

indancarboxamide dihydrochloride.

Step A: N-[(IRS)-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 chromato graphy, 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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Step A1 N-[(1RS)-1-(3,5-Difhrorophenyl)etl:yll-2-(1
pipgrazinyI)-2-indancarboxan1de. 20 The expected
product is obtained according to the procedure of
Exanpl e 4, starting from the conpound of Preparation 2
and 1-(3,5-difluorophenyl)ethylamne. Step B: N[(1
?2-1-(3’Sh et hyl | -2-(1pi perazinyl)-2-indancar boxam
u § 9 [ - -
st € TG e hespes D ety ot iperezin-2
Sfeparamﬁwbybowﬁ’)n@zecm Iggt?h%?hy’ on a chira pnase 67

of the racem c conpound alned in the step above.
The expected product is the first of the enantioners

: 1 -1-(3,5
TS RS BFRAGE ebtigroT By aqsvpsioass e componmbabminmddarhe stp
abaee int Ny RET Bk BloriENRiEXPpect ed product is obtai ned

by conversion of the conpound obtained in the step
Llgipanel migragnalysial t usi ng hydrochl oric acid. El emental

1 cr oanal 1S o, DYECUANA

2;Iculatedo éGSS%@ﬁQ.l .4$%¢3hnd57.875.869.0815.47
CadbotbMPILE 123460 [ 638 832 14 _ _ _

fi -1-(3,5-D'f|uorophenyl)ethy?ﬁ-z-(l-plpera2|nyl)-2-|n
Foyath. car bothri ded- 8 hydf.86hl ofi.ée. 10 The second of the

enantioners separated in Step B of Exanple 121 is

converted into a salt using hydrochloric apld.tg yLeId
EX ATl RO 21 eN-[01 B3, 5- DRGSRy NG R AR ¥i152- (1- S e Biny 1) 2.-

9N ¥

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 %l
Calculated 54.67 578 832  14.03
Found 3495 596 815 1341

EXAMPLE 121 : N-[(la)—l-(3,5—Diﬂuorophenyl)ethyl]-Z-(l-piperazinyl)—Z-indan-

carboxamide dihydrochloride.

Step A : N—[(IRS)-]-(3,5-Diﬂuorophenyl)ethyl]—Z—(]-piperazinyl)-z-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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Cal cul ated 57.65 5.94 9.17 15.47 15 Found 58. 30 5. 88
9.14 15.61 EXAMPLE 123:
(la)-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 expect e -product is obtained
according to the procedure of Exanple 4, starting from

Thé egoe%%ﬁg ol f&ﬁflf}gﬁ? O 1;18 e the el § TR£ 86 and

b| s(t rifluoromnethyl)phenyl]ethylam ne. El enental

méro alysis : 9 9% 9N % Cal cul ated 52.46 5.11
Nal(59° 14 SefliFlsropbensyethygl-261-piveoaindh2 indserboxamide

124

RS) - 19‘?'@6’0 "{’{dl’rl f 1 uor onet hyl ) phenyl ] et hyl } - N et hy| -
1- (1-pi perazinyl)-1-indancar boxam de di hydrochi ori de.
The expect uct obt ai ned according to the
Thi, ESREAET BrogHciESs AR Bods by OBV Of HBmCoTRAIdpBd in the step

ab&*&tlﬁ‘tb@%‘alt'ugl gthsrﬁrd%hﬂdc Exanpl e 87 and

(RS) -
Elémegtalvmtfﬂoamlmt hyI ) phenyl ] et hyl ami ne. El enent al
m croanal yg 0/&:! | cul ated 52.46 5.11
7.34 12. 39/|éoun/9g ﬁgO 12. 21 10 EXAMPLE 125:
Calchlated 57. 65 594 917

15
a)-N-[( %}‘ Dfluorophenyl)ethyl] 1- (1-pi perazin

Foynd _ 1. | ndahear bi»‘iém de08li hydrddchi oride. Step A : (1
a)-N[(1RS)-]-(3,5-Difluorophenyl)ethylJ-1-[4-(tert-but
yl oxycar bonyl )-1- pi perazinyl J-1 -indancarboxam de.

EXAMPLE 122 : N-[(1B)-1-(3,5-Difluorophenyl)ethyl]-2-(1-piperazinyl)-2-indan-

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 57.65 594 917 1547
Found 5830 588 914 1561

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 wBH %N %CI
Calculated 5246 5.11 7.34  12.39
Found 5216 537 693 11.94
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The expected product is obtained according to the
procedure described in Step A of 15 Exanple 4,
starting fromthe conmpound obtained in Step B of
Exanple 86 and (RS)-1- (3, 5 -di fluorophenyl) ethyl
amne. Step B: (1 a)-N-[(1-68-
a)-1-(3,5-D fl uorophenyl)ethyl J-1-[4-(tert-butyl oxycarb
onyl )-1- piperazizzylj-]-izzdazzcarboxam de. The
expected product is obtained by chromatography on

EXAMPEE (B uacltﬁ)-N-zaRaa)qh[BgﬁBﬁairhhmbmbmyll)pas@lmwl}s-m‘-methyl-

the di astereoi soneric mxture obtained in Step A Step
C: (1 a)-N [{d-piperszipy)d-indancaspextaide dikydrprlilonide,

pi perazinyl)-1-i ndan- carboxam de di hydrochl oride. The
expected product_ is obtained according to the procedure

Thy ggpgeiaslaprodyet ¢ eptamed pecardingye éheqprogedive pHExamplmd plarting from

0 jned:.in ep B -69- E I

o R Ng | S SR o e el SR ety 10,5
biskaoifin dforheAR6)pROBy 1 Bhhdarbine5 EXAMPLE 126:

la)-N-[(1(3')-1-(3,5-D fl uorophenyl)ethyl]-1-(1-pipera
El lynigroa car boxam de di hydrochl ori de. The
expected pgpductqej g obdgined ggcording to the procedure
described in Step B of Exanple 4, starting fromthe
Cobwbéoetl of Shé6di &dler edBsonells3%eparated in Step B of

FoRf Cul a1 a3 7855 0o, 1718, 47 #unde7. 156. 318, 8415, 38

EXAMPLE 125: (1a)-N-[(1a")-1-(3,5-Difluorophenyl)ethyl]-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

Step A :  (1)-N-[(1RS)-1-(3,5-Difluorophenyl)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 B of Example 86 and (RS)-1-
(3,5-difluorophenyl)ethylamine.

Step B : (1a)-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-[(1a')-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.
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EXAMPLE 127: (1

p)-N-[(la")-1-(3,5-Di fluorophenyl)ethyl]-1-(1-piperazin
yl)-1- 15 i ndancar boxam de di hydrochl oride. Step A :
(1213) N[(1RS)-]-(3,5

Di fl uor ophenyl )ethyl]-1-[4-¢é%rt-butyl oxycarbonyl)-1-

pi per azi nyl J-1 -i ndancar boxam de. The expected product
Elén?en%%b%‘éﬁal%?or di ng to the procedure described in
Step A of Exanple 4, starting fromthe conmpound

obt ai ned i #» Gt ep’eAof Bpanpl% @7 and (RS)-1- 20

3 iflu hepyl ) et e. Step B: (I[.3)-N[(12
Cagﬂd"fe‘?s 5- %%%P oféf)hené%% h&‘Vl [4-(tert-butyl oxycarb
Fohwy! ) -1- pkpesazipyl J-4 sk ndaﬁc&f boxam de. The expected

product is obtained by chromatography on silica
(eluant: dichloronethane/ethyl acetate) of the

{ 70 .St
EXARPLE AL R S B Rt S BRI ER frpindipgiy B8
pi per azi nyl mdhncmﬁamamnferdmy@mdmrmehydr ochl oride. The
expected product is obtained according to the procedure
described in Step B of Exanple 4, starting fromthe
Themrpenmﬁ pedilual e dbtiainedt 2pordigp ey ¢he probt®i®Meddribed in Step B of
clkoimal ysis % %1 YN % Cal cul ated 57.65 5.94 9. 17
Example74 rejatgesiomgthg ssgongd of the depstersosymiars somrated in Step B of
Exnﬁ%l’el\h
1-(3,5-Di fl uorophenyl) et hyl]-1-(1-pi perazinyl)-1-

ﬂ&;&dﬂt&mﬂmm de di hydrochl oride. 15 The expected

pr oduct |s | acgardi o the procedure

described e&%% g\éx %C& starting fromthe
Caketosd of 57]@5 dlﬁggere;pyﬁone;ﬁﬁeparat ed in Step B of
Found 57.15 6.31 884 1538

EXAMPLE 127 : (1B)-N-[(1a.")-1-(3,5-Difluorophenyl)ethyl]-1-(1-piperazinyl)-1-

indancarboxamide dihydrochloride.

Step A :  (15)-N-[(1RS)-1-(3,5-Difluorophenyl)ethyl]-1-[4-(tert-butyloxycarbonyl)-1-

Dpiperazinyl]-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 : (1[)-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.



Exanpl e 127. El enental mcroanalysis : % %1 %N %

Cal cul ated 57.65 5.94 9.17 15.47 Found 57.38 6.33 8. 87
15. 34 EXAMPLE 129:

N- ( 3- Chl or o- 5-fl uor obenzyl ) - 2- ( 1- pi per azi nyl ) - 2-i ndanca
rboxam de di hydrochl oride.-®0 The expected product is
obt ai ned according to the procedure of Exanple 4,

rt AL on
o W RS P RSl R R O
uC %‘b(%bmlde%ﬁbﬂcﬁvﬁm&S‘L 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) et hyI ]-2-(1-pi perazinyl)-
- ' [ 0 X
e AR pRRRE A thihel AYRE oo el Frocddiie GEREGLF I step B of
Ex#npled), etartingsta thengndpoand oﬁthlaed:ﬁn&eplmhb@fze Preparation 2
and I'S)-1-[3,5-di chl orophenyl ] et hyl am ne. 5El enent al
El Sis - g0 AN Cal cul at ed53. 795. 548. 5528. 87
Found54. 53%. 598. 8. 131: (1 (x)-N-[(12
(x")-1-(3, %% ch??opﬁ%ﬁgﬂt?gl] 1-(1- pi perazinyl)- 10
Caicnlieavc ar boXaéd des.84 hydi. ot hl doi4fe Step A @ (1
Fo %ff N[ (I RS 7%‘?)(3‘3%13 cé_&é oro]%hé%nyl Jethylj-1-[4-(tert-bu

oxycar bon

EXAMPLEF 128 : (1B)-N-[(1B")-1-(3,5-Difluorophenyl)ethyl}-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 127.
Elemental microanalysis :

%C %H %N %Cl
Calculated 57.65 594 917 1547
Found 57.38 633 887 1534

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 54.74 547 912 15.39
Found 55.24 561 9.06 1529
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pi perazinyl J-1-in dan carboxamide. 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)- 1-
15 (3, 5-di chl orophenyl )ethyl7am ne. Step B : (1 a)-N-[(1
a9-1-(3,5-D chIorophenyI)ethyIJ 1-[4-(tert-butyl oxycarb

EX%ﬁ\XiJLElrsop'ﬁg 1%5'1”@ %ch %ﬂa@@lgﬂgﬂw ?—p&ﬂ{%ﬁ@ﬁi‘ﬁ%fnﬂ%—

(el uant: oharhbmmm:tdmmhrbdﬂhmﬂe acetate) of the
di astereoi soneric m xture obtained in Step A 20 Step
C (1 a-NJ[(1 a9-1-(3,5-Dichlorophenyl)ethyl]-1-(1
Thé b:gﬁh%é aﬁéf(!h)ct I bigdiapa a&%&ﬂﬂ@‘ AN S rt AU SO RM198; stdfiBg from
cted product 1s obtained according to the proceduré
thedesppidubef Rrapasttam Bamwf (1SELApHdEcklorophenyl jetiyldrioen t he
7152 und ob%alned in Step B above. -72 El enent al
%%&ZW-%% O % Cal cul ated 53.79 5.54
8. 55 28. 814(50U@@}54.%gp5.696&y04 28.87 5 EXAWPLE 132:
é&a) N-[(2(3 -1-§3,5-D chl or ophenyl ) et hyl]-1-(1-pipera
Calriiyad) - 1 Indancarboxamide di8ydrochl ori de. The
ected p ne cording to the procedure
égcrlbed %%?%;ep‘% Q§ﬁ%x %§%® 4, starting fromthe
second of the diastereoi soners separated in Step B of

10Exa%PIe 131. Elenental mcroanalysis : %%/
EXAMPLE 131 : (1a)-N-[(1a')-1-(3,5-Dichlorophenyl)ethyl}-1-(1-piperazinyl)-

indancarboxamide dihydrochloride

Step A :  (1a)-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-

Ppiperazinyl]-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.



Cal cul at ed53. 795. 548. 5528. 87 Found54. 265. 408. 0428. 03
EXAMPLE 133: (1(3)-N[(1

(x")-1-(3,5-Di chl orophenyl)ethyl]-1-(1-piperazinyl)-1-
15 i ndancar boxam de di hydrochl oride. Step A :
(1/3)-N-[(1RS)-1-(3,5-D chl-oeephenyl )ethyl]-1-[4-(tert-
but yl oxycar bonyl )-1- piperazinyl]-l -indancarboxam de.

The, ex oduct is obtained according to the
EledFiaP KRFEME “r'i bed in Step A of Exanple 4, starting

fromthe cgmpouryd robt axned i2aCht ep A of Exanpl e 87 and

éRS)-l- 20 (3, 5-dichl orophen |8) ethylamne. Step B :
Caleglpted N [ (38.79 ~ 5.54 855 28.87

Fodar 1- (3, 5-§) ghl of gphenypj et hylg- 1-[4- (tert - butyl oxycarb
onyl )-1- pi perazinyl J-r%/-i ndancar boxam de. The expected
product is obtained by chronmatography on silica

I tian O t.h of 1tk N
EX MR o P LR e D op REIRE £ piferainyd
C. (10Q - N [jpda@darbokamfrelikfirotmpriaey| ) et liylj-1-(1
pi perazi nyl )-1-i ndan- carboxam de di hydrochl ori de. The
expected product is obtained according to the procedure
Thél@gsédtddegrodictSisepbtBinedl bxaigl ® the plodsdurédedoiibad tiheStep B of
conmpound obtained in Step B above. El enental i
Exaiple ohnsifigg sfrom the%qn;w%of the Siastereoiesmery semuzicd dp Stgy B of
EX%@%@qg . 005. 548. 0828. 19 EXAVPLE 134:
)-N-[(1(3")-1-(3,5-Di chl orophenyl)ethyl]-1-(1-piper
Eleaeniy mjerbandl@sis ndancar boxamni de di hydr ochl ori de.

%C %H %N %Cl
Calculated 33.79 554 855 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 :  (10)-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 second of the diastereoisoners separated in
Step B of Exanple 133. El enental m croanalysis :
159N/ Cal cul at ed53. 795,548, 5528. 87
Found53. 805. 627. 9327. 54 EF? E 1ﬁ5i > (1-pi o)
N- (3- Chl oro- 5-fl uorobenz - N- net -2-(1-pi perazinyl) -
M&ﬁd&%@@aﬁ%&céﬁé@@hl&@r@uﬂbcfﬁy r(lﬂﬁ'l’éligeillﬂi-ﬁfeindmd
r odu ' s Lding to the procedure o
Exanp%%”’,“@@%ﬁ?ﬁﬁg”a?§ﬁ¥&thg conpound of Preparation 2
and N-rmet hyl - 3-chl oro-5-fl uorobenzyl am ne. El enent al
m cro ngl sés L% % 9N %0 Cal cul ated 55.65 5.73
The @@G%Q_ 4%0 us l?cégﬁéms‘sa@@r@.lmo ghg procedws deparitedAPEEp B of

Exgmple 4 starting from the compound SRS FIP-REDWEy 1 - 2- (1- pi pe
El italybixrdgmalymidancar boxam de di hydrochl oride. Step A :

N[ (ZRS)-Z.(3,5 Pifluorophel :yl)etliyll N nmethyl-2-(
piLérazinyﬁégé-i%%&h- 4 bo%&#ﬂée. 5 The expected

t is ai ac din t he procedure of
Chgigﬁg%e 4,5§?grt?§g fr%§§ tﬁgi%gnpound of Preparation 2
Fogpd N- et hy#.00- (358- di 8.D8or obhhyl ) et hyl anine. Step B

N-[(1 a)-]-(3,SDiflirorophenyl)ethylJ-Nnethyl-2-(1
pi perazinryl)-2-indan- carboxafnide. The conmpound
EXQOVEPLIE (34 ﬂ(It[j)fN-?((lBB-ﬁ@?ﬂ-ﬁiélﬁoﬁ)ﬁ@ﬁ%&ﬂyﬁx-(’iIP]}igerazinyl)-l-
chr omat ogr aphy, on a
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 %BH %N %Cl
Calculated 53.79 554 855 2887
Found 53.80 5.62 7.93  27.54

EXAMPLE 135 : N-(3-Chlor0-5-ﬂuorobenzyl)-N—methyl—Z-(l-piperazinyl)—Z-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 %H %N %Cl
Calculated 35.65 573 885 2240
Found 5554 595 881  22.55
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10 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, ShDi fl uorophenyl)ethyl J-N-net hyl -2-(1

pi perazinyl)-2-indan- carboxgpi de di hydrochl ori de.

15The expected product is obtained by conversion of the

oppound _obtained in the step above into a salt using

El%&éé i EN-Hd Pt 1-(B4SeRrifmoxophiny ety -y anethy - 2404 pd &t iny1)-2-
cal cul atedofy dhRatbokamide afhyarochioride, 9 30- 098- 6215. 18 20
N[(1R) -1-(3,5-D fluorophenyl)ethyl]-N nethyl-2-(1-pipe
razinyl)-2- indancar boxamn de di hydrochl oride. The

Stend &0 dV-HERS)d '(éﬁaﬁtfl'@m@'&@ﬂbymwet’wi—Bt(é-pi;&rmfinyl)-Z-indan-
Exanpl i.s converted into a salt wusing
hydroéﬁﬂ%&?@"ﬁ%id to yield the expected product. -75
El emental m croanal ysis : %%/

T Cal cul af ed58. 486, 198. 8915. 01 Found57. 836. 358. 6415.56 5
h%m R pct(lp obiained according to the procedure of Example 4, starting from

o PR DR ER G T Dorberd B B e

(1

a) - N S)-1-(3, 5- D bronophenyl ) et hyl J-N-net hyl -1 -[ 4-(
%ﬁ& %‘ﬁﬁ f%%;{é"(%%ﬂyermhfny ethy. -A?-methyI-Z-(z-pzperazinyl)-z-indan-

Pi per azipa¥luhide; | Ndancar boxanzi de. The expected product

i s obtained according to the procedure described in
Step A of 10 Exanple 4, starting fromthe conpound

[ in .St of ampl e 86 and (RS)-N
Th8 le%lr)cr)lllen Obfaitied” 1% tEe step Elg(ovrerES separated by I-(I_PL% 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 0:)-1-(3,5-Diﬂuorophenyl)ethyI]-N-methyI-Z-(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 3848 6.19 889  15.01
Found 37.93 6.09 862 1518

EXAMPLE 137 : N-[(l[3)—1-(3,5-Diﬂuorophenyl)ethyl]-N-methyl-Z-(l-piperazinyl)-Z-

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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methyl - | -(3, 5-di bronophenyl )ethylamne. Step B : (1

a)-N-[ (1
a9- 1- (3, 5-Di bronmophenyl ) et hyl J-N-nmethyl -1 -[4-(tert-buty
| oxy- carbonyl)-1l piperazinyl]-I-iizdancarboxam de. The

expected product is obtained-by chromatography on
silica (eluant: 15 dichl oronet hane/ ethyl acetate) of

lthe di ast ereoi someric m xture obtained in Step A Step
Elghontal ilgoqqafion 291 (3, 5

Di br onophenyl) et lpy - Nopt hyl%gz (1 piperazinyl)-1-

i ndancar boxam de di hydrochl ori de. The expected product
Cqleulgisdai nedSadcobdihg BS% helppocedur e described in

p B of mple,4, starting fromthe conpound
ch{;l?ai ned i r?';g?ep@%boéé% 201%56m=_\nt al mcroanal ysis :
9% 9 9N % Cal cul ated 46.49 4.92 7.07 11.93 Found
46.62 5.05 6.78 11.01 -76 EXAMPLE 139: (1

EXAMPLE 138 1d)-N<(5x'Bil 4B Sebivvermppherylek] 1NoRkg 1l (1-
pi perazinyl ) 1-i ndappar boxam de, gi hgd‘)rélct)cblrﬁ ori dgw Th(é
expect ed pr SRFERZIPEDIMYancarbaxamidsdihydrochloride procedur e
described in Step B of S5Exanple 4, starting fromthe
second of the diastereoisoners separated in Step B of

StepArpl(E)1 ¥4l 1RS)ekreh5-dhib moncapd anyd) LB N-m SO0 Ee rt-butviosy-
Cal cul at,ed46.494.927.0711. 93 Found46. 145. 056. 6511. 14 1
EXAI\/PEﬁrbfﬁ _ -1 Mgt{c(rfzm yl]-1-indancarboxamide.

a)-1-[3,5-Bis(trifluoronethyl)phenyl]ethyl}-N nethyl-2-
1- pi.perazjnyl)-2-indancar boxam de di hydrochl ori de.
Th@: exp@ctgc? producy 1:>) o%talne accord?ng to the procegure 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 %l
Calculated 46.49 4.92 7.07  11.93
Found 46.62 505 6.78 11.01
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Step A :
N[(IRS)-1-[3,S Bis(trifluoronethyl)phenylJethyl]-N net
hyl -2- (1 pi perazinyl)- 2-indancarboxan de. The expected
product is obtained according to the procedure of
Exanpl e 4, starting from 15 he conpound of
Preparation 2 and
hyl 5-bi s trlfluoroneth ') phenyl ]
E&M L, 135 [( kN- [glé')- onmpgengyrl))ethyl]-N-methyl-l-(1-

e ullll T

BIS(trIf|u0ﬁﬁﬁa% h tlt
pi perazinyl )-" 2- ?%ggﬁkgﬁ §§%%?5@%¥k§ﬁ%§ﬁﬁﬁhﬁﬁ“ébtained
in the step above is separated by HPLC chromat ogr aphy,
THN I racem ¢ ¢ oynd .obt ai ned
enchectd, GO o PRI Beohde (B RE iR ane tHierved &t Sp B of
Exampl@#ammrﬁ&m e e&yond egfathat &dstere3ﬁ01§€1%pse9arate|& i 8tep B of
EX#Q 5 Bis(trifluoroinethyl)phe
Qﬁ ['}-N-nmethyl -2-( piperazinyl)
fﬂ&nbnﬂaﬂﬁﬁ&pﬁﬁgﬂ1de di hydrochl oride. The expected
product i's obtained by conversion of the conmpound
obtained i #%othe 4 Bp &bdve $¥4Cb a salt using
roghl ori cid.,,.5 E ntal nlcroanaly5|s D%C % N
CYHIERE, O8RS B9756 2007 /el 15 30 Found 53.00 5. 39
Foln?d0 12. 034EXANP555141665 1114
N{(1(3)-1-[3,5- Bls(trlfluoronethyl)phenyl]
ethyl }-N-nethyl -2-(1 10 pi perazi nyl)-2-indancar boxam de

AL i oSSR BB oo B
usi ng hydr opffepasi 3(1?-9119d£@ca¥b%}§|9w&88ﬁ189d@rOd“"t

El emental m croanal ysi s

Step A :  N-{(1RS)-1-[3,5-Bis(i trifluoromethyl)phenyljethyl}-N-m 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 N—methyl-l-[3,5-bis(tn'ﬂuoromethyl)phenyl]-

ethylamine.

Step B : N-{(1a)-1-[3, 5-Bis(triﬂuoromethyl)phenyl]ethyl}-N-methyl-Z-(I -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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15 Cal cul ated 56.03 5.27 7.84 6.61 Found 56.54 5. 44

7.66 6.49 EXAMPLE 142: . . g

N-[ (1R) - 1- Phenyl et hyl ] - N- et hyl - 2- (1- pi perazi nyl )-2-in

an- carboxam de di hydrochl ori de. The expected product

i s obtained according to the-procedure of Exanple 4,

starting from 20 the conpound ofI Pr epar iatl on 2 anldysi .

1R) - -1 - phenet hyl am ne. El emental m croana
Qémng3&&5&5¥éf{5éém¥ﬁpﬁv@ﬂ“%B@%bﬂWﬂ@QﬂQJGBumB¢QHTﬁﬁMﬂuhwﬁ-

63. 25 9; . e %?gﬁ LE 143:_ _ _

N-[ (I éz@gﬁ%ﬁ%@ﬁgﬁhy@m ri/ 2. (1- pi perazinyl)-2-ind

an- carboxam de di hydrochl ori de. Tge exp;ectEid p:rodLAcht

' ' ' to the procedure o anpl e 4,
T}is,ef%l)&)?%t%g f}gg i (lzﬁoh fay ﬂﬂ%uﬁ@végi% eb heagampouad apthined in the step

Bgnat am ne. 5 El enent al

ab%?%ﬁiﬁﬂéw% % %HH%/O Cal cul ated 63.30 7.16
Llgngnalygicpmnabvisnd 63. 81 7.29 9.48 16. 72 EXAVPLE 144: (1

) - N-[ (1S) 51 Phepylet hyl 1 - N-pethyl - | - ( 1- pi per azi nyl ) - 1-
?Ld%g(lo)&}\ boxg de %&ydr %teh oride. The expected
Cqiedaredt i s solsai Bgd aceggydi ngy ke the procedure of
Exanpl e 4, starting from the conpound obtained in Step
Foﬁngf ExanpPé 086 éﬁg ( 18P0N- me1.831 - | - phenet hyl ami ne.
El enental m croanal ysis % %1 %N %

EXAMPLE 141 : N-{(1 B)—l-[3,S-Bis(triﬂuoromethyl)phenyl]ethyl}-N—methyl—Z-(l-

piperazinyl)-2-indancarboxamide hydrochloride.

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 :
»wC %H %N %CCl
Calculated 56.03 5.27 7.84 6.61
Found 56.54 5.44 7.66  6.49

EXAMPLE 142 : N—[(lR)-l-Phenylethyl]-N—methyl-Z-(l-piperazinyl)-Z—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 63.30 716  9.63 16.25
Found 63.25 734 935 1678
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15 Cal cul ated 63.30 7.16 9.63 16.25 Found 62.68 7.29
9.25 16. 04 EXAMPLE 145: . .
(1(3)-N-[(1S)-1-Phenyl ethyl]-Nnethyl-I-(1-piperazinyl)
-1-i ndan- carboxam de di hydrochl ori de. The expected
product is obtained accordinggto the procedure of
Exanple 4, starting from 20 the conpound obtained in

%Eﬁ-@kﬁﬂgﬁ&%&%tm-ﬁwet@l@n@ ripgrazinyl)-2-indan-

' aBh i : 16
m croanal ysdasboxalideibfird&iorigd! cul at ed 63.30 7.
9. 63 16. 2% Found 63.51 7.54 9.47 16.06 -79 EXAMPLE

146: . .
= -:1- Phenyl et hyl. ] - N-net hyl - | - ( 1- pi per azi nyl)

e Bkt PR SRR Gl iPE prscuriss Fsepels batanig from
the caup@indios Podpiagitioa @GC(QS)dNHﬂetBﬁ—lt-Bﬁengfhg/&%ﬂﬂée of

Exa e. 4, s} arting from the conmpoun btained in Step
Elgnepibleisedanglys: ‘and (1R)- N- et hyl -1 - phenet hyl am ng. 5

El enment al m} er oan Sig, a UG, 9% YN T  Cal cul ate

63.30 7. 16@6.%{33 fgbzlS /‘i‘:’gundﬁ(g}. 63 7.67 9.68 15.51
CaolailE 1473301 7.16  9.63 1625 _ _
a)i- N-[(1R)-.1-Phenyl eth I4%- N-net hyl -1 - (1- pi perazinyl)-1-
Fotdan- 10 é%‘rgléoxgr?igde é-i ydr&&h ori de. The expected

product is obtained according to the procedure of

Exanpl e 4, starting from the conpound obtained in Step
EXAMEPTEE ddvbt @oeavaﬂcf){llﬂ)edwaﬁylhw-nlet%hqnatmmmmq-indan_

i croanal ysis : Y%C % 9N %
El ement al Mearboxamide 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 ( 1.5)-N-methyl-1-phenethylamine.
Elemental microanalysis :

»C %H %N %cCl
Calculated 6330 7.16 9.63 16.25
Found 62.68 7.29 925  16.04

EXAMPLE 145 : (1 B)—N—[(lS’)—l-Phenylethyl]-N-methyl—l-(l-piperazinyl)-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 (15)-N-methyl-1-phenethylamine.
Elemental microanalysis :

%C %H %N %Cl
Calculated 63.30 7.16 9.63 16.25
Found 63.51 7.54 947  16.06
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15 Cal cul ated 63.30 7.16 9.63 16.25 Found 62.87 7.16

9.06 15.95 EXAMPLE 148: N-[(1

a)-1- (3, 5-Di bronmophenyl ) et hyl ] - N- et hyl - 2- (1- pi perazi ny

| )-2- indancarboxam de di hydrochl oride. 20 Step A :

N[(IRS)-1-(3,5 Di brormpheny_lﬁ_et hyl | - N- met hyl - 2- (1

pi perazinyl)-2-indan- carboxam de. The expected product

i S_obtained according to the procedure of Exanple 4,
—M@w s 46 ¢ 4H) ‘Ng@;@o}ﬁbmemllgﬁml ﬂl-@lﬂpig)gaﬁsﬂnyl)-B-mdan-

N- et hy i bro yl am ne. - t ep

N-[(1 a)- ] %%“4;) Bf"d?%ﬁﬁ%ﬁé?] “;réé‘hw J-N- et hyl - 2- (1

pi perazi nyI ) - 2-i ndan- carboxam de The conpound obt ai ned

in the p above is separated by HPLC chromat ography,
ThG’rFXQeCtE‘i PFOQPCHGH gbtinedfaceerdingatoghe procedyye vfi Exahpki 4)edriing from

ecte i s t eflrst of

e RN PR in 81cb S 6P HRERE 37 80 (Do reethyIN:phepetyfamine.
Eleyertaligickodaulysisrophenyl ) et hyl ] - N- et hyl -2-(1

pi per azi ny:y. 2-indan- carboxani de di hydrochl oride. The

expected p ?)guct/‘?g obt&dVned? Y4yl conversion of the
Chanpeynd o ne n t ste bove into a salt using

hydr ochl or?‘gggm gjb %/ags sgec rometry : [ M-H] +=519. 1
FopxAVPLE 1463. mwws) 2663, 5205 br omoph

enyl ) et hyl ] - N-net hyl - 2- ( 1- pi per azi nyl ) - 2-

i ndancar boxam de di hydrochl ori de. The second of the

L conve r]? iegcij |S n@gﬂg@g q_PE%lﬁlrllgg‘tBﬁ@é\? Egygff{}b '%l@f’ﬁazklﬁ' ;1-pdpn-
t he expect ecarboraimide dikpdfdchgeileal M croanal ysis :
UCYHNAT

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 62.87 716 9.06 15.95

EXAMPLE 148 : N-[(1 a)-l-(3,S-Dibromophenyl)ethyl]-N-methyl-2—(1-piperazinyl)-Z—

indancarboxamide dihydrochloride.

Step A : N-[(IRS)-I-(3,5-Dibromophenyl)ethyl]-N-methyl—Z-(l-piperazinyl)—Z-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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Cal cul at ed46. 494. 927. 0711. 93 Found46. 994. 856. 9011. 28

EXAMPLE 150:
(RS)-1-{2-[(1-(3,5-D et hyl phenyl ) et hoxy) met hyl ] i ndan- 2
-yl}- 20 piperazine dihydrochloride. Step A :

tent - But yl -%0.-
(RS)-4-(2-{[(3, 5-di net hyl benzoyl ) oxy] net hyl ] i ndan- 2
yl a-l- pi per azi necarboxylate To 4.8 g of the conpound
St i AEdTiop- 1986y Dibromo, eypetdyl-Nemeetiyl-06( Iepipérazinyl)-2-indan-
3, 5- di pd Ny, 'ide25 benzoic acid dissolved in 10 m of
nmet hyl'ene chl'ori de there are added, at 0C, 2.76 g of 1
-81 (3-di met hyl am nopropyl) - 3-et hyl carbodi i m de
hydrochl ori de and 150 ng of di nethyl- am nopyri di ne.
Thgr qompognd jabfawepds igr the Gtepothoxe as sepatsiteshby (HRTHE Chtoutatogrighg, on a

[ ff, .the residue is redissol ved
Chiﬁﬁi ﬁgl?% IOT glc? gtxga?'@? %gﬁgo%@eor? ’tzfuﬁeedelg Flgeaﬁ?%a gse i s washed
Thaiexhectadgredyct dv the dirand tR\eap@ii@s theldb§ sEEahdge obt ai ned

is purified by chromatography on silica 5 gel (eluant:
di chl or onet hane/ et hyl acetate 92.5/7.5) to yield the

St_tfﬁé@ & ? gﬁ& § Pt}-?-d(ﬁl,%t-DibWILr Bﬁhn ) yBgtih .{}lt]-]\.?-m]ét 8) JZ—(? Ep%)ergzi;z yl)-2-indan-

A- [ 2- chiboxbidide-diiywresmiyhigheny! ) vi nyl Joxy} met | zyl ) i ndan-
2 y1J-1- piperazin ecarboxylate To 4.55 g of the
product obtained in the step above, dissolved in 40 m

Thefexb&ditABY r . t are ded 19.4 of al
soei}fgt itonBo({‘éirugt}c fr%et ?/lf“ta(lilf% gnég@g(%%l%ﬁnoﬁg lfgﬂlé’f)u%ghﬁﬂ‘?fld?ém step
abowe inteersaliemingchydtochkiicuxidunder nitrogen. After stirring

for 6 hours + X, a further 9.7 m of the
Mass spect s%ﬁ]oﬁ?géz added and refluxing is
continued for 18 hours. After returning to anbient
tenperature, 300 ml of pentane are added and the
Eg@ﬂ%ﬁ@elgg: Ni- [(t B¢ ke (B,5-Ditwo o phien s ethiyB-NevisiRy1ad-ed ppRfazinyl)-2-
the residue,is th%n ch_ronaag(%ra ed on silica geF

. h )
(el uant: 19dgpearbgrymdeihgirochipridscet at e 90/ 10) to
yield the expected product. Melting point : 128C.

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 %Cl
Calculated 46.49 4.92 7.07 11.93
Found 46.99 485 690 11.28

EXAMPLE 150 : (RS)-1-{2-[(1-(3,5-Dimethylphenyl)ethoxy)methylindan-2-yl}-

piperazine dihydrochloride.

Step A :  tert-Butyl (RS)-4-(2-{[(3,5-dimethylbenzoyl)oxy]metlzyl}indan-Z-yl)-] -

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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Step C: tert-Butyl _
(RS)-4-(2-{[1- (3, 5-di met hyl phenyl ) et hoxyJmet| zyl ]i, zd
an-2 yl)-1- piperazin ecarboxylate To 1.6 g of the

product obtained in the step above, dissolved in 40 m

of toluene and 20 mM 20 of %nhydrous et hanol, there

are added, after degassing, ~ 55 nmg (5 % nol ar) of

tris(triphenyl phosphi ne)rhodi um chloride. The m xture

(3dim &Qr}mrnm@@éhéte&wwaobodzmmmygrochlonamlﬁnlso mg of dimethyl-

LT S ST I

expected product is obtained. 2
wategrp deghy ﬁtlctﬁvapeqag;d. The gesmue obtained is punﬁed by chromatography on silica

ec) e ST BRE DR ki 70 e vl iesetetpniomrngnet
Mdhwgapoiad: IBp°€Ceacti on of the conpound obtained in the

step above w th hydrochloric acid. 5El enental
nicPoanaIysis D ANV Calculated65 907. 836. 4016. 21

51 1 -

Sté;@]f' ?_Ej(@%’t-s_l l o gfﬁ é? éﬁ‘% 1?5@5 Ize I{I_Hli?_ﬁy}li ﬁ&&&’séﬂlflz}'ﬂ]'h)
piperpqwnaudwhyﬁmumhiorlde Step A tert-Butyl
(RS)-4-(2-{[]-(3,5-dichlorophenyl)ethoxyJmethyl }i ndan- 2
yl')-1- piperazin ecarboxyl ate The expected product is

Tozb%ﬁ b g@ Q}ﬁ%@&[&l bﬁﬁﬂe@ lltl 'ﬂfe {pgééb%g'g r(ﬁ%s%?\%ﬁ & BE 4 lloql te%ra%@grofuran
thege Eﬁgcﬁdﬂg‘i kY- I4k§@1nfzf(ﬁ bM&@’ﬂ\dlommfﬁnmpth)ﬂtﬂDanocene in toluene. The mixture is

theR h%atgh %pl‘e%{l)(() %rexcrl]ezr%t%o gen. After stirring for 6 hours under reflux, a further 9.7 ml
of the titanocene solution are added and refluxing is continued for 18 hours. 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-{[]-(3,5-dimethylphenyl)ethoxy]methyl}indan-2-yl)-1-

Piperazinecarboxylate

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/ethy] acetate 80/20), the expected
product is obtained.

IR:>=CO 1688 cm .



15 acid. Step B: tert-Butyl 4-(2-{[(1
a)-]-(3,5-dichlorophenyl)ethoxydnet hyljindan-2 yl)-1-
pi perazi n ecar boxyl ate The conpound obtained in the
step above is separated by HPLC chromat ography, on a
chiral phase, of the racemc fonpound obtained in the
step above. 20 The expected'ﬁ oduct is the first of the
enantioners thereby separated. Step C: 1-{2-[((1
Step Dy (BShI#R-dA-Gr oP¥raetiylpbeindieshaxpirinshiliin dm#g%;l}pip;razine
yl } pi pg | zze . di hydrochl ori de. The expected product
IS ob%@%ﬁég%‘vwkéaction of the conpound obtained in the
step above wth hydrochloric acid. -83 El enental
m croanal ysis : %C %1 9N %
Thepentet Bgductissbiosd &5 r9acsion Pf thr&BuIoned 2B EiGHE2A8 B5stEp above

: s 4-{2- 1
W¢:£iIéﬁagég%f%hforgégenyl)ethoxy)nethyl]indan-2-y|}-

Elowaealagicroandiyliydr ochl ori de. 1099410/
Cal cul at ed;}/S. 255, 905. 8629. 65 Found55. 636. 245. 6529. 48
The second”®f t h& BnantdBner% Geparated in Step B of
dxahmplhe 15ksiog r ted yhth rochloric acid to yield
Cjthe éipectgéggrogggt. %%QnenCQXFWicroanalysis . EXAMPLE
Fougd: 66.36 8.34 6.43 15.98
1-{(la)-1-[((la")-1-(3,5-Di cuorophenyl)ethoxy)nethyl]in
dan-1-yl }- piperazi ne di hydrochl ori de.

EXAMPLE 151 : l-{2-[((1oc)-l—(3,5-Dichlorophenyl)ethoxy)methyl]indan—Z-yl}-

piperazine dihydrochloride.

Step A :  tert-Butyl (RS)-4-(2-{[1-(3,5-dichlor0phenyl)ethoxy]methyl}indan-Z—yl)-]-

Diperazinecarboxylate

The expected product is obtained according to the procedure described in Steps A to C of
Example 150, replacing the 3,5-dimethylbenzoic acid in Step A by 3,5-dichlorobenzoic

acid.

Step B : tert-Butyl 4-(2-{{(1 -1 ~(3,5-dichlorophenyl)ethoxy[methyl}indan-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)metlzyl]indan-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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15 Step A: (1 a)-I1-[4-(tert-Butyl oaycarboizyl)-1
pi perazinyl J-]-liydroxynetl:ylindan. The expected
product is the first of the enantioners obtained by
separation on a chiral HPLC colum of the conpound
obtalned in Step B of Exanpl§31 Step B : tert-Butyl
4_
}[(1RS)-I-(3 S-di f | uorophenyl ) et hoxyJnet hyl } i ndan-
Eﬁmwwm migrqanabsiszi necar boxyl ate 20 The expect ed product
IS obtalned cog t he, cedure described in
Steps A to & /%yg rpNiSO/qéfarting fromthe
(ldaﬂ@@Mnd obﬁaﬁnedgon tb@gsteggapove and 3, 5-difluoro-
en20|c acid. -84 Step C: tert-Butyl 4-((1 a)-1-[[(1
Foggd1- (3, 5- e‘i|5f1|7uoﬁe?|8hen§|6)5et ha%9Imet hyl }i ndan-1 yl)- 1
pi perazi necar boxyl ate The conpound obtained in the step
above is separated by chromatography on silica. The
EXAMEIEA5DE 04R((1B5-1:DS- lf)ic -
t her eby sepagaﬁg(dmh ¢ hﬁiro@ﬁ n%ﬂ%tﬂyx?ﬁ???gﬁinﬁgﬂfirﬁ}
a9-1-(3, S- meeumzlapﬂdwllry@ﬂmw) met hyl Ji ndan- 1
yl } pi perazi ne di hydrochloride 10 The expected product
i s obtained by reaction of the conpound obtained in the
Thst eporaboy ehe \shidionys @efthkaEd Gn &b B Bre®MoA 151 is reacted with
i.nicroanalysis ; % %1 9N % Cal cul ated 59. 33 6. 34
hygroslylorig agid to pisiththegpeptedaradics. 88 16. 00 EXAMPLE 154: 1
Eldkédntal mzcroanalyszs
a)-1-T((I(3)-1-(3,5-D fluorophenyl) et hoxy) net hyl ] i ndan
-1-yl1}- pl&%CaZIhEHdlh%ﬂWOCH%QWIde 15 The expected

r [ ai by _reaction of the second of the
Caf] chf%r or ggﬁé §gg byshgaction
Found 35.63 6.24 5.65 29.48

EXAMPLE 153 : 1-{(1a)-l-[((la')-l-(3,5-Difluorophenyl)ethoxy)methyl]indan-l-yl}-

piperazine dihydrochloride.

Step A :  (1a)-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 a)-1-{[(1RS)-1-(3, 5-difluorophenyl)ethoxy]methyl}indan-1-yl)-

I-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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separated in Step C of Exanple 153 with hydrochloric
acid. Elenental mcroanalysis : % %1 %N %

Cal cul ated 59.33 6.34 6.29 15.92 20 Found 58.86 6.18
6. 05 15.85 EXAMPLE 155: 1-{(1(3)-1-[((1

a')-1-(3,5-Di fluorophenyl)ethpxy)nmethyl]indan-1-yl}-
pi perazi ne di hydrochl oride. Step A :

1/3)-1-[4-(tent-Butyl oxycarbonyl)-1
S 63 sert-R A -G S Surorbre stssaiisehpivdavi-yD-
is thq@-&&ggﬂ%{rﬁw@ﬂgnanti oners obtained by separation
a

on a chi columm of the conpound obtained in
Step B of Exanple 1. -85 Step B : tert-Butyl

- -] - - difl h ' hy.l.
b NP LSBT SRRt e
expectaliymrbducs ioht dirstedilrciataesigorh@s teecbysesestud.e

described in Steps Ato C of Exanple 150, starting
fromthe conpound obtained in the step above and 3,5- 5

St%._ﬁ lr' l{?%@?@?{-‘{’(‘({a ?—9'—(? )9 -§}fﬁporo%li enﬁ:ﬁ er'tpz Z)xByaltn\t{}h yllindan-1-yl}piperazine

a) - | - @3ydrabiidrier ophenyl ) et hoxyJmet hyl Ji ndan-1 yl)- 1

pi per azi necar boxyl ate The conmpound obtained in the step

above i s separated by chromatography on silica. The
The¥RE&E&OpBERAYE b i f {b |88 LELSQLSQTRS

t he}?ebtyq/g%epar at é%t{aﬁlfg%gtré%&%h:&f}% %‘}J%%ﬁ 3 fg{a&ef i fhe Ss[eP above
with) hytrqc®}dBicBictd. uor ophenyl ) et hoxy) net hyl Ji ndan- 1

Elé’l !Zzilpe.r azi Qg . di hydrochl ori de The expected product is
ction of the conpound obtained in the
step aboveg; wi t hgjydr ogyorig @cid. El enental
m croanal ysi s :
Calculated 5933 634 629 1592

Found 60.09 638 588 16.00

EXAMPLE 154 : 1-{(1a)-1-[((1B')-1-(3,5-Difluorophenyl)ethoxy)methyl]indan—l-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 3933 634 629 1592
Found 3886 6.18 6.05 1585

EXAMPLE 155 : 1-{1 B)—]-[((1oc')-l-(3,S-Diﬂuorophenyl)ethoxy)methyl]indan-l-yl}—

piperazine dihydrochloride.

Step A :  (1[)-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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159%C%N/C  Cal cul at ed59. 336. 346. 2915. 92
Found58. 916. 386. 1216. 07 EXAMPLE 156: 1-{((1(3)-1.-[(1
0')-1-(3,5-Di fluorophenyl)ethoxy)nethyl]indan-1-yl}-

pi perazi ne di hydrochl oride. 20 The expected product is
obtai ned by reaction of the gecond of the

di ast ereoi soners separated in Step C of Exanple 155

wi th hydrochloric acid. Elenmental mcroanalysis : % %
9N % Cal cul ated 59.33 6.34 6.29 15.92 25 Found

: - 86 oL E 157: 1-{2-T((1 .

SR B AR RS et b dhrghe gty pindan-1-50-
pi per dzpiperagineyahbogiheri de. Step A @ tert-Butyl
(RS)-4-(2-[[]-(3,S-di bronmophenyl)etlioxyjnethyljindan-2
yl)-1- piperazin ecarboxylate 5 The expected product is

Thehixpediedip@daeridioBirded dcBsdRiEq6 S ARSE héRBHed S?%]%p R to C of
A to C of Exanple 150, replacing the
Exampley; 198k jarHezEPe st ¢ompo@ikpbaibed in the step above and 3,5-
di 5}5g251 enzoic acid. Step B: tert-Butyl 4-(2-[[(1
gg-f-(l,ggglbronnphenyl)ethonyinethyl}lndan-z yl)-1-
pi per azi necar boxyl ate 10 The conpound obtained in the

SO kAR P RS E en1-

step ahay@azikbeurssRREEed product is the first of the
enantigﬁgrs thereﬁ?gseparated. Step C: 1-{2-[((1

a)-1- (3, S-D bronophenyl ) et hoxy) ni et hyl Ji ndan- 2
Thylchpippefidabtaiied in the step above is separated by chromatography on silica. The

expected product is the first of the diastereoisomers thereby separated.

Step D : 1-{(1P)-1-[((1a")-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 %C(Cl
Calculated 5933 6.3¢4 629 1592
Found 5891 638 612 16.07

EXAMPLE 156 : 1-{((1B)-1-[(1p')-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 %Cl
Calculated 59.33  6.34 6.29 15.92
Found 359.58 6.41 593 1594




di hydrochl oride. 15 The expected product is obtained by
reacti on of the conpound obtained in the step above
with hydrochloric acid. Elenmental mcroanalysis : % %
9N % Cal cul ated 46.59 4.98 4.94 12.50 20 Found
47.21 4.73 4.95 12.54 -87 EXpMPLE 158: 1-{2-[((1
f3)-1-(3, 5-D bronmophenyl ) et hoxy) net hyl ]i ndan- 2-yl } -

pi perazi ne di hydrochl ori de. The second of the
enantioners separated in Step B of Exanple 157 is

B 8 NS5 AR i TR 55
Cal cul at ed4pife4ziA8 illAkecraokidouNd46. 734. 704. 9512. 70

EXAVPLE 159: 1-{(1 a)-1-[((1
a')-1-[3,5-Bis(trifluoronethyl)phenyl] ethoxy)- 10

S IR S PR U S, B S5 D A1

a) - 1- pigerddDechriodylardi s(trifl uoronzetl zyl) phenyl] et hoxy
Jnetl zyl J- indarz-1 yl)-I piperazinecarboxylate The
expected product is obtained according to the procedure

The ' ' - : ampl e 15 tarti
PR perou o ey el o BBy e TiRh S hep Cof
Exgmple 1%), beplating fhaidjSedirtetiylbehesiz ok acsp SbeP, Bdibromobenzoic
tent-Butyl 4-((1 a)-1-[[(1
aClg)-l-[S,S-bis(trifIuoronethyl)phenylJethonymethyIJ-

Step B : tert-Butyl 4-(2-{{(1 o)-1-(3, 5-dibromophenyl)ethoxy]methyl}indan-2-yl)-]-

piperazinecarboxylate

10 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 a)-]-(3,5-Dibr0m0phenyl)ethoxy)methyl]indan-Z-yl}piperazine
dihydrochloride.

15 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 46.59 498 4.94  12.50
20 Found 47.21 473 495 1254
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indan-1 yl)-1 piperazi necar boxyl ate The conpound
obtained in the step above is separated by
chromat ography on silica. The expected product is the
first of the diastereoi soners thereby separated. 20
Step C 1-[(1 a)-]-[((1 7. _
a)-1-[3,5-bis(trifluoroznet hy? ) phenyl Jet hoxy) net | zyl Ji n
dan-1 vyl J- gigerazine di hydrochl ori de The expect ed

EMJ;&Y_L&= Hed((AB1143,5rRibeemopharfylethoxymythylthdan-2-y1}-
obtained in t ep.,ahov A th hydrochloric acid. -88
El enent al npicp}t%gaaan'é §l§'iy§r9c%/&f%ﬁ'-l UN % Cal cul ated
52.85 5.17 5.14 13.00 Found 52.93 5.38 5.00 13.11 5
EXAMPLE 160: 1-{(la)-1-[((1f

Theysegorpdz o 1lg gpantiopery senasated i) fhemyB Pé txemp)ad5hyis Jreacted with

hydfad@Bsd 2%k k! i | ochl oride. The expected

ypr glglugt a%ﬁghgg{ég{%ég efgéﬁgﬁg@cgn of the second of the

Elaneansdlenieainsayms s separated in Step B of Exanple 159
with hydrochloric acid, Elenmental mcroanalysis :
10WOMN/@%%| C%Iét ed¥2Y 855415, 1413. 00

CoUnGB3, 353355 0942 ORPANPLE, 161 1-(1(3)-1-1((1
aa' )-1-[3,5-Bis(t r?%l uo%gmst tl\wo;% phenyl ] et hoxy) net hyl | -

Foumdian- 1- y| ¥@7per4aZdne dbhydriochd ori de. 15 Step A :
tert-Butyl 4-((1[3)-1-[[(IRS)-1
[3,5-bis(trifluoronetlzyl)phenyl Jet hoxyJdnetl:yl}-

EXAW®DE130 ) 1y (1) Al @% N e 3608- eclad
product 15 oit ai)negaacj;gﬁg’lg%@%ﬂﬁl %O%e%%er"é’ﬁethoxy)'
descri bed | meStydjisdah-1-y1}pipdrazine dihydrochloride.

Step A :  tert-Butyl 4-((1a)-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-((1a)-1-{{(1 a')-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.

Step C:  1-{(1a)-1-[((1a")-1-[3, 5-bis(trifluoromethyl)phenyljethoxy)methyl]indan-1 -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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Exanpl e 150, starting fromthe conpound obtained in
Step A of Exanple 155 and 3, 5-
bi s(trifluoronethyl)benzoic acid. 20 Step B :
tert-Butyl 4-((1 J3)-1-[[(1
a9-|-[3,5-bis(trif|uoronetl[%nghenleethoxy]netlzyI}-
i ndan-1 yl)-1 piperazi necarboxyl ate The conpound
obtaiped in the step above is separated by

£l 5on silica. The expected product is the

first of th I as eoi rs ereby separated. -89
Step C : I?ﬁj 13)5{’%{ [oz&ma 9% L

Cyularefl 3, S- BRsKst r isfA7uor gryet | rys pphenyl ] etl zoxy) met hyl i n
dan-1 yl}- _piperazine di hydrochl ori de The expected

1aﬂwgduct is5§ﬁ§aiﬁé@ by 108act {dAl of the conpound
obtained in the step above wth hydrochloric acid. 5

| emental m croanal ysis % %1 %N % Cal cul ated 52. 85
ME . 0 3 3-{6be)-FoEHRN3 A3 5B B (tifluer arbeth]) BheryXRNRIXEF) methyl]-
162:

1- 4(1( 3) - 1- [V yYYiPiperazine dihydroehipride.onet hyl ) phenyl | e
t hoxy) net hyl ] - 10 i ndan-1-yl}pi perazi ne
' i de he expected. product is qbtained b )
Th?é%%"tq?tgﬁ hﬂ&?&% do HUBaE 5 ’ieﬁ%l i Sgtﬂé"r SE§0gneh e diastéreoisomers
seigeped at Stdp Brof$hxampk 059 xaARScHiSA: Wigh hydrochloric

ElaCi d.. Elemental mcroanalysis : % %1 %N % 15
Elgugriglmierognelysiss 5 17 5.14 13.00 Found 53.37 5.18 4.94

12.78 EXAMBLE 163, f1 ay [ (
a' )-1-(3, 5. f u%"rigphen/‘i/lbg et%’y% _N-met hyl -1 - (1-
Cajivhdedzi nyb3.81- i Addncas.bexani Tgo di hydr ochl ori de.

Found 53.35 516  5.09 12.63

EXAMPLE 161 : 1-{(1B)-1-[((1a")-1 -[3,5—Bis(triﬂuoromethyl)phenyl]ethoxy)methyl]—
indan-1-yl}piperazine dihydrochloride.

Step A :  tert-Butyl 4-((18)-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-((15)-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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St ep A: (1
a)-N-[(IRS)-1-(3,5-Di fl uorophenyl)ethyl]-N nethyl-I-[4-
(tert-butyloxy- 20 carbonyl)-1
pi perazinyl|-1-indancar boxam de. The expected product
i's obtained according to the procedure described in
Step A of Exanple 4, starting fromthe conpound
obtained in Step B of Exanple 86 and (RS)-N- nethyl - i
Sten € : 5 1di(1 Bubf(Ghriedy/BeBisgtriflero romm eth@p ik plpet Boxy) hadthylJindan-1 -yl}-

a)-N-[(1 a).-1-£3.5 D fluorophenyl)etl:yl]
NVnet %g e—"-l"‘)f-"f‘;é’{"{ré’ﬁ%’-”ﬁ’gfyl oxy- carbonyl)-|
pi perazi nyl)-I-indancar boxam de. The expected product

I s obtained by chromatography on silica (eluant:
Theiexpecipbprotipg e cbtaingtl bygeaciios)of dlie ¢dmapalingd Sbéiei indhe e above

M tatned in Step AL 5 Step C: (1 a)-N[(I
Wla‘%wf—ﬂ%‘%‘}@tﬁ%ﬁ)uor ophenyl)etlryl J-N-nethyl -1-(1
Elphoedslagicrophylydis -1 ndancar boxam de di hydrochl ori de. The

expected product is obtained according to the procedure

descri bed PhCst epﬁ@ of%]Exarr%ﬂ@’ 4, starting fromthe

nd o kned ;bn S B e. Mass spectronetry

R o RO VS TRy b0, EXAVPLE 164 (1
Foapd N-[ (1 5296 519 491 1276

[3)-1-(3,5-Di fluorophenyl)ethyl]-Nnmethyl-1-(1- 10

pi perazi nyl)-1-i ndancar boxam de di hydrochl oride. 15 The

t r [ i ‘ rdin t.he procedur
L Ser DR RO P REkeb i B oRY -
second of t heladilagkpipesaAva@ihydehfuraleed in Step B of
Exanpl e 163. El enmental mcroanalysis : % %1 %N %
Cal cul ated 58.48 6.19 8.89 15.01 Found 57.89 5.96 8.43
Thg 5zxpected 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 32.85 517 514  13.00
Found 5337 518 494 12.78

EXAMPLE 163 (1a)-N-[(1a")-1 -(3,5-Difluorophenyl)ethyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

Step A :  (10)-N-[(1RS)-1-(3,5-Difluorophenyl)ethyl]-N-m ethyl-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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EXAMPLE 165:
(1(3)-N-[(la")-1-(3,5-Di fl uorophenyl)ethyl]-N nethyl-I-
(1- piperazinyl)-1-indancarboxan de di hydrochl oride. 20
Step A (I

f)-N-[(IRS)-]-(3,5-Difluorophenyl)ethyl J-Nnethyl-I-[4-
(tert-

but yl oxycar bgy?%l ) - 1pi perazinyl | -1 -indancar boxam de. The

Stepdhe (kY- i1 -(3.3-Riffuarapden NPy ettipl-1-f-(tertdumurye

descr i ' .ep A of . Exanple 4, starting fromthe
conpoﬁ%%g%qlé?}rﬁé%aflﬁy%tlélgéﬂﬁ%f E”é‘(?ﬂ%‘f‘e 87 and (RS)- N
nmet hyl -i -(3,5-di fl uorophenyl)ethylamne. -91 Step B :

1 - -1-(.3,5,D.fl yvorophenyl ) et hyl J-N-net hyl -1
Th[(: 4!%%35%4 E)#tfélﬁl&it(ygé Caorbg%ﬂ )l_:bi'p Mm%togra%lly on s1 1¥:a (eluant:
dichiopemethameydtiyll acttati BE i QKRR AR mMH EniRUPE 65 G Re @ IO .

i s obtained by chromatography on silica (el uant:

di chl oronet hane/ et hyl acetate) of the di astereoi soneric
St Xt U Ry, loMetl 3, 8- 15318 Br i _N-n . inyl)-1-

ag9- 1- 23,)‘5)%% I)ﬁor(opheml )ogt f’%ﬁ’%ﬁ&?ﬁ%iﬁh(@pu&myb 1

pi per Bangarponamidadilndeadbbradei de di hydrochl ori de. 10

The expected product is obtained according to the

procedure described in Step B of Exanple 4, starting
The eghstete Peadivploimdbieliedi aceatding ®t 6 Roadhve defdride@rihatep B of

Lcroapalysis . %C %1 9N, % . lcul ated 58.48 6. 19
Ex %@5%5}%@ Ry, hF S0Py F’géln%‘gg’o&iﬂgl OEXAMPLE 166:
Mals 3§t binkrd ESI/FEAFHRZ -5/ S neaimeayby et hyl ] - N- et hyl - |

-(1- piperazinyl)-1-1ndancarboxam de di hydrochl ori de.

15 The expected product is obtained according to the
EXAMPREUIGE :0@&5N-{8g"i10 ENA Wt g

fromthe sggo%g] gf gt)hle@g%g?thg)rlg P% W%E@Jlﬁgglg?%?gg (;ln

Step B of Ppiperazinyl)-1-indancarboxamide dihydrochloride.

OO

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 %BH %N %CI
Calculated 3648 6.19 889 1501
Found 57.89 596 843 1540

EXAMPLE 165 : (1B)-N-[(1 a')-1-(3,5-Difluorophenyl)ethyl]-N-methyl-1-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

Step A :  (1P)-N-[(1RS)-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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Exanpl e 165. Mass spectronetry ESI/FI A/HR and MS/ M5

[ MtH] +=400. -92 EXAMPLE 167 (1

a)-N-[(la")-1-(3,5-Di chl orophenyl)ethyl]-Nnethyl-I-(1-
pi perazi nyl)-1-i ndancar boxam de di hydrochl oride. Step A
(1

a)-N-[(1RS)-]- (3, S Di chl or ophenyl ) et hyl J- N- et hyl - 1 - [ 4-
(tert- butyl oxycarbonyl)-1
pi perazii:ylJ-]-indancarboxam de. 5 The expected

Stey BAUqY f)-N-[ph piI1y8 - 8- DGR AR : .
described in Step é}j )(19 Alt%ly]st aft’?ﬁglf??tg%bwloxy
corrpoLﬁ?ﬂﬁ!"’@mﬂdlﬂedarmy&lewd@lm‘rbEmmﬁbe 86 and (RS)- N

methyl - | -(3,5-dichl orophenyl)ethylamne. Step B: (1

a)-N-[(1

Tha) dxpledied- x@hb@rOi@heaychlh@ah [ 454 t bu
s o i Pl e

- carbon pi perazinylJ-1-iiz
dl‘%{‘@r‘?ﬁ’é thap é‘é‘b’g@eﬁ?@ @it dizsteserisomentt ik twh obraited g SehyA.
on silica (eluant: dichloronmethane/ethyl acetate) of
the diastereoi sonmeric mxture obtained in Step A Step

Stdp. C (1 (BB)—M[ (Aa)-2)3,3- lﬁﬁu&r«?h@mwtﬂﬁﬁﬂ/nr)lzkt)l Gk P-y Ilzpyrazmyl)-l -

met hyl -1-(1 piperazinyl) i'ndancar boxam d
di hy dFtarcebogenidedéhydxgdderst. pr oduct i s obtai ned
according to the procedure described in Step B of 15
Exanple 4, starting fromthe conpound obtained in Step
ThB e=xipested prbdreeiid abtalfiedr RR6@INS kS the YocUird®e¥ibed 1n Ste B of
ExEh8Y, 3480, 54,67, 5. 78 . 32 1403 Found 55.185.79 06
AR ghegogpopnd ghtaefl in Step B above.
Elenendaldcriaghit or ophenyl ) et hyl ] - N-nmet hyl -1 - (1-
pi per azi nyl')-1I-1 ndancar boxam de di hydrochl ori de. The
expect ed pfoduct%B olfsaV nedsadcording to the procedure

CafigsGLy bed kp gtep B oty oh s
Found 5831 5.95 840 14.17

EXAMPLE 166 : (IB)-N-[(IB‘)-1-(3,5-Diﬂuorophenyl)ethyl]-N-methyl-l-(l-

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 second of the

di astereoi soners separated in Step B of Exanple 167.
-93 Elenental mcroanalysis : % %1 %N % Cal cul at ed
54.67 5.78 8.32 14.03 Found 53.93 5.78 7.90 14.03 5

EXAMPLE 169: _ L92.
(1(3)-N-[(la")-1-(3,5-Di chl orophenyl)ethyl]-N nethyl-I-
1- piperazinyl)-1-indancar boxam de di hydrochl ori de.

E 167 (1a)- -[(1a)-1-(3,5-Dichlorophenyl)ethyl]-N-methyl-1-(1-

- -1- -Di henyl ) et hyl ] - N-net hyl -1 -
Ei: ?2 erN£ [ (1 llq)lsger%ziglgl)ﬁ-gd%m:a% ?) anelin ec)ihydr)tl)cilloride. Y

but yl oxycar bonyl ) - | pi perazi nyl J-] - ijndancartngam de. dThe
t i bt ai ned according to e procedure
SR e A s dhe d'e&pafwz@mf’mﬂ-mgm;)m the
] N, . f. e 87 .,and (RS)-N
ot Pyl SR b S B RPh Ranla? S o B
(1/3)-N[(1

- Di.chl: g ] - hyl-1-14-(tert-
i) ek BN APAEASIIN Yo MR G LA s 4 of
Examypécct edarpng dioot thescaviyicmind exdhtayedcir StemBOGH Ef@:hﬁpl@% and (RS)-N-

| 1i.C | yant : i.chl or onet hane/ et hyl acetate) of
mefstfil?éllldéaﬁgﬁlgﬁ%‘?@fﬂéf‘?gyl?@ygure obtained in Step A Step
D (1,(3)- a)-1-(3, .

gi hI( (p)e I[,( tlzylJ-N-nmethyl-1-(1 piperazinyl)-I-
Stp g ngé‘%dg%&yﬁ %Z( Aot sEenlsryhethy dﬁ‘émggsg:[iégtqur?gww-

[ bt.&i ace L7170 cedure

IS? eg E@g fB ﬁﬁg?ng{rgh%?l] sJ tar ?’?Cr?gg%ra ('J"rhbléf' he conpound

obtained in Step B above. Mass spectronetry ESI/FI A HR

: =43 = 1.70: e .
IR (o (3L (5 SR o FSonay T EEYHY - e lant

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

Step C: (1a)-N-[(1a)-1-(3,5-Dichlorophenyl)eth Yl]-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 :
%wC BH %N %Cl
Calculated J4.67 578 832  14.03
Found 35.18 579 806 1257

EXAMPLE 168 : (1a)-N-[(1 B')-1-(3,5-Dichlor0phenyl)ethyl]—N-methyl-l-(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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15

pi perazi nyl)-1-i ndancar boxam 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
5 Exanpl e 169. Mass spectron;gry ESI/FI A HR and MS/ M5
[ MPH] +=432. EXAMPLE 171: 1-{2=[((1RS)-1-(3,5-Diflu
or ophenyl ) et hoxy) met hyl ] i ndan-2-yl }- pi perazine
Ekﬂ%ﬁ&ﬁﬂﬂﬂﬂﬂmﬂbﬁéx The expected product is obtained
accordi ng t9 4 he, ce 0 anpl e 150, repl acing
t he 3,5-dVﬁ%§hyV€éﬁzo?€K§ci65$ﬁ Step A by
CdciBasilf | uorsglggnzgizy acigd, 10k pyrental m croanal ysis
UCUHANYEC  Cal cul at ed59. 336. 346. 2915. 92
Fougtinds9. 4683886, 95785, 43.98XAVPLE3 172:
1-{2-[((1RS)-1-[3,5-Bis(trifluoronethyl)phenyl]ethoxy)m
ethyl]- 15 i ndan-2-yl}pi perazine di hydrochloride. The
EXAVHILEd 6Pt QR)CN-[(1m RIS | I ogedure
of Exanple 150, Jgplggﬁngnﬁﬁgﬁ&gggggp%%@ﬂ;$E@%@%ﬁg%gcid
in Step A bpigrazipyB{ltindahcarboxmnideldilbghoohloride) d.
El emental mcroanalysis : % %1 YN % 20 Cal cul ated
52.85 5.17 5.14 13.00 Found 52.82 5.14 5.05 12.77 -95
St ANPLEYANI(1 RS){ (3, {-Dichlorophenyl)ethyl]-N-methyl-1-[4-(tert-
a) -1 -Phenyl et hox t.hyl 11 ndan- 2-yl } pi per.azi ne
di hyde‘ngﬁvxefF‘f’ 8’.’&?5’#’%“?”’1”2# rwéﬂt‘wfﬂ(msyd%- (2-[[1
phenyl et hoxyJnet hyl ] i ndan-2 yl)-1 piperazi ne-

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-dichlorophenyl)ethylamine.

Step B : (10)-N-[(1a)-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: (10)-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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carboxylate 5 The expected product is obtained
according to the procedure described in Steps Ato C of
Exanpl e 150, replacing the 3,5-di nethyl benzoic acid in
Step A by benzoic acid. Step B : tert-Butyl 4-(2-[[(1
a)-1 phenyl et hoxyJnetl zyl }i ng n-2 yl)-1 piperazine-
car boxyl ate The conpound obtained in the step above is
eparated by HPLC chromat ography, on a 10 chiral
EXA NERLE 470 ¢ ﬁ&)rlﬂdélrﬁ')elfhﬁﬂbuhbr@ﬁeayhauyl]mmhﬂmg-

above. The ex ecte uct s the fj rst of the

enant i omer s P e@?@ﬂgl)g pofarhoxaside dihy r?“‘[‘?"ﬂ(‘( 1

a) - 1- Phenyl et | zoxy) met hyl Ji ndan- 2 yl } pi per azi ne

di hydrochl oride. The expected product is obtained by
TheegiPertsh rspduchds obtarsdnaccotting e dhe mr¢m®mt®scmmdvm Step B of

Ex}@faﬁ%ﬁ) By AF0 %ro gttkgeg %%ogi_/)"? glgetgas}le}reénﬁgnrlgrgnsaei)zratea m Step B of

Exﬁnmimlﬁw 576. 805 9917. 32 EXAMPLE 174:
1-{2- [((10) 1- Phen Iethox met hyl ] i ndan- 2-yl } pi per azi ne
58 SR Pely iSEE Lavd] éyﬁzf ShbMoH]tH82enant i oner s
separated in Step B of Exanple 173 is reacted with
hydrochloric acid to yield the expected product. -96
EXoA MR 471 il R RISY-4+(3,5-DUGRAEpHéyl)ethoxy)methyl 1ndan-2 %l}—

Cal cul at ed64, 547. 396, 8417. 32 Found64. 966. 976. 4
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-difluorobenzoic acid.
Elemental microanalysis :
»C %H %N %Cl
Calculated 39.33 6.34 629 1592
Found 5946 6.61 6.15 1540

EXAMPLE 172 : 1-{2-[((lRS)-l-[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(trifluoromethyl)benzoic acid.
Elemental microanalysis :
wC %H %N %CI
Calculated 5285 5.17 514  13.00
Found 5282 514 505 12.77
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EXAMPLE 175:

1-[(la)-1-(3,5-D fl uorobenzyl oxynet hyl )i ndan- 1-yl ] pi per

azi ne dihydrochloride. StepA :

(la)-1-[4-(tert-Butyl oxycarbonyl)-1

pi perazi nyl J-1-hydroxynet hyl gndan. The expected product

i's obtained according to the procedure described in

Step B of Exanple 1, starting fromthe conpound
EXAVELEAT3 ; ﬂlsadrrl a)-biPiRsleflioxy Bosthylimnor2-B piptrzite

a)-1-(3, 5- Dh ﬁgenéyloxynethyl) i ndan-1

yIJplpera2|ne aVUMenl ori de. " The expected product is

obtalned according to the procedure described in Steps

D of Exanple 1, starting fromthe conpound

ifdra:i_au treaBrgy! (M-ﬁ%ﬂlwﬁwﬂe&nw]zzeyamtndmzwbehzwbraza@-

bron1? %?égental m croanal ysis : % %1 %N\ %

Cal cul'ate 47 6.08 6.49 16.44 Found 58.67 6.17 6.27

16.52 20 EXAMPLE 176: 1-[(1

-1- Iuorobenz | oxymet hyl ) i ndan | ] pi perazi ne
Thgi)eﬁwgegdﬁpgfqt &0 tg}lng aggordn%/g to th)e p)rocedure desg/nl}eg ne Steps A to C of

Exrhplei 150 ]-reﬁﬂcfn%%rlé 3 @%%lﬂ:ﬁ?]ﬁ)%?{ok?@ b L]T%te ex%ye henzaic 6?161(‘1 uct

ep A

pi perazinyl ] ydr oxyne I ndan.

i s obtained accordlng to the procedure described in

Step B o g fromthe second of the
Steg Bt r%%r'ﬁ éﬁz{(( é%&p{z ﬁ"}érté Mﬂf@fhyl}weﬁwp? #l)depiperggine-

Step guﬁakﬂh&1/3) 1-(3,5-Di fl uorobenzyl oxyrnet hyl)

i ndan- | ] pi perazine di hydrochloride. The expected

pr oduct |s obt ai ned accordlng to the procedure

starting from

descr i C and Exa
The G@mpg Wﬂd%tams@eﬁ.t fedfcp ﬁb?Y‘FelsssteB%ra%&b’eHg%: chromatography, on a
chifal phabef bfUBE PREMIY Eompound obtained in the step above.

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

Step C: 1-{2-[((1 a)-1-Phenylethoxy)methyllindan-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 64.54 739 684 17.32
Found 60.57 6.80 599 17.32

EXAMPLE 174 : 1-{2-[((1B)-1-Phenylethoxy)methyl]indan-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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5 brom de. Elenmental mcroanalysis % %1 %N %
Cal cul ated 58.47 6.08 6.49 16.44 Found 58.37 6.24 6.17
16.40 1o EXAMPLE 177: (1
a)-N-(3,5-D fluorobenzyl)-Nnethyl-I-(1-piperazinyl)-1-
i ndan- car boxani de di hydroch g;ide. The expected
product is obtained according to the procedure of
Exanpl e 4, starting from the conpound obtained in Step
tal nalysis and N-met hyl - 3, 5- di f | uor obenzyl ani ne.

El ement al @) ¢r oan Sig, A YS9 YN %I Cal cul at ed
57 65 5 04 6C17 @.&{Z? 4N Eolhd 57.21 5.99 8. 36 15.47

CAAPHE 1784.5¢1 7.39 6.84 17.32
1i)-N(3,5-Difluorobenzyl)-Nnethyl-1-(1-piperazinyl)-1
Foupdgan- caffdlanPde di Adroci-82ide. 20 The expect ed
product is obtained according to the procedure of
Exanpl e 4, starting from the conpound obtained in Step
EXAMPIEX 4Pt e 1971 oy (5-Mailhivtlobdas iyt RYINAARNN LATHi D& azi
El enental m croanal ysis : %C %ﬁ%&N %ﬁ?ﬂygglculéﬁggﬁ ane
57. 65 5.94 9diydrechorideound 58. 14 6. 16 8.84 14.96 -98
EXAMPLE 179: (1
a)- N- (3, 5-Di chl orobenzyl ) - N-nmet hyl -1 - (1- pi perazi nyl ) - 1-
Stapnd afifo e By BOEBIB Litplosly day BB DD -PipeRARinyl]-1-h ydroxymethylindan.

El

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-[(1)-1-(3,5-Difluorobenzyloxymethyl)indan-1 -yl[piperazine
diltydrochloride.

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 3847 6.08 649 16.44
Found 3867 6.17  6.27 16.52

EXAMPLE 176: 1-[1 B)—l-(3,5-Diﬂuorobenzyloxymethyl)indan-l-yl]piperazine
dihydrochloride.

Step A : (1[)-1-[4-(tert-Butyloxycarbonyl)-1-piperazinyl]-1 -hydroxymethylindan.

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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The expected product is obtained according to the
procedure of Exanple 4, starting from the conpound
obtained in Step B of Exanple 86 and

N- et hyl - 3, 5-di chl orobenzyl am ne. El enent al

m croanalysis : % %1 %N % o, 5 Cal cul ated 53.79 5. 54
8.55 28.87 Found 53.17 6.03 é 18 29.05 EXAMPLE 180:
(1(3)-N(3,5-D chl orobenzyl)-N net hyl -1-(1-pi perazi nyl)
-1-indan- carboxam de di hydrochl ori de. The expected

ty_j | ceording t he, procedur e of
S PR DA POt Sl e e e n st op
A of Exdamarschforidend N-net hyl - 3, 5-di chl or obenzyl am ne.

10 El emrental mcroanalysis : % %1 %N % Cal cul at ed
53.79 5.54 8.55 28.87 Found 54.00 5.49 8.07 29.08 15

heX -&r\@(%r-g‘éﬁt S5 btaingg HSPBERD RS PReFBE R peeribedingitens Gand D of

Exaynip)e- 11, startiviipfvara tlixoocmip aled @bhyrddas Heatdpddovd B SXRERIRGbenzyl
roduct is obtained according to the procedure of

br‘%ﬂ le 4, starting from the conpound obtained in Step

E18nShalmarmhen 88 - and N-net hyl - 3- chl or o- 5-
il uo? obenzyl gm ne. Elenmental mcroanalysis : % %1 %N

% Cal cuPa€ed BbH65 % N3 8%3F 22.40 20 Found 55.21

.19 8.46 22.33 - EXAVPLE 182: (1
C“g‘j”-}‘ﬁf‘?s- Ch?%?’g 5‘-5'2§uor 8B8&nzyl4 4 met hyl -1 - (1- pi per azi ny
Fobpd 1- 5837 624 617 1640

EXAMPLE 177: (1 0)-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 57.65 594 917 1547
Found 37.21 599 836 1547

EXAMPLE 178 : (1 B)-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 %CI
Calculated 57.65 594 917 1547
Found 5814 6.16 884 14.96
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i ndancar boxam de di hydrochl ori de. The expected product
i s obtained according to the procedure of Exanple 4,
starting from the conpound obtained in Step A of
Exanpl e 87 and N-nethyl -3-chloro-5- fluorobenzyl am ne.
El enental mcroanalysis @ %% %N % 5 Cal cul at ed
55.65 5.73 8.85 22.40 Found 55.10 6.11 8.45 22.08
EXAVPLE 183:

W{@Mﬁéﬁchlpu&wmmm)ﬂw@ Mipesznl)- Rifdan-
K:_Fc(arlaél)n 'l‘})g’%ﬂ'ﬁf‘%adjﬁg{roc Ondee hydrochl oride. Step A

f1 uorophenyl) et hyl J-N-mmet hyl - 2- (1 pi perazinyl)-2- 10
i ndancar boxam_ de. The expected product is obtained
The, sxpsictidRjodust iy abtgingd eepprding o E)@ampc@iune ofsExanled, ftadimg from

o POy SR AR Nl

Elemebbd] prikicrayndlydis: Chl or o- S
2-(1 piperazinyl)-2-

f 1 uorophenyl ) et N- net hyI
i ndancar bo%ae% %ll]g THé o elﬁd obtained in the step
Cag.gglyg[ is sepayateg, by P} C % tography, on a chiral
phase, of the racem c conpound obtained in the step
Fomsbve. Thejikxpec.8dl prdifict 2905t he first of the
enantioners thereby separated. Step C: N-[(l
a)-]-(3-Chl oro-5l uorophenyl ) et hyl J- N- et hyl -
74 gty
D oy PSRRI OR Ul ?éﬁ%ﬁf%?f%%wéﬂ {Rftan-
conpound ob¢za'bmeainidemlnﬁimtlelpndabove into a salt using
hydrochl oric acid. -100 El enental m croanal ysis :

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 %ClI
Calculated 53.79 554 855  28.87
Found 54.00 549 807  29.08

EXAMPLE 181 : (10)-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 %BH %N %Cl
Calculated 55.65 5.73 8.85 22,40
Found 55.21 6.19 846  22.33
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% 9 9N % Cal cul ated 58.70 6.10 8.93 18.83 Found
58.82 6.22 8.81 18.73 5 EXAMPLE 184:
N-[(1(3)-1-(3-Chloro-5-fluorophenyl)ethyl]-Nnethyl-2-(
1- piperazinyl)-2-indancar boxam de hydrochl ori de. The
second of the enantioners separated in Step B of
Exanple 183 is converted into a salt wusing

drochloric acid to yield the expected product. 10
EXBNIBEE 1SR i St Diafe S Nugrobpnant emethght dlrpiesazinyy-1-
58.70 6. 1Oéﬁ{i?ﬁca]l%m@ﬁnidé%ﬂgdl%ghlgﬁid@ 23 8.78 19.38 15

EXAMPLE 18

a)-N-[(la")-1-(3-Chloro-5-fl uorophenyl)ethyl]-N nethyl -

| -(1- nqi inyl)-1-i i i h hlorid
Th%g)é;&cﬁai&%@u%ﬁ%s?{bt%@iﬁgcﬁcﬂgg Et%?h)ég}rpegaglugel oty g}[a%(l:ple 91,r étareting from
thel |CRHBRALNYbABERY id - BieBBIAY br | i&ﬁ'ﬁ}gl €Y~ and N-methyl-3-chloro-5-

but yI'oxycar bonyl ) -1 pi perazi nyl]|-1-1 ndancar boxam de.
fludthkereyeuted product is obtained according to the
£ Rroc dure described in Step A of 20 Exanple 4,

o ¥ he conpound obtained in Step B of

Exanpl e 86s5and (53)- N-ggnet hydscyl
-(3-chloro-5-fl uorophenyl )ethylam ne. Step B: (1
Calgylaped (1 ajids (32.Chl or®8%- 22.40

| upr opheny hy% = N yl - y}4-(tert-
Fb%ﬁfyloxyca#%@%yl'%ﬁ pﬂ%é?aﬂ%% ﬁ-]-indancarboxanide

The expected product is obtained by chromatography on

silica (eluant: 25 dichl oronethane/ethyl acetate) of
EXAMPREaE3r Nd(kpomie(3-€hidret:flaoxsiphenyledhylh- NSmethyA2-A401

Dl o oheuyRPhrRnMifdieat B amiat Radrosbloxide,

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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25

1-i ndancar boxam de di hydrochl ori de. The expected
product is obtained according to the procedure
described in Step B of 5Exanple 4, starting fromthe
conmpound obtained in Step B above. El enenta

m croanal ysis : YUY Cadocul at ed56. 515. 988. 6021. 76
Found57. 146. 018. 4720. 75 EXAMPLE 186: (1 a)-N-[(1

') - 3Ch|oro5f|uoropheny|)ethy|] N-net hyl -1-(1- 10
Elepent }mgcma =1-'i ndancar boxam de di hydrochl ori de. The

expected pp@uctyirs olghal nedsagcording to the procedure

descri bed in Step B of Exarrple 4, starting fromthe

alcaebidd of Y& d| A er bk ondf$3separated in Step B of

nmple 1 t al lysis : 15%C%1MNYC
FO@ﬁacul at eg%G ?%2; 680@1 g§l?gu¥d57. 385. 838. 5120. 89
EXAVPLE 187:

el i e L SR g
di hyd hl o
ST bt RiffaRabaxamide hydrechloride. | 1

met hyl -1-[4-(tert- butyl oxycarbonyl)-1
pi perazinyl J-1-indancar boxam de, The expected produ

The gecgpd af ﬂi@ BRI FParaiet RS igt Bl dorpmptfe S is By o a sal
h d
us&%ﬁ?dr@b f:é?%ylgldgtpe %{Q%EH%F ggodfuep m the co r‘r‘p oun

tal n 87 and (RS)- nmet hyI I
Elen(eaHKtMZ@‘Dm‘lCBV.Sfﬂ uor ophenyl )et hyl am ne. -102 St ep B :

(1/3)-N-[(L a)-1; (
fl uorophe I‘? hyIA’ICl[4 (tert-
Calculated 58.70 6.10 8.93 18.83

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 : (1)-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 : (1®)-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.
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but yl oxycar bonyl ) - 1pi perazi nyl ] - 1-i ndancar boxam de. The
expected product is obtained by chromatography on
silica (eluant: dichloronethane/ethyl acetate) of the
di astereoi sonmeric m xture obtained in Step A. 5 Step C
(1/3)-N-[(1la)-1-(3-Cnhloro-5:-101- _

| uor ophenyl)ethyl]-Nnethyl-I1-(I piperazinyl)-1-

S o T ST Moo g e Sl - -piperacing-
descr ifhpgandur5Semhilfe hyd/otMBPE 4. Sstarting fromthe
conpound obtained in Step B above. El enental

m croanal ysis : % %1 %N % Cal cul ated 56.51 5.98

The. &Qeddd MPoducP Y Gbneddaceo t 88
(1(3)- N (1(1% )-%-(%rfecm or%‘-gn-fﬁ%ﬁﬁ%&%&yiﬁ)geétgﬁ%“ﬁ-%Srrtg? B of
Exgple 4, startingSfrern tleg eonipopingl obtained am Step Boatavede .
EdLhygroch or} de. 20 The expected product is obtained
TRy A% e procedure described in Step B of

Exanpl e 4, 9startpng fregwt heggsgeond of the
di astereoi soners separated in Step B of Exanple 187.

Cafmudatedht al  a-6f 0andBysi 860 %2bF6 vN %0 Cal cul at ed 05
51 5.98:8.,60 2,76 o Found 15 6.02 8.38 21.14 -1
FopRby VPLE 2857180 8b170 s 5PUNLpfs |
N-[ 3- Chl or 0-5-fl uor obenzyl ] - N-net hyl -5, 6-di fl uoro-2-(1-

EXADT $V! zl_a%:&—l'fﬂﬁggﬁfﬁ%?orpo- -ﬂlrllgrc(l)rp gl?)l'l?erti]ﬁ‘]s—N-methyl-l-(l-

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 185.
Elemental microanalysis :

wC 9%BH %N %Cl
Calculated 56.51 598 860 2176
Found 5738 583 851  20.89

EXAMPLE 187: (1 ﬂ)—N—[’(loc')-l—(3-Chloro-5-ﬂuorophenyl)ethyl]—N-methyl—l-(1-

piperazinyl)-1-indancarboxamide dihydrochloride.

Step A : (1P)-N-[(1RS)-1-( 3-Chloro-5-fluorophenyl)ethyl]-N-methyl-1-[4-(tert-
butyloxycarbonyl)-1-piperazinyl]-I1-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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Step A: 4,5-Difluorophthalic acid. 5 35 g (0.161 nol)
of 4,5-dichlorophthalic anhydride, 32.7g of potassium
fluoride and 140 m of sul pholane are introduced into
an autoclave. The reaction mxture is then heated at

180C for 24 hours and is thep. after returning to

anbi ent tenperature, poured into 500 m of IN sodium

Sl T Ol AT i
hydr Oﬁiylr,,@&kccargg, yg)_agg, z%ﬁﬁﬂ-z%&éﬁﬁo Weth ether. The

10 et ase | wat er r| ed and
evapor at ed to y| eI d the expect ed product. Step B :

I o nmet h h | ) ret hanol . To.
Théol %PF% o1l‘JPr 6%{ \Fg p %B‘i\{ ) ﬁ % i 81(1)1Cﬁ-| (eluant:
dlcﬁforérﬁétﬁﬁ{bygﬁﬁfa%tﬁﬁ) Bf‘tﬁ% QiasRreodsonfteid %‘ixtu?é’ 88t2i4Ed A Step gs

nd mai ntaining the tenperature at 20C, a sol ution of
8 25 mmol of the conpound obtained in the step above in

steg; anﬁ’plﬁﬁY /&@a&%ﬂ#ﬂ%ﬁ?v“r Af@lt' ey, ta@&&' %fﬁ@%léﬁrﬁqﬁ%wgﬂ) 1-

and nm,m,g&,%ﬁgn;dgglmhegmgr%ure at 20C, a solution of
8.2 of 1odine in 150 m of tetrahydrofuran. After

sti rr| ng overni ght at ambient tenperature, the reaction

m xture,is cooled using an.ice 0 water bath and .t hen
TS DR o Sufingd el B Rutihur G080 tTer B of
Exghpled Bgrtfr@l froin telboblpRinBObtinbd titStep & 4hohe.ct her is

added. The insoluble matter that forns is filtered off.

,Elem@falmwmﬂnafhﬁst etr ahydr ofuran are then evaporated of f,

et hyl et heg; dvt he, Ctlhe solution obtained is

washed wi tﬁ oI ut| on of ’sodi um t hi osul phate, with
CaB¥isalli um kg 6r oxj de sobmti ag.znd then with water to

yield, after dry| n and evapor ation, the expected
Foﬁﬂ%duct 257- &4 é‘g 21.05

1, 2-Bi s- brom)net hyI 4, 5 di f 1 uorobenzene. To 0.195 nol

of the conpound obtained in the step above in 1.25
EXAMPEE 188 e(1fig:N-{(1p)4-(3sChhdesdlustophunydRthydMNEméthpPU(1-

30 mnutes, a solution of 0.916 nol of phosphorus

tribrom de BPerazimdplindyrcaghoyamidegihydsederide. ni xt ur e

is then stirred overnight at anmbient tenperature; it

i's subsequently poured into 1 litre of ice-cold water
Tharedperqahpaddadt isThbtaokedaaecardpigate thiesprocedure described in Step B of

Example 4, starting from the second of the diastereoisomers separated in Step B of
Example 187.
Elemental microanalysis :
%C %BH %N %Cl
Calculated 56.51 598 860 21.76
Found 57.15 6.02 838 2114
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-104 then washed with I'N sodi um hydroxi de solution and
then with water and finally with saturated sodi um

chl oride solution before being dried and concentrated
to yield the expected product. 5 Step D: _
2- (Benzhydryl i dene- ani no) - 5, fp3di f | uor oi ndan- 2- car boxyl i
c acid ethyl ester. To 0.374 nol of sodium hydride 95 %

' i 40
EX i o O b B B irber e e B B Srdipnera gt i on
m xture bel Qmé&inﬂ)&%%h&ﬁboﬁmﬁe%}dmhl&{}d%}ge

conmpound obtained in the step above and 0.1 | of
(benzhydryl i dene 10 ami no)acetic acid ethyl ester in

St@0Q : M 40LDifblorapmBngé weian. After stirring overnight at
anbientgfenperature, the reaction mxture is filtered

and concentrated to yield the expected product. Step E

X = AN , p=di f| -2-1 oxyl ate . )
35,5 dL 08k Pl f1°2 3 losop R AbedBe A5 08T Besaivge oide and
140 e of selphalboy e iflirsdieky afo hf 230028, TOE r8icB¥ARExturd B Eﬁg]egl heated

ded 510 nl of IN hydrochloric acid, and then _
at 3%@5? ?anzﬂ%tra adjig then, ra%t@a retgrpineniogambignt tamipieeattre, poured into
T ' ' vaporated .of f, t
sOb IR 24 U Sun AL QKRR NS BAROTRLEB! ek U squeos
phaseiis péidgiedgo it 4 11using hydrechladc &id l@i(ijd asﬂtﬂem sxtﬁac:[édgwm ether. The
of f.. washe and then dried to yie t he expecte
cthgt R s Washedpd Vri%terzdltl%l e P Bated toxiplkihp srgacied product.
pi perazinyl]-5, 6-difluoro-2-indan- carboxylic acid.
The expected product is obtained according to the

Stagcly ¢ e d (i EDds@or bbprony sedplyhGuil)mdthaiol. Preparation 1,
starting fromthe conmpound obtained in the step above.

20 Step G: N[3-Chloro-5

Tofd sdttidaeozg. 93 Moreifylinm GodhidriiRria-120(h] of fetrahydrofiran there is
d(g;(iperazinyj)-z- i ndancar boxam de hydrochl ori de. e
a

peYE & Bingtes @nd impiipinienidd teepavatieryy 208C  heolpiiaceii?2 #mmol
of @ cgfflﬁHB{cﬁob%ainé& # tthle g%pfa%gxrfre] in 150 ml of tetrahydrofuran. After stirring for
3 hours at ambient temperature, there is added, over 30 minutes 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
cther 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 the conpound obtained in the step above and

N- met hyl - 3- Chl or 0- 5- f | uor obenzyl am ne. -105 El enent al

m croanal : % %1 9N % Calcul ated 55.71 5.10 8. 86
14.95 Found 55.85 5.43 9.03 15.61 5 EXAMPLE 190:

N- (3- Chl or o- 5-f | uor obenzyl ) - fdguet hyl - 2- (1- pi per azi nyl ) -
2, 3- di hydro- 1H cycl opent a] b] napht hal ene- 2- car boxam de

I j St 1. 2.3-Bis(.b ;
oy B RS0 1Sy BhBethyorBeds FRRERE AR hen wih water and Bty i
safydledlisb@iufy chidaphtoaltienchdfbre’ BAnp arifi S8 ROk i
tetrachloride there are added 8g253 nmol of entrated to yield the

eXREGSGORFBEYEci ni mi de and 45.4 mol of
2,2' -azobi sisobutyronitrile. The reaction mxture is
then heated at 65C for 4 hours and subsequently

SteyoDcenCr@enghyanglideneainin £, Byl Yr DRk R L. AByBR aSid dpR ester.
gel, using a gradient of cyclohexane and
di chl or onet hane (cycl ohexane/ di chl or onet hane: 70/30 to

Tog?.égép}éqo?%é t%h(if/ﬁlﬁﬂlt hydtn(ae 3656% qn tl%@ m1105f t%éﬁ%%}o%gragrtﬁgr%% added, over
402nianfen en® pBamainingribe tenhey:ciepgnhaldadianitina! RISy 2°Ca Blution
f§ﬁ¥late Q%drochl r%de. The expected product is )

of G 41916 CRLSBHRAAG PIER 40 e GePAIOES kO T busdof feathepeyldenc-
anfihd)Bcelic Odcid BUAMRS®Rr 38300ShALE 'té’c&h&ﬁxﬁ%@i@%}.e@??ﬁ%ﬂﬂg overnight at

obtained in the step above. Step 4
amBignd sopneravensy the rdaction mixture is filtered and concentrated to yield the expected
pnghgﬁrazinyIj-2,3-dihydro-lk#cyclopenta[bj-
apht hal ene- 2- carboxylic acid 20 The expected product
i s obtained according to the procedure described in
Steps Cto F of Preparation 1, starting fromthe
Stepdip ouFéyé Braaninad, §-Aiftuseo-2tivdardookescylate hydrochloride.

To 0.17 mol of the compound obtained in the step above, dissolved in 500 ml 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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-106 Step D: N (3-d:loro-5

fl uorobenzyl)-N-net hyl - 2- (I

pi perazi nyl)-2, 3-di hydro-| H

cycl opent a[ bJnapht hal ene- 2- car boxami de hydr ochl ori de
The expected product is obtajjged according to the
procedure of Exanple 4, starting from 5 the conpound

gobtained in the step above and

—Jﬁﬂﬁgﬁﬁy¥ﬂ%2@hﬁﬁro 5-f | uor obenzyl am ne. El erment al
m croanal yspg @ Yr%H 9NyYC o, &al cul ated 63.94 5.78
8.60 7.26 Found 63.56 5.58 8 23 8.15 10.EXAMPLE 191:

Caleyl@ednl or 351 | GdPobefByl | - N.Aet hyl - 5, 6-di chl or o- 2- (1-
I perazi nyl.-2-i ndgncar,hgxam hydrochl ori de. Step A :

Fb%?@-u chlofégﬁthgﬁ?c aé%g. ?%gg@xpected product is
obt ai ned by ring-opening of 4,5-dichlorophthalic
anhydride using 15 acetic anhydride. Step B : Ethyl

Mﬁ/ﬁlﬁﬁl&g 6M(kﬁhbm-szﬂilmanmd)alﬁwyéthybzmy-dﬁmhtmyl)@%-
The expect ed. obt ord to the
procedur e dgg@ Le@t Wﬁgfeé‘ﬁ &?IE“C] 'Eg Hhaypmidgg,
starting fraguidedlorpigoound obtai ned in the st ep above.

20 Step C 2-[4-(tert-Butyl oxycarbonyl)-1
piperazinyIJ 5, 6-di chl oro- 2-i ndancar boxylic acid. The

ect bt according to the procedure
crl g%dg {Sﬁﬂg& ”Jeﬁlt’f@f' }f-ﬁm%"eZS Pr epar ation 1,

starting fron1the conmpound obtained in the step above.

To-1.@34 SiﬁcﬂpofDZ 3- dﬁinE:tﬁyQiﬂﬁhﬂﬁiéleflhuﬂrOOﬁ@Qﬁyda}bon tetrachloride there are
6-di chl oro-2- (1 piperazinyl

ad(ﬂqngﬁéggwxmdgomywcgw&e, ad 454 mmo? of 2 ,2'-azobisisobutyronitrile.

The reaction mixture is then heated at 65°C for 4 hours and subsequently concentrated and
purified by chromatography 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[bjnaphthalene-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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The expected product is obtained according to the
procedure of Exanple 4, starting from 5 the conpound
obtained in the step above and

N- et hyl - 3-chl or o- 5-f | uor obenzyl am ne. El enent al

m croanal ysis : % %1 9%\ %Cp6-Cal cul ated 52.09 4. 77
8.28 27.96 Found 52.77 4.65 8.21 28.83 | 0 EXAMPLE 192:

1-1(1 . . .
S—feg# { (X-B-Glerandvuseapsy ikl ety s (krwe st Stiludre-1H-
yl]- pij@ﬁffp@ﬁid?@nﬂbﬂﬁﬂ[eﬂQDL&Fﬁﬁﬁlni@ RRirbchloride
3-(3,4-Di tl uorophenyl ) propi onyl chloride To 0.27 nol of
3, 4-di fluoroci nnam ¢ aci d di ssol ved in dichl oroet hane

h r 1 Q_drops, of, di nethyl f.ormam.d nd.
T S5 Sie o st 85 BiBRE s perbr M PCERIE R Bl fom
theadbmpeidiobthiaed i the fep abarthnd N-sidasEQUIbbYS - BYGBBE Y Rehine.

to dryness and dried to yield the expected product.
Elemiepigl microangdysyy £ | uor o- | - i ndanone To 58 g of the acid
chloride o i negl 4-n t st @p -above, dissolved in
di chl or oet Oa(%‘e, %ﬁzre %2\6 ar}écgdded, at 0C, over 10
Caftuimgdes an@3.Pn 35.p&rtides, 1263 g of al umi ni um
&Horide. After stirriégg at 0C for 40 m nutes, the
oWl ut i on i &-pdurdd®i nt%?600 S of ice-cold IN
hydrochloric acid. The m xture is then separated,
washed twice with I N sodi um hydroxi de sol ution and then
EXAMRBLNatHr: Nrd-Ghloho-Bilmveobdnzi e nisdhyleS,6hdiahdoro-2-(1-

filtered, evaporated.and dried tq,yjeld e., 25
expect ed p r%‘@gaz.'“y- )Ig)'%“‘g"r“éﬁr l@_xamldé/hydr ochloFiae
(I'RS) -1 Am no-5, 6-di fl uoro-1I-indancarboxylic acid To

0.27 mpl_ of 1he compound obtained in the step above in
‘&5@5%‘ mnggTﬂlé{"{‘fé?f’JV”gFFo“%‘g mM of water there are added
113.6 g of ammoni um car bonate and then 35.8 g of

pot assi um ) _ _ _ _
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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cyanide. 5 The reaction mxture is then heated at 120C
under pressure for 3 hours (the pressure increases to
20 bars). After cooling, the solvents are evaporated
off and the residue is taken up in water. The
insoluble material is filtergd off and dried. The
hydant oi n thereby obtained is heated in the autocl ave

fo Cinl.41litres 10 of water, in the
Ste Do ST M S ozl Ve oslictloro-  rperaziny.2-

cool i NGuahheg ed; finely divided dry

ice (solltl d cg%g}rr{%e?g)ﬁo h{';'jli‘g added to the filtrate to

adjust to pH 7. The mxture is filtered, and then the

t vaporated to . dryness to yield the
The e&BE&%‘gP{S’?‘B&U& t%%{ egﬁacg)rdmg t>c/) the procedu);e of Example 4, starting from

thé ddRPovhd [o()iaﬁ{bﬂ'lﬁﬂieydt AR Qx?cFNl hét IU%)-JEI§IO65 qfu%{olﬁ%é&'lgmme.

ndancar boxylic acid 15 To 0.17 no he conpoun
I rdanabis - st ep above in 1.3 litres of dioxane

there are ed, nL I dlun1hydrOX|de sol ution
and t hen, %d é’g Zé&m yédl(tert but yl )

(ld&ﬂ@@bonate7@pssabved Bng1002nbs of di oxane. After
stirring for 48 hours at ambient tenperature, the

Fogngxane i sIévapofdded 881 and.8he residue is taken up
in 425 mM of IN hydrochloric acid. 20 The solution is
then saturated with sodiumchloride and extracted with

EXAMHLEE22 a1l §(10)-TRE, DDIRGIob o Ry nittiyIfs isediubi dih &R fLyl)-
and evaporated tqQ yield the expected product Step E :
(1RS) - 1- [ 4- Pt@r%ﬂmtighysxwwmﬁay| ) -1
pi perazi nyl J-5, 6-di fl uoro-1-i ndan- carboxylic acid. 25
The expected conpound i s obtained according to the

Stam 4 ¢ e duBd-Bifluereglempd) propiokyl dilemdé ng from t he compound
obtained in the step above. -109 Step F:. Benzyl
(1RS)-1-[4-(tert-butyl oxycarbonyl)-1

Top0.R2magl &y B d-EflifordbinhiAicOadid 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 1N
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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i ndancar boxyl ate. The expected conpound is obtained
according to the procedure described in Step A of
Exanple 1, starting fromthe conpound obtained in the
step above. Step G: Benzyl (1

X)-1-[4-(tert-butyl oxycarbomyk)-|

pi perazi nyl J-5, 6-di fl uoro-1- indancarboxylate. 5 The

SR8 RSl giine i epenmianalsasionshe 46t no st ep

above. Step H 1-[(1
e)-l-§3 5-Di fl uorobenzyl oxynet hyl)
To G25meil pf hercompdaml dbtginggintbe atzp rabovainr@ﬁd mdcdfleﬂrandl&md 50 ml of

Wl CRERLRE BOEE R0 SPORLE OPRAA ot el S5  of potassium

cy&hagtlng from difluorobenzyl brom de. Elenental
m croanal ysis : 10 Cal cul ated Found % %1 53.97 5.18
The geaction, mectengais dberpbeated ebt20edndar frhsust fp Jlvove (thagressure

. O 5.99 15.17 5.56 14.90 EXAMPLE 193:
1m%z?‘(asi?(gé)){ﬁgf-rs()B,S-Difluorobenzyloxymethyl)-5,6-dif|uoroin
Afearodhiyd, [the pbIpEftazidevBoRySr OFRhArthé @esidue is taken up in water. The
insoluble material is filtered off and dried.

The hydantoin thereby obtained is heated in the autoclave for 9 hours at 120°C in 1.4 litres
of water, in the presence of 0.17 mol of barium hydroxide.

After cooling, the mixture is filtered; finely divided dry ice (solid carbon dioxide) is added
to the filtrate to adjust to pH 7. The mixture is filtered, and then the filtrate is evaporated to
dryness to yield the expected product.

Step D :  (1RS)-1-[(tert-Butyloxycarbonyl)amino]-5,6-difluoro-1-indancarboxylic acid

To 0.17 mol of the compound obtained in the step above in 1.3 litres of dioxane there are
added 398 ml of 1IN sodium hydroxide solution and then, at 0-5°C, 0.23 mol of ditert-
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

15 Step A : Benzyl (1/3)-1-[4-(tert-butyl oxycarbonyl)-I
pi perazi nyl J-5, 6-di fl uoro-1- indancarboxyl ate. The
expected product is the second of the enantioners
separated in Step G of Exanple 192. -110 Step B
1-[(113)-1-(3,5

D'fluorobenzyloxynethyl) 5, 6 dlfluor0|ndan 1

UL T A R e

Steps,,ﬁahghrpogflatgxanpl e 1, starting from
di fl uor obenzyl” brom de. Elenental mcroanalysis 5

Cal cul at ed Found %C 53.97 53.26 9H 518 5.53 the

Thé 8)5%8%@ 2%1%5%1&1 g OE %@%{ﬁ}%ﬁé" Ve al tnie descn@Nd n %tep A of
Exa?lﬁ;lk -1( Stafiimi ffdntl e@DEMBYH D SYtEREN H tlle BtefaBbw| or oi ndan- 1-
yl] -

Step G : Benzyl (1)-1-[4-(tert-butyloxycarbonyl)-1-piperazinyl]-5,6-difluoro-1-

indancarboxylate.

The expected product is obtained by separation on a chiral HPLC column of the compound

obtained in the step above.

Step H: 1-[(10)-1-(3,5-Difluorobenzyloxymethyl)-5,6-difluoroindan-1-yl]piperazine
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 54.21 526 556 @ 14.90

EXAMPLE 193 : 1-[(1B)-1-(3,5-Difluorobenzyloxymethyl)-5,6-difluoroindan-1-yl]-

piperazine dihydrochloride.

Step A :  Benzgyl (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.



10

pi perazi ne hydrochl oride. StepA : Benzyl
(IRS)-1-[4-(tent-butyl oxycarbonyl)-1 piperazinylJ-5,
6-di chloro-1- 10 indancarboxyl ate. The expected
conmpound i s obtained according to the procedure
described in Steps Ato F ofjgExanple 192, replacing
the 3,4-difluorocinnamc acid in Step A by

3 di ¢h o) mc acid. Step : (1

ﬁ i p )(%o/@rlc (ih'mﬁ‘}(féﬁ’f%@@‘?’fﬂ‘l‘l)pi ﬁdtf&tpirwyri@n-la)l]pwerazuze
6- d|chugﬁgn%hhhﬁ@gncarboxylate The expected product is
obt ai ned by separation on a chiral HPLC colum of the
conpound obtained in the step above. -111 5 Step C

1-[(la)-1-(3,5, . . . o
Ths; 61["}(’%" o%"é’f‘%?l&%@ RRlpingf peeprdingte. hegrraeasyemdescribed in Steps B to D
fYExdhiler BZ kaftingh VP Gk O h £Che ognd i S
° obtaﬁﬁed accolrl1 Ing to %thgﬁgggdﬁ¥§£ eg%rﬁb g@p tep%rld 3,0-
difrorepepzydibtpmisieobenzyl brom de. El emental nicroanal ysis

Ele ngExagBIegl .starting fromthe Cal cul ated Found %C
"54.97 5.08 conpound obtained in the
step abovegaad 3¢hEMN o5 9
Calculated 53.97 5.18 5.99 15.17
Found 53.26 553 6.44  15.69

EXAMPLE 194 : 1-[(1 a)-l—(3,5-Diﬂu0robenzyloxymethyl)—5,6—dichloroindan-l-yl]-

piperazine hydrochloride.

Step A: Benzyl (IRS)-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 (10)-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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6.04 5.71 EXAMPLE 195: 1-[(1
[3)-1-(3,5-Difluorobenzyl oxynet hyl ) -5, 6-di fl uor oi ndan-1
-yll - piperazine hydrochloride. Step A : Benzyl
(1[3)-1-[4-(tert-butyl oxycarbonyl)-1 piperazinylJ-5,
6-di chloro-1- 10 indancarboxylate. The expected product
is the second of the enantioners separated in Step B of

sugg €; UElo?ﬁﬂ‘z’ﬁ?ﬁ@é@f‘i{(}{}%'&é’,}’g%%t?ii‘ﬁs%}%ﬁﬁ@%ﬁeifda"-l-yllptk’emzine
yl Ipi p@y@eba@rigbydr ochl oride. 15 The expected conpound

is obtalned according to the procedure described in
Steps Bto D of Exanple 1, starting fromthe conmpound

in in the. above and, 3,.5- difl uoyobenzyl
g R cotbolelf S TR RY BERaPE e moidedieged o s B o D
of Gatenpléat §dstarding9 fionD Ghd . dthpédn® DbtdiRsNdn Sthe Sttep - Hdve- §A 3,5-
. 22.89 -112 EXAMPLE 196: 1-[(1
diffyorahepzyl respges- f | uor obenzyl oxynet hyl )i ndan-1 -yl ] -
EI 851371 %ng'gydrochloride. The expected product is
ing to the procedure described in Steps

B to D of Hxanpleril, &tmrting fromthe conpound
ng%*ained in Step A of Exanple 175 and 3-brono-
a -

4%¢br oberty? bi-8%i ded-0£l enental microanal ysis
Found 54.97 5.08 5.71

EXAMPLE 195 : 1-[(1B)-1-(3,5-Difluorobenzyloxymethyl)-5,6-difluoroindan-1-yl]-

piperazine hydrochloride.

Step A :  Benzyl (1p)-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 %BH %N %l
Calculated 5439 500 604 2293
Found 3454 504 569 2289
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YCUHNYLC  Cal cul at ed51. 245. 325. 6914. 40
Found51. 365. 355. 4614. 51 10 EXAMPLE 197:
1-[(1(3)-1-(3-Bronp-5-fl uorobenzyl oxynet hyl )i ndan- 1-yl ]
- pi perazine di hydrochl oride. The expected product is
obt ai ned according to the prpgedure described in Steps
Bto Dof Exanple 1, starting fromthe conpound

| in Step A of Exanple 176 and 3- br ono-
ELRMBEEdRG 7, i ChpointisBromo nerbarryipomethsbipdie1:yil-

VUYL Cale : 914. 40

Foundb:. 655, BiraAE iAol o0

N- ( 3- Fl uor obenzyl ) - N- et hyl - 2- (1- pi per azi nyl ) - 2-i ndan-

20 carboxani de dj hydrochl qori de. The expected product is
Th&bet"g?cﬁf‘e‘gp%??&%ﬁa Ph‘ﬁ}/“teé aP?R%S‘&Sé% dfupracesiuresiesambad i, Steps B to D of
Exainpld 1,Narfif® fomt A c6APHEHIGhA L 0 ;

N net hyl - 3-%3[ uor obgnzyl am ne. B?d;{{l?%%@e: 75 and 3-bromo-
S-fuqrgbegayldremédezy| ) - N- et hyl - 2- (1- pi per azi nyl ) - 2-i ndan-

xam de di hydrochl ori de. The expected product is
£ '}?&ml Fogt F : ing to the procedure of Exanple 4,
starting fepm thegcomppoynd gf~Preparation 2 and
N- et hyl - 3-chl or obenzyl am ne. 5 EXAMPLE 200:
Colgagedr orobérsy| 3R med-B9I - 21440 pi per azi nyl ) - 2- i ndan-
Fogay boxam d khydr,ochl oride., T expected product is

Oobt ai ned agég!rjdi %'ggto ?ﬁé pr]o4c:glgure of Exanple 4,

starting from the conpound of Preparation 2 and

N- et hyl - 3- br onobenzyl am ne.
EXAMPL]%/ 197 : 1-[(1[3)-1-(3—Br0mo-5-ﬂuorobenzyloxymethyl)indan-l-yl]-

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 %H %N %Cl
Calculated 31.24 532 569 14.40
Found 31.65 5.38 564 @ 14.44

EXAMPLE 198 : N—(3-Fluorobenzyl)-N-methyl-Z-(l-piperazinyl)-z-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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EXAVMPLE 201 :

N-Met hyl -N-[ 3-(trifluoronethyl)benzyl]-2-(1-piperazinyl
)-2- 10 i ndancar boxam de di hydrochl ori de. The expected
product is obtained according to the procedure of
Exanple 4, starting from thﬁnqonpound of Preparation 2
and N-nethyl-3-(trifluoronethyl)benzyl am ne. EXAMPLE

-E—é&@@l_lﬁﬁél‘%(-’r'ﬂhb?f@bgﬂwﬁtmﬂnﬁbehz-;(l-))ip(braziny})n-iﬁd@ﬂ-
pi perazi nyl ).z 2] xam,de di hydrochl oride. 15 The
expected pr ggﬁ%({xgﬁgﬂggh&gﬁ%c@%r&%r ding to the procedure
of Exanple 4, starting from the conpound of

TPre aratio 2_ang ) i
%fﬁ‘@?‘ﬁ PEJue 1§ 05tagned) ageorging igethp prapbdure wif Fxample 4, starting from
e Mt 2P Proparation 2 an Nty hlorobsnzylaming,y | - 2 ( 1-

pi perazi nyl)-2-i ndancar boxam de di hydrochl ori de. The
<Toli r cf is obtained according to the procedure
@ﬁ%@ﬁ%&@ Z‘E@#é‘?'{‘i"?ﬁgﬂﬂ)&‘nmezbylr%él -pinepeainyl)-3findan-
Prepar at i on ¢griR9mide dihydrochlorid

N- et hyl - 5-chl or o- 3- 1| udr o- -nefﬁoxybenzylanine. -114
EXAVPLE 204:

N (3= -5-f1 - 4- met hoxybenzyl ) - N-net hyl - 2- (1
e Bcl Apfctst oRGiRe U HahaPiy e AT Erberale 4fisrting from
theeoopgiuad opPaguetion 3 aﬁ@bﬁh@ﬁ@l-@%&ﬁ%éﬁ%ﬁ%@iﬁé}?e procedure
na o

of Exanple 4, starting from the conpo

Preparation 2 and .
EXANRICH b0 ROMRERIN-13-tRiRicto e DR EY R Piperazinyl)-2-

N-(3,5-Difl hnraﬁcﬁmhhmwﬁiﬁﬂab’dchid}‘id@t hyl - 2- (1- pi per azi

nyl ) -2- indancarboxam de di hydrochl ori de. The expected

product is obtained according to the procedure of
ThEXRPRER frod i3S bbBheh ! nd of -Breparation. 2

P RA L oafie 3 el hErabl o TR RO RRN bt R B Bt from
thex@@pound of Preparation 2 and N-methyl-3-(trifluoromethyl)benzylamine.

N- (3, 5-Di fl uor o- 4- net hoxybenzyl ) - N- net hyl - 2- (1- pi peraz

nyl)-2- 10 i ndancar boxam de di hydrochl ori de. The
EXxVI®E IFe20207 N8Ot hlofo-S i S LSnte- Qpedure

of Exanpl e 4?(gst arting frrom "‘?ﬁ@gggﬁ’%ﬂnﬁ %&ﬁyf_’f?f

Pr epar at i onpiperazinyl)-2-indancarboxamide dihydrochloride.

N- net hyl - 3, 5-di f | uor o- 4- net hoxybenzyl am ne.

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-ﬂu0ro-2-methoxybenzyl)-N-methyl-Z-(]-

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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EXAMPLE 207:

N- (3, 5- Di chl oro- 2- net hoxybenzyl ) - N- net hyl - 2- (1- pi peraz
nyl)-2- indancarboxam de di hydrochl ori de. 15 The
expected product is obtained according to the procedure
of Exanple 4, starting fromu4-he conmpound of
Preparation 2 and

E%Eﬂﬂoﬁ ﬁ_(gléhrﬂ)%_g thiors 413 oxy alr)nﬁl niethyl-2- ==
N-(3,5-Di czgngéﬁhzﬂnynenhmﬂeewhhn% amlyvdcidoride, Pi per azi

nyl)-2- indancarboxam de di hydrochl oride. The expected
product is obtained according to the procedure of
Thgég;gg tﬁ %9%%1%}91%63 EE’JB‘rdiEQ td Hl% p‘%8é§&89e”9f ]g)tample 4, starting from
theNoﬁ‘@bhlyd ofPrepathttdtl D aed W=rhigthyiB«yilez ylflacidie-metHok§benzylamine.
EXAMPLE 2009:
N-(3- Cyanobenzyl ) - N- net hyl - 2- ( 1- pi perazinyl)-2-i ndan-

%ﬁ ccorgy I%t% L%g%’#’ ote z?lzﬁ??ﬁ eggylpf-ﬁqﬂj}erdﬁnyl) 2-

starting frmﬂnntdnboxmnmmlﬂych‘bclﬂbaﬂar ation 2 and
N- net hyl - 3- cyanobenzyl am ne. 5 EXAMPLE 210:
N- (13- Cyano- 5- f [ uor obenzyl ) - N- et hyl - 2- (1- pi per azi nyl ) -2
The EQARRA FEARPIETBIIR A LrAlRE 1) B! ﬁ@cedﬁ@o@ﬂ%‘éﬂ@q starting from
product 'i's obtained accordinhg to the procedur
thefoampphed df Prepantiomy afid Bmmethjle3, & dnfpound-oéthexdeardamion. 2
and N-net hyl - 3-cyano- 5-fl uorobenzyl am ne. EXAMPLE 211
N- ( 3- Chl or 0- 5- cyanobenzyl ) - N- net hyl - 2- (1- pi perazi nyl )-2
EXAM®RE 2060 R385 Qorsﬁmo@mdmemdmséﬂz?l%mﬁ]etﬂ - @Xﬁﬁ)@h?z‘ihyl) 2-
product Ts obt ai ned accordin e procedure of
Exanpl e 4, @ﬂ&ﬂﬂﬂb@ﬂm&hdlhﬁgoehﬂnﬂ@nd of Preparation 2
and N- et hyI 3-chl or o- 5- cyanobenzyl am ne. EXAMPLE 212:
N-[(2,6-D fluoro-4-pyridyl)nmethyll-N nethyl-2-(1-pipera
The expdc)ed produnt ncraied acicdéing id tdrekddard 6feExahipld Ag starting from
expected product is obtained according to the procedure
thegpmpeupfh9lePranargtier 2 prgNrpghyl-3 s idustipn uﬁahwbenzylamme
Preparation 2 and
N-[(2,6-difluoro-4-pyridyl)nmethyl]-N nmethyl am ne.
EXAMPLE 207 : N-(3,5-Dichloro-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-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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EXAMPLE 213:

N-[ (2-Chl oro-6-fluoro-4-pyridyl)nmethyl]-N nethyl-2-(1-

pi per azi nyl)-2-i ndancar boxam de di hydrochl ori de. The

expected product is obtained according to the procedure

of Exanple 4, starting from;i20 the conpound of

Preparation 2 and

L]y 65 f-L uor.o- 4- i dyl hyl ] - N- et hyl am ne

E&%@ﬁ%ﬁ%‘é{ﬂ?omnwl&ﬁ' e¥h521-r£?(tl-]yip]erazinyl)-Z-ilydan-

N-[ (2, 6- Di clehfoxadridy dih§ukddiidriye.] - N met hyl - 2- (1- pi pera

zi nyl)-2- indancarboxam de di hydrochl ori de. The

expected product is obtained according to the procedure
Th%ﬁeégg?gﬁtg#%gﬁ% igtﬁ)g{aﬁﬂeﬁgac%r mg tto h[ﬁe 8%%8(%%1 %f %];(ample 4, starting from
theNsqnRyui o Bhiparatiod 2 pyd NylelHyR B Ryhdotbhs ik ami ne. 5

EXAMPLE 215:

N-[(4,6-D fluoro-2-pyridyl)nmnethyl]-Nnmethyl-2-(1-pipera

| ' ] ' j de.. The, .
D A e RSB G R 0 b merimditrinaan-
of Exanpl e darbexamidedihydachldrite. conpound of

Preparati on 2 and
N-[ (4, 6-di fluoro-2-pyridyl)nethyl]-N nmethyl am ne.

ThEX¥AMdE grbBuct is i i .
N-[ ( 6- & [FbRict Is ohtaine 8.2gcording fo the progedure of Exaplp 4, stasting from
theqpugiogad afPreparption 2 audhemethykany - Hilhydbeehipihde. The
expected product is obtained according to the procedure
of Exanple 4, starting from the conpound of
EXXMPAIF21 101N 3a0Kkkoro-5-cyanobenzyl)-N- -2-(1-pi invD)-2-indan-
N- [ (6- CPT or NAZamLoro-S-cy: oy DY et 2-(l-pipcrazinyl):-2-indan
EXAMPLE 217¢€arboxamide dihydrochloride.
N-[ (4, 6-D chl oro-2-pyridyl)nethyl]-N nethyl-2-(1-pipera
zinyl)-2- 15 i ndancar boxam de di hydrochl oride. The
Thexpseteddpdoad icobthined bt @irdiag 1@ @eo5dédird O £k 9C §94EE from
of Exanpl , Starting from the conmpound of
theﬁpggg}llga)pfgﬁfegargw 2 and N-methyl-3-chloro-5-cyanobenzylamine.
N-[ (4, 6-di chl oro-2-pyridyl)methyl]-N nethylam ne.
EXAMPLE 218:
E X NIPLEH 201 B-[@,6-Difin aro24-py ridglyy me e1AX e m%ﬁpe@aiiﬁyl)-z-
e

Pl per azl Ny | S A R i aehiariquar ocht or

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-z-(l-

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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20 The expected product is obtained according to the
procedure of Exanple 4, starting from the conpound of
Preparation 2 and

N-[ (4-chl oro-6-fluoro-2-pyridyl)nmethyl]-N nethylam ne.
-117 PHARMACOLOG CAL STUDY -@k -COVPOUNDS COF THE

| NVENTI ON EXAMPLE 219: Determ nation of the affinity

EX et N RO F DB e R R itk 2
site is evajndahefbeyamilediRydrocMeridsperi ments wth

[3H -cital opramon rat frontal cortex nmenbranes. The 5
cortices are honogeni sed using a Polytron in 40 vol unes

o M A L0 T SO ol i o
theafoﬁlpotdiﬂaﬂf Rrepdrafidr@ e Ka(2,6 didhicb- 4tpyi‘1e1yl)ﬂﬂéﬁ1}$]eldiﬂgaﬂylamﬁm

resuspended in the same buffer, incubated for
m nutes at 37C and then re- centrlfuged The menbr anes

B B I R oo o e A A e B0 TP syl -
buffer. 10 iﬁldencmﬁbxan&&cﬁhyaiﬁohl%hrudacubat ed for 2 hours
at 25C with the conpound under test in the presence of
0.7nM [3H] -cital opram Non-specific binding is

Thé €kSictidedw tiShO};TQII.M?d BLASRXRE td the p%céd'ﬂ?e SNEy £ PPIE Ilels']talrtmg from

i ncubation period, the sanples are filtered t
thelgairpohndef Pmralqryb @nd NH (féwlfbroe@—ﬂeamddl)metuyl]FIEime(ﬂ@ylanme

% and washed several tinmes with the incubation

buffer. The radioactivity retained on the filters is

Emmmlae‘{Nr[(ead,mdmmﬂﬁ&rosz;JpphuM)ﬂietwm-ﬂzﬁnbthg»unrtl- Wi th

the aid of a scintillation counter. The isothérns
obt ai ned arEP&WF%)E@I'IWWBfbﬂﬂamééﬂlhb’ég?@é@ldm to
deternmi ne the 1C50 val ues, which are converted into K
using the Cheng-Prusoff equation: Ki = IC50/(1 + L/Kd)
Thevkegeeted frodepiesinined bbwrdiog c@tﬁer;&bésalnrwéf Eedhhfle Ugantling from
and Kd |§ t he di ssoci ation const ant
I

the] HYURIUPL| SPr dFFRAFEEMe %eraé‘florﬁlﬁ(@%‘ﬁfpé}(gu%rpt%pr}mhyl JN-
meﬂg&nqlﬁé_ults are expressed as pKi = -log Ki.

EXAMPLE 217 : N-[(4,6-Dichloro-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-[(4,6-dichloro-2-pyridyl)methyl]-N-methylamine.

EXAMPLE 218 : N-[(4-Chloro-6-fluoro-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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The results obtained for representative conpounds of
the invention are collated in the follow ng table:

118 ConmpoundpKi r5-HTT Exanpl e 16. 61 Exanple 27.27
Exanpl e 37.20 Exanpl e 687.47 Exanpl e 696.82 Exanpl e
708. 49 Exanpl e 857.03 Exanplg71357.36 EXAVPLE 220: hNK

fflnlt of co ounds of the invention was
bi ndi ng. The a y np . theEPresence

| MB hunan Iynphoblast cells endogenously expressing

KI receptors are centrifuged and taken up in 5 the
ﬁé&%&&i& Apteraningtion af tiergfiBidyforser GonibSeuptaNeGites ik rat.

CaCl2, protease inhibitors at 1/100e (Cocktail SIGVA

P8340) and 0.2 % BSA. The volunme of incubation buffer

Thesaftisity roffithe dompodsist for et SrkoRinCGOA ST rrﬂ%’te@ég 8 @ %aluated by
106.cells/m . The cel| preparation is’t I ncubat
cop](}}afétll% EXDETHRES §yikh [[gﬂym@ﬂ;tmman@e @ fodtat herteomathdnes. The

t enper.a
co&&ﬁ@ rélrete lgtfﬂ:fx? éce‘ﬂ sed 3155%%“%»&1 Tlfrp]este &Eel ghi}dom of cgld Tris-
H<E>1f (SQMI\@FpH O5A) 7ibcubAtioh meffanebx@imi&lgel Jongubatdi oRd FS%MOQQ and are
es are filtered through Unifilter G-/B ty
thgy ‘ie{@&g&&r@f R OSSPl £ SYEERI0S 1esogpendind indlshethesontbr Ahcubated
fort 10RSnuMést 2 37PE bl |tﬁén%'c9gmj%g% fdeﬁ"h? (n%ng IeFIT Iénge \8%3)?@1 a further two

NaCl , 4nM CaCl2). The y ret
tinges |af1@ the dediment i 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 [3H]-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 ICsp values, which are converted into K using the
Cheng-Prusoff equation:
K; =1Cs0/(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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nmeasured by counting after addition of scintillation

liquid to the filters.
regressi on,

non-1i near

plotted and the I C50 val ues
|atter are converted into imsi-bition constants (K) by

to be determ

The counts are 15 anal ysed by
all owi ng the isotherns to be

ned. The

nmeans of the Cheng-Prusoff equation: K;=IC50/(1+L/KD)
- 119 wherei nt—ts—the—concentratt+on—of—3H| - Subst ance
P and KD is the diGemgdatdi on| copst aRil1dT

[ 3H] - Subst ance

P for

human NK1 receptors (

0.53nM . The

results are exj
obt ai ned for r4§
are collated i
Exanpl e 18. 47 |
Exanpl e 116. 31
Phar maceut i cal

ressed as
»pr e S&ARAkilve
nthe 5 follo
Ex anprample 274
Exanpl e 796. 2
conpagiplech.

pK

(-To
conpé ds of t
M ng table: Co
Exanpied 36. 79

K;).

Cormdb28 for th

D EXAVPLE 221 .

he results

he i nvention
npoundpkK; NK1
Exanpl e 56. 40

e preparation

of 1000 tablets each containing 10 ng of active

i ngredi ent: Conpolderané 6&xanpl e 747

i ......).. Example69..|... 68 ...10g

Hydr oxypr opyl cel | ul ose

............... .. Example70. .. 849 L

......................................... 2 g | o Weat

starch Example 85 7.03

e Bxample135.|. . 736 ... [
| og Lactose

EXAMPLE 220 = hNI{1 bindiﬂg.' R A R R R R R R R R
.......... 100 g Maghesium stearate

..........................................

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:

Ki=1Cs5/ (1 +L/Kp)
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................... 3 g -120 CLAIM5 1. Conpound of
formula (1) : wherein : 5 --R8-represents a hydrogen
atom and Rl and R2 together with the carbon atons
carrying them form a benzene, naphthal ene or quinoline
ring structure, each of those ring structures being
wheptin bnialthey caubsttationtof Iy Suhenes Praa e, Bané iRkddcifon constant of
ﬁgkéferent sgbs%ltuents sel ected from hydrogen, hal ogen
CHrbstanes® der Bromar ik Teqentssal (30Nt iThaaterylis are expressed as
pK§gp§g¢5pted by one or nore hal ogen atons, 10 or R
represents a hydrogen atom and R2 and R3 together with
the carbon atons carrying themforma benzene,
Thnaghﬁhal neﬂfr q%inoline ring structure, each of those
PiTRyS  PRper &Y Ricgt bt crmapqupds @bdhs inyesiopreoendlagnd in the
follBWifg tab@nt i cal or different substituents selected from
hydr ogen, hal ogen and |inear or branched Cl-C6al kyl
optionally substituted by one or nore hal ogen atons, 15

- n represents 1 or—2; f—Fepresents gr oup
sel ected from - (QHZpmpeudK-, - (AXJyKn NR4+ Ak-,
-(CO -NR4- Ak- and -(CH2),,,| NR4-(CO -, -121 in

represents an intleger between I and o fnglusive, AK
represents a |indaEX8mPlet anched-47 - C6al kyl ene chain
optionally substijtuted by a hydroxy group, and R4
represents a hydrlod&amatcom|or a T.7hear of branched

Cl - Céal kyl group,| Ar repregents an aryl opr heteroaryl
group, 5 its optilcdxamptkens, and7%l so afdition salts
thereof with a pharnmaceutically acceptable acid, it
bei ng under st ood |t Faemple 5 6.40

Example 11 6.31

Example 79 6.29

EXAMPLE 221 : Pharmaceutical composition.

Formula for the preparation of 1000 tablets each containing 10 mg of active ingredient:

Compound of EXAmPIE 1 .....c.oueiurieuiiieieeecctteeeeeeeeeeee oo 10g
HydroxXypropylCeIIUIOSE ..........c.ueceeemuerererteceeeteeee e es oo 2g
WREAL STATCH ..ottt 10g
LICTOSE ...ttt et s et e 100 g
MagnESIUM SLEATALE ...ttt eeeeeee s 3g
Talc
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optical isomers nean enantioners and di astereoi soners,
an aryl group neans phenyl, biphenylyl or naphthyl,

each of those groups being optionally substituted by
one or nore identical or different groups selected from

hal ogen, |inear or to brancheg. C - C6al kyl, |inear or
branched Cl - C6al koxy, hydroxy, cyano and |inear or
branched C | -C6tri hal oal kyl, a heteroaryl group neans

an aromati c nono- or bi-cyclic 5- to 12-nenbered group
contai ning one, two or three hetero atons selected from
oxygen, nitrogen and sulpggf i# bei ng under st ood t hat
the heteroaryl group may QEM:onally substituted by
one or nore 15 identical or different groups sel ected
from hal ogen, linear or branched Cl-C6al kyl, |inear or

- brempoted ofiforasdd @bxy, hydroxy and |inear or branched C

| -C6trihal oal kyl. 2. Conpound of fornmula (1) according
to claim1, wherein Rl and R2 together with the carbon
atons carrying themforman optipnally substituted
benzene ring and R3 repﬁesqggg\ hydrogen atom or R2
and R3 together with the|tarbon gtons carrying them 20

forman optionally §Ub81l ut 8 nzene ring and R
1]

represents a hydrogén 4 3. Conpound of fornula (I)
according to either cla sr—#&l aim 2, wherein n
represents 1. 4. Cbngg nd of fornula (1) according to
any one of clainms 1 t® 3, wherein in represents 1. -122
5. Conpound of fornula (1) according to any one of
clains 1 to 4, wherein Ar represents an aryl group. 6.

wh@mmpound of formula (1) according to claim1, selected

from -
1-[ (I RS)-1- (3, 5-di bronobenzyl oxynet hyl )i ndan- 1-yl ] pi per

azi Re.reprbfenfPh 1§8fogkR AMRh S and R]/ and @ ﬁ)%g?;gld iVJif;hgﬁle_SL%h;O?l atoms

thereof wth a pharnmaceuti cal accept e ac
1- [ ¢aR®)g thenB fomianknagnd) eaphthalkyaret kqyinpling aimg 1stycfupd, pach of
razj,ne, its optical isoners, and also addition salts .
t nePBSt rie: HABUSFE PrIB R IoRAHY FURBUET 451 806, of dnore Mdentical or
1- [ diffeRon®-sdbsRidhed Reteeiid oroTEl Y deh N Bafdpen Yhli PHRGF %1 B8nched
, and al so addition salts

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

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

- nrepresents 1 or 2,

- -X- represents a group selected from -(CHp)p-O-Ak-, -(CH)m-NR4-Ak-,
-(CO)-NR4-Ak- and -(CH;),-NRy4-(CO)-,
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thereof with a pharnmaceutically acceptable acid, 10 -
N-[(3,5-bis(trifluoronethyl)benzyl]-2-(1-piperazinyl)-2
-i ndancar boxam de, and also addition salts thereof
with a pharmaceutically acceptable acid, -

(I RS) - N-benzyl - N-net hyl -1 - (4i2pi per azi nyl ) - 1-i ndancar box
amde, its optical isoners, and al so addition salts

t here ith a arnmeceutical | abI

(1 Nt BB RERHan amh POBRBHPY. Rnpiiom a tuear o
pi peraaghddyC)-Clalicylead cidin @@ﬁ&ﬁﬂ@"@uﬁ%tuieﬁ%yoﬁhz&@ky group, and Ry
i sonmers, and al so addition salfs thereof w't

phaFsPaesENts Rdurrogen aloapemmlineaner branched Ci-Cealkyl group,
(1RS) - N- (3, 5-di met hyl benzyl ) - 1- (1- pi per azi nyl ) - 1-i ndanc
arboxam de, its optical isonmers, and al so addition

sal ts répreveanfanviryliordcRbdiyiaeeu, i cal |y acceptabl e acid,

N- (3, 5-di fl uorobenzyl)-2-(1-piperazinyl)-2-indancar boxa

its 'Jh@@al 18%91%&6‘ LLI?(F ill@&j g&&lh&psabtlg Qhe‘?@clfg\%tht Qgﬂa%];ce%&ﬁlyaacceptable acid,

arnmaceut i’ ca accepta
N—(3 5- dlchlorobenzyl) N- net hyl - 2- (1- pi perazi nyl )-2-ind
ancqﬁ@oxan1de and also addition salts thereof with a

EstpoddBati y acceptabl e acid, -
(1RS) N- (3, 5-difluorobenzyl) - N—nethyl-l-(l-piperazinyI)
- 1-i ndancarboxam de, its optical isomers, and al so
OpgﬁﬁﬁpnwmIgaﬁt@wnh@ne@mnmﬁnhmamphamnaceut|caIIy
acceptable 25 acid, - (1
RS) - N-[ 3-fl uoro- 5- (trifluoronethyl)benzyl] N- et hyl - |

an afyl pRiuper @k @Méﬁyl Jblpmi@ryl of ASEMNANE AR of kloSe ?l%b? Bling optionally

i soners, and al so addifion salts thereof w
sutﬁ;ﬁg%t(ﬁjabb an¢ eamaye adedipalats) dffershiigroups selected from halogen, linear or

bl‘agllﬂll%%) Cl d %Ikgr?’ l?ne% fArUQJag& BZ&I g)g t hy Ironngggzy:z_alilc}/ ﬁl]ng Riear or

razi ne, i SOIers,
bnﬁmhmEC}ﬁ@ﬁEﬂbamWEh a pharnaceutlcally acceptable aci d,

-123 -

N- ( 3-chl oro-5-f | uor obenzyl) - N—nethyl 2-(1- pi perazinyl) -

a Rab DA GREROKRIAISn ABflaié ol B QS 1R 1HRIARY
mﬁthgg %ﬁg naceutlcéﬁ yaécceppab <§ﬁd?Q§ B 10 erea Eroup
containing one, two or three hetero atoms 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 C1-Cealkyl, linear or

branched C;-Cgalkoxy, 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 Rj
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 (IT) according to any one of claims 1 to 3, wherein m represents 1.
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1-[(IRS)-1-(3,5-di fl uorobenzyl oxynet hyl )i ndan- 1-yl ] pi pe
razine, its optical isomers, and also addition salts
thereof with a pharnmaceutically acceptable acid, 5 -
(1RS)-N-(3,5-difluorobenzyl )pN-nmethyl -1 -(1-pip

erazi nyl ) - 1-i ndancar boxam de, its optical isoners, and

3@ 0 ad% t%on alts thereof with a harnaceutlcally
. ahretory

according to any one of claims 1 to 4, wherein Ar represents

1-(3, 5- dlfluorobenzyloxynethyl) 5,6-difluoroin
dan 1-yl]piperazine, its optical isoners, and al so
addition salts thereof with a pharmaceutically

cept abl 10 acid, -.and .. '

! @ﬁ%ﬁt??ﬁfoﬁll‘&?@ﬁﬁ@%@ﬂgBBFB‘Hde%lmﬁfﬂy| )i ndan-1-yl ]
pi perazine, its optical isoners, and al so addition
salts thereof with a pharnaceutlcally accept abl e aci d.

7 1 138Bsk (X peibreraoimaplax pnktbyl)nlae <bmb]nplpmlrm‘, 1tfs @pticdl dsomers,

I tart t ound
or ipd SRt ot i b PR cs R P LR . o
ar e-[aR Shef- (mdmfleﬁhylf)@fﬂlﬂx@rr(eiﬁyl)ﬂ%nﬁlyllﬁﬁér@z‘iﬁ@tlé o@tlcal isomers,

protectin group for the amne function, the ac

f uﬁ@d plom adstitiqihsadth theseqf vathee Plesgmpesujirallycace rdate ﬁgdund of
5 S T R Bl s
pr dteemfmn@l a rancehtcallynecaaiatde hedact i on which is

di e amne function of which is

de&@@ggt %H“fﬁ@rwghﬂg%?@@vléﬁ -WiRiperaHBY ;- dripdansarbgramide, and also

f ongailign {ditVkhereof with a pharmaceutically acceptable acid,

- (1RS)-N-benzyl-N-methyl-1-( 1—piperaziny1)—1-indancarboxanﬁde, its optical
isomers, and also addition salts thereof with a pharmaceutically acceptable acid,

- (1RS)-N-[3,5-bis(trifluoromethyl)benzyl]-N-methyl-1-(1-piperazinyl)-1-indan-
carboxamide, its optical 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,

- (IRS)-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,
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Gx (1V), Tos wherein Gl and & each represent a

hal ogen atom or a p-tol uenesul phonyl oxy group, Tos
represents a para-tol uenesul phonyl group, and n is as
defined for forrmula (1), to yield the conpound of
formula (V) : 10 wherein RL,,R2, R3, P2, n and Tos are
as defined her ei nbefore, from which the

-1 ul ph | | d, th d
PRGOS BupRbEEDES iy 6hp oAzt aeethosamids, and
?r Q%s@ %H@iﬁoﬁ QalY§ tﬁé{‘gofR\?ﬁh &gﬂﬁﬁggaﬂgﬁly E@ceﬂ%’éﬂﬂ% &é]\f/il" | ed

wher el n n- are" as

h e ﬂ dl Hhoéf b(?eSﬂiuﬂl%meﬁDmﬁﬁhﬁl)ladm- Otylpipe@inedit® WPtitAlisomers
ch compound of fornula (VM) is

r eé’& @dﬁiﬂ’? F%“S t@“&@ﬂl%%ipl@%maﬁ%ﬁﬁllkmabiaec f
£
O(IRS)aNf( A’E dihﬁ&%bghzglg:rlg%{eﬁgﬁ ntg- oglf)%f@llﬁgﬁ‘}-ﬁéﬁqc?fboxamlde its

HNRnthQIk Jsﬂqme(rs,/l dny, alsonhdsligom s#R4, théﬂeoﬁmthﬁsr pledr@acsitidgify A&@ptable

for formula (1), 1in the presence of one or nore

cofll F1ng agents, to yield, after deprotection of the

£i ng(iam)ne(d suaehiopsbensRFRRMIRA)-8 6. &iano rﬂiaﬁllaj?l pq\%az]if?e its

particular case of the compounds’ of for mul

X PRifiab dwmtess, angradimpaddifjaoaliNrieraut wither phamnaaguumy R2eptable
and Ak are as defined hereinbefore and Ar is as

deglned for formula (1), 15 which is reacted, when it

I -S awte 5] (18%$ ) t10(3clrbaiors- ﬂﬁ(ﬁf@B@ﬁ'ﬁQﬁ)x@fnef]@!{)mﬂaﬁl@lﬁ)lperﬁ‘zme its optical

particul ar
1somers, and also addition salts thereof with a pharmaceutically acceptable acid.

2

7. Process for the preparation of compounds of formula (I) according to claim 1, starting

from the compound of formula (II) :

NHP

D,
COH

R{

wherein R;, R, and Ry 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 1) :

(1m),
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case of the compounds of formula (I) wherein X

represents a group -CH2-NR4-Ak, with a reducing agent
to yield conpounds of formula (Ib) : -126 wherein R1,

R2, R3, n, R4, Ak and Ar are as defined hereinbefore,

or whi ch compound of fornula,(Vl) is esterified, when

it is desired to obtain conpounds of formula (1)

erein X represents a group -CH2-QOAk- or 5

A -HNE%zb B@d?a and B greeasqdaiimed dsraehefiere gnd fPorrapriesents\a protecting
:grcfug!ﬂ)ft)h a@ﬁ%ﬁ%ﬂ) %hic}ﬁ%’dif?@rentrh&g?’ P3 are as defined

Fer &i nbefore and P4 represents a befizyl or |inear or
branched Cl1-C6al kyl group, 10 which is placed in the
resence_.of .a reducing agent to yield the al cohol of

g funggion eh s Reprojestedrbefors rgaetiqns wathethg scompound of

dqhiunedvier ei nbefore, -127 which al cohol of fornula

(IX) is reacted, when it is desired to obtain compounds

of formula (lc), a particular case of the conpounds of
formula (1) wherein X represents the Aﬁeoup - CH2- O Ak-,
with a conpound of™~forfat )~ Hal - Iar (X)), 5
wherein Ak and Ar are as |defined for formula (1) and

Hal represents a halogenTestom to yield, after
deprotection of the ring am ne function, conpounds of
formula (Ic) : NH CHZ QAk-Ar wherein RI, R2, R3, n, Ak
amdrell Gllaadas, erhirgndsdhenhaiatRhoidn Rra Ml%eﬁhﬁl%?iox?f group,
formula (I X) is converted by conventional reactionS o
dPYEaRTasents @ patreiriusnespinheny sxpummnaa ints debimad far fooxaula (1),

to yield the compound of formula (V) :

wherein Ry, Ry, R, Py, 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 vield the

compound of formula (VI) :
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wherein RI, R2, R3, n, R4 and P3 are as defined

her ei nbefore, which is reacted with a conpound of
formula (XIl) : - 128 Cl Ar (XIl), O wherein Ar is as
defined for forrmula (1), to yield, after deprotection
of the ring am ne function,.gonpounds of formula (Id)

a particular case of the conpounds of formula (1)

AEHEH Rl TR SRR o, s iy el v By epugpents 3 profecting

?ﬁﬁ?&ﬁb@é@ﬁﬁheﬁﬂﬁﬁﬂﬂ conpounds of forrmulae (la), (Ib),
I c

and (ld) are purified according to a conventiona
purification technique, are separated, when desired,

Bt SO, s GBI S s o
Rhanleg@ewheesl Xyrepesand at®)-BR)-tk- Br -CHBINRLAU Wetlhla compound

conposition conprising, as active ingredient, a
ebfepoulidVdbcording to any one of claims 1 to 6, in
conbi nation with one or nore pharmaceutically
acceptable, inert, non-toxic carriers. 15 9. Use of
conpounds of fornula (HYyRaschrdi (gt o any one of clains
1to 6 in the manufacture of nedicanents for use as
serotonin reuptake inhibitors and NKI antagonists. 10.

Wheredf R, oipoidnaisare bis defirwad|fer fotthulagqdpr di ng to any one of
clains 1 to 6 in the nanufacture of nedicanents for
use in the treatnent of depressive states, anxiety

i @k %?eseﬁcl:%? one or more coupling agents,

to yield, after deprotection of the ring amine function, compounds of formula (la), a
particular case of the compounds of formula (I) wherein X represents a group

(CO)-NR4-Ak :

R N—A1, (Ia),

CO—NR;—Ak—Ar

wherein R;, Ry, R3, n, R4 and Ak are as defined hereinbefore and Ar is as defined for

formula (1),

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,-NRy4-Ak, with

a reducing agent to yield compounds of formula (Ib) :



i mpul si ve disorders, aggressive behaviours, drug abuse,
obesity and appetite disorders, pain and inflammtion,
denmenti as, psychotic states, disturbances of
chronobi ol ogi cal rhythnms, nausea or gastrointestina

di sorders. =126 -

N (1b),
R n

CH;—NR;—Ak—Ar

wherein Ry, Ry, R, 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) :

(v,

wherein Rj, Rz, Rz, n and P; are as defined hereinbefore and P, represents a benzyl or

linear or branched C;-Cgalkyl group,

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

(1X),

wherein R, Ry, R3, n and P; are as defined hereinbefore,
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which alcohol of 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) :
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) :

CHyOAk—Ar

wherein Ry, Ry, Rs, 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) :
NP,
)\ \f\)
N
R, n (),
CHy NHR,
R3

wherein R;, Ry, R, n, R4 and P; are as defined hereinbefore,

which is reacted with a compound of formula (XII) :
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CI\H/Ar

o)

(X1),

wherein Ar is as defined for formula (I),

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

-CH,-NR4~(CO)-:

" N (id)
2 R4
Ve
R{ o)

wherein R, 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,
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impulsive disorders, aggressive behaviours, drug abuse, obesity and appetite disorders,
pain and inflammation, dementias, psychotic states, disturbances of chronobiological

rhythms, nausea or gastrointestinal disorders.



