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-1- NEW AZABI CYCLI C COVPOUNDS, A PROCESS FOR THEI R
PREPARATI ON AND PHARMACEUTI CAL COVPOSI TI ONS CONTAI NI NG
THEM 5 The present invention relates to new

azabi cyclic conpounds, to a process for their
preparation and to pharmaceutical conpositions
containing them The conpounds of the present invention
are of particular interest froma pharnacol ogi ca

point of view for their interaction with the centra

hi stam nergic systens in vivo, and may 10 be used in

the treat ment OVEMEAZABRIEVCHYLC COMIPHINDSed wi t h

cerebral agei LSBI ' i our
di sorders andﬂgi%g%gfgégyc fg%@ﬁﬁ%@ﬁ@i@ as well as
at t &iND PHARMACEUTIEATACOMPOSITYONS WONTAINING PHENE
popul ation as a result of the increase in life
expectancy at birth has in parallel brought about a
Thé YRedea ihhiibN GEBAS €t He\;/h%abﬂg!:l?ce @ﬁxﬁ Qlnds, to, 2 process for their
neur opat hol ogi es 15 associated wt gge, and
prepeigtion and tp pharhaientied]l sompsetse. coitamiyy theni. pal cl i ni cal
mani f estati ons of cerebral ageing and especially
neur opat hol ogi es associated with age are nnesic and

Thé€ 6@Rp&UNES of WChreQnt dRichGbie Be! Fartiil£ MniBRY¥: £68% hifirmacological
denentia. In respect of the central nervous system

poipkeleviewrfeuthsptinterastion odihctak centrad hestarhiaemgic systemssivatogand may
i ' via _{he tral histam nergic t ens
be SR80 o AL b DG AEDDER) AR PREPLS P8Ry, mood
disorelarsp reating dehivibir Ahbyade®d @gd CiMdepdiakRat h PR Cak well as
settings (Pell and Green, Annu. Rev. urosci., 1986, 9
attepgign deficit kypefagtiviy sfndgeme. physi ol . Rev., 1991, 71,
1-51). Thus, it has been denonstrated that histam ne
pl ays a part in various physiological and behavi oura
Agpng césthe populatiom as tahesuld rofght adrense indife eepettaicyng birth has in

requl ation, circadian rhythm cataleptic¢ states, notor )
par"f‘lffﬁct’ﬁo&ﬁl% ﬁaﬁlﬁegs?‘{}’éﬁ%g, IRER§ESH ginp Ehep eradanger of newiopathglogies

ass@disteBHRhY aloNCInldORspRNlyal SOhSHRAP! éiig?]ag%.asltﬂec | cfpaP SSinical
et al., Hi Stamnergic néurones : norphology a
marifgstatioon of SuelraRegeing arfl espe @Ry Rrwemthd@gids asspeiated with age are

o808 LS Bl SR SR
denonstrated that an increase in endogenous extra

In respect of the central nervous system, recent neuropharmacological studies have
demons{trated that histamine, via the central histaminergic systems, plays the role of a
neurotransmitter or neuromodulator in physiological or pathophysiological settings (Pell
and Green, Annu. Rev. Neurosci., 1986, 9, 209-254; Schwartz et al., Physiol. Rev., 1991,
71, 1-51). Thus, it has been demonstrated that histamine plays a part in various
physiological and behavioural processes such as thermoregulation, neuroendocrine
regulation, circadian rhythm, cataleptic states, motor function, aggressiveness, eating
behaviour, learning and memory function, and also synaptic plasticity (Hass et al.,
Histaminergic neurones : morphology and function, Boca Raton, FL : CRC Press, 1991,
pp. 196-208 ; Brown et al., Prog. Neurobiology, 2001, 63, 637-672).

Studies carried out in animals have demonstrated that an increase in endogenous extra-
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-2- synaptic |levels of histam ne enables the pronotion

of states of alertness, the pronotion of |earning and

menory processes and the regul ation of food intake and

enabl es convul sive attacks to be countered. (Brovni et

al ., Prog. Neurobiol., 2000, 63, 637-672; Passani et

al ., Neurosci. Biobehav. Re¥-, 2000, 24, 107-113). As

a result, potential therapeutic indications 5 for
syneptiplzueld 9f haspaihe eodblésnihe @ashatipnt dTestdtes sldal€tneds, thep®astion of

of histamne centrally are the, treatnent of cognitive .
learging dMEMAYY BIOSHFHERL R rtagfﬂ%t&ne%fr fod agfeks anch pepbigstgenvulsive

PEeqsn S > ) :

R IR (WS Phog, MUY, ABOITES LRI Pessani et ol
Nerosxit BiobéhatyeRor , 2000; 2461107 d4B). derertilg pohtivlaberaparticandications

ot her origi s well as  the treatnent_.of nood
for gpuigpef sbabl o bimeT g TR iad Vantr Rlien ot Bitoger egpirally are the
treatiyiBRy &gt | dighifivé0 RABRAABE . adsbiihBer MRNE, caMeBrkS X;@x&% and with
shown that ‘a histamne injection at the |evel of the
neugedegereratiygp gisheseanechn ag | Alzh¢imens \digtapa Pigk's r digeasat Korsakoff's
- Of [ uces, f [ in.thecrat.. In addition, a
sl AR EPEL LR GRonc BB orhdyP e Pliol of R oy o
the desamnait r&t ®dod Risogdnsgt dodahisive oliasies bad sittédmhileit h@feractivity
al., Brain Research, 1992, 590, 180-186). As a result,
SYNEEME, § UHBFEATG U OTKS I8V el RV HHt Gpesimneainectipk @hihselevel of the
. . SYT AR . ; _ _
con gl iR ok O AR b o8 RS RPR R anllf rechp CRERAY B e o
In atifitbon, kehyofpotiodsgcaihfisiasinggianrashidsistr hasybdea pdnionstrated in
s o PR A B R T 2 i L JBA TR, 5% s,
eatih® BSnabAL? disolREd ALy arl IRewisk HoBlial RdBpeit 4Rdications for the
Tetrahedron Lett., 1988, 29 (28), 3481-3482; J. Med.
conipangs of1tbe Breserd (MMenti@94- 397] . Sone of those 20
conpounds are known for their use in the treatnent of
cardi ovascul ar di seases, especially hypertension, or
A B8mBerl 0€adocaRRAR! [Aeidribe EREPAUNEET SonfjIsghdOeaN o§kH§Hr§®clopenta-
0

fromthe point of view of nmecharnismin relation
[bIrsheols erarctahwdeacyelepenstlcliyeroteamaieps BES RY624R0L dcGhetr. Soc., Chem.
i { O cyfihoaddi b t . h | h
Corfiiie, 398510 0 MRD R DDr Y5, 2001813 Ln £ 38R pledron
Letff,01988n 28 €280 3p013d82 all MadVCken.aadvy,i 16(4 3923917V, BodiieS of those
of the cigtral hi st am nergic 25 systems, a_nhoyel )
compogpdy 3G kBpwh Her wsHpise HECdrealmey obgardiyaguhar dissages, especially
hypdRERIRS BES! aalloFM’ anﬁ%‘s?ne?(: ER A thdr H%ﬂatﬁegﬂ st A tFin HR JdAG of view
conpounds of formula (1)  ~qn x Y,
of mechamism in relation to chemical reactions of the catalysed intramolecular cyclisation
or cycloaddition type. On the other hand, there is no document that either describes or
suggests for those compounds an in vivo activity as activators of the central histaminergic

systems, a novel property of the compounds claimed by the Applicant.

More especially, the present invention relates to the compounds of formula (I) :

n X 2 Y
N—Alk"" ; (I)
W

p m
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JNAIV 3 PmW Y -3 wherein mand n, which may be
identical or different, each represent an integer of
fromO to 2 inclusive, with the sumof the two
integers being from2 to 3 inclusive, p and g, which
may be identical or different, each represent an
integer of fromO to 2 5 indlusive, Ak represents an
al kyl ene, al kenyl ene or al kynyl ene chain, Y and V,

whedeirch may be identical or different, each represent a

hydrogen atom a hal ogen atom or an al kyl, al koxy,
aIkyIthio al kyl sul phi nyl, aIkyIsquhonyI nercapto

doﬁ(y 1tu|8§ nghy R dléX‘ch’a ”% dlff) F(enl‘%l eta8 é g%%g St l %ngtere of 1Qrom Oto2

ttu

mmumeawhbmd su(ro@ﬁthemb inyegetsb&ingt e en 1h&las1ﬂ¢ trogen
atom by one or two al kyl groups), acyl am no
(optionally substituted on the nitrogen atom by an

glaky l& “Qﬁ&flﬁl)a?r 1Rl ERNERS A RY ent, © &P%)@seﬁt%ﬁg{%gg{ %fr:n %%?1% to 2

grou represents an oxygen a

molusiMER) - group wherein R represents a hydrogen atom
or an al kyl group, 15 - Wrepresents a group sel ected
fTonrcyano (when X represents an oxygen atom or an

bres&ft?b!r@ﬁlkyteh’é %Jlﬁen?fenggr ﬁﬁfh 14 HBnR2, wherein - -

Z, represents - g(NR4) *-C(O-NR3) -

*-C(S) - N(R3) - * C(NR4) N(R3) *- C(O) o, *- C(S) O
20 corre

®)
PraSk i i S0 o B, AP TS o,
haldgeh-atom @rIm alkylCaNB4y ,-alk lﬁﬁ(p)a‘lkyls&ﬁhlﬁylbﬁlk‘f}lsutph&yl B%rcapto

R3 and R4, which nay be identical” or differéent, each

%159@5 @thaloaliydyr viFenamipoofwnsubstiogadi @hwblsty‘fu@db@t preupetivo alkyl
Q‘Hﬁ)’sl) a5 P %1n&@¥ﬂoﬁ§?dob%or§aﬂ9%hﬂ)sttlﬁtgc? o en%oge%ra?org by one or two

alkyl groups), acylamino (optionally substituted on the nitrogen atom by an alkyl

group), alkoxycarbonyl, carboxy, sulpho or cyano group,

X represents an oxygen atom, a sulphur atom or an -N(R)— group wherein R represents

a hydrogen atom or an alkyl group,

W represents a group selected from cyano (when X represents an oxygen atom or an

-N(R)~ group), -N(R{)-Z,-R; and —Z,-NRR»,

wherein :

- Z; represents —-C(0)-, —C(S)-, -C(NR4)—-, *-C(O)-N(R3)-, *~C(S)-N(R3)-,
*~C(NR4)-N(R3)-, *~C(0)-O-, *~C(S)~O— or —S(O)—, in which r = 1 or 2 and *
corresponds to the point of attachment to N(R;),

- Zj represents —C(O)—, —=C(S)—, -C(NR4)—, —S(O),— or a bond,
- Ry, Ry, R3 and R4, which may be identical or different, each represent a hydrogen

atom, an optionally substituted alkyl group, optionally substituted alkenyl group,
optionally substituted alkynyl group, alkoxy group, optionally substituted cycloalkyl
group, optionally substituted heterocycloalkyl group, optionally substituted aryl

group or optionally substituted heteroaryl group,



optionally substituted al kynyl group, al koxy group,
optionally substituted cycloal kyl 25 group, optionally
substituted heterocycl oal kyl group, optionally
substituted aryl group or optionally substituted
het eroaryl group, -4- - or R and R2 or R2 and R3,
together with the atomor at-dmms carrying them form an
optionally substituted heterocycl oal kyl or optionally
subs Ri; tandl @ dn e, edndary kog@ttRd Mitht e bivh br 80ARaRYRIgSthem, form an
di astereoi sorners, and also addition salts thereocf with
on QP%?naﬁ% substiged hefewarslealkylyor aptensilyisibstiseted beteroany group,
or nore pharmaceutically acceptabl e bases, 5 wherein: -
the term"al kyl" denotes a |inear or branched

to ithedlr epatiboersc Hastereomotrs)iand algoomiditidrosts thaebDwitht &H¥8or more
- the term'al kenyl' denotes a linear or branched group

Ph%fg}?f?%‘f“r?ﬁ% a‘f‘*FBWE% s §r eng pomoreharRacsHcally sreqpiatie bases,
doubl e bonds, 10 - the term "al kynyl" denotes a |inear
or branched group containing from3 to 6 carbon atons

5 whgreén:f rom | to 3 triple bonds, - the term "al koxy"

@ n al kyl -qgx roup i.n i.ch the li.near or,
tf AR, Rore adieRChBastg oHGHRboR shecansBHine fiom 1 to
cabomstoms, t he expression "optionally substituted
aryl oxy” denotes an aryl-oxy group in which the 15
- the {prmgaliepyl’ <degptes gnhinday os (sachedigeaip contdiring dram "Jatoy ® carbon
mgggghgﬁbﬁplE;gﬁ&mﬂeg&%ﬁp in which R represents a
hydrogen atom or an alkyl group, - the term
10 - thepermalatighikl/| dend@sai Bsead o ibi@&hed prduhadieiigsing ¥ di0rB to 6 carbon
chai n ontgin'ng f 8ggl to 3 carbon atonms and from |

atps and fogybip FHW%E the term "al kyl ene" denotes a
- thkirgaa b ivia i . ai N | :
R oA S AN Yol et SR bbb iyt chin
cdritpipgironr] thréegachrechtmy,al ent radi cal containing from 2

o s PSP T B b b S el . whic
15 arbi Mol dpadhald) substufddni ng from2 to 6
- the term "acyl" denotes an R,C(O)- group in which R, represents a hydrogen atom or an
alkyl group,
- the term "perhaloalkyl" denotes a linear or branched carbon chain containing from 1 to 3
carbon atoms and from 1 to 7 halogen atoms,
20 - the term "alkylene" denotes a linear or branched bivalent radical containing from 1 to 6
carbon atoms,
- the term "alkenylene" denotes a linear or branched bivalent radical containing from 2 to 6
carbon atoms and from 1 to 3 double bonds,
- the term "alkynylene" denotes a linear or branched bivalent radical containing from 2 to 6
25 carbon atoms and from 1 to 3 triple bonds,
-the term "aryl" denotes a phenyl, naphthyl, indanyl, indenyl, dihydronaphthyl or
tetrahydronaphthyl group,
- the term "heteroaryl" denotes a monocyclic or bicyclic group in which at least one of the
rings is aromatic, the group containing from 5 to 11 ring members and from 1 to 4 hetero

30 atoms selected from nitrogen, oxygen and sulphur,
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25 carbon atons and froml to 3 triple bonds, - the
term"aryl" denotes a phenyl, naphthyl, indanyl,

i ndenyl, di hydronapht hyl or tetrahydronaphthyl group,
- the term"heteroaryl” denotes a nonocyclic or

bi cyclic group in which at |east one of the rings is
aromatic, the group containifig from5 to | | ring
menbers and froml to 4 hetero 30 atons sel ected from

- th@'térhp g@@loaﬂéyyg@ého%@ B aton mdnocyclt R LI&L® containing from 3 to
"cycl oal kyl "™ denotes a hydrocar bon” nonocycl e or bicycle

1t sgrben nﬁomg and opticnally unsaturatadiyr m?ama@mﬂecbmnden ally

UG 0y ALK RO, Al e

b atou aamemedmag JUhap@ip cbittathir@l fredn UNG atl Ui BembB&RESd having
the_%roup contalnlng from4 to |l | ring nenbers and

frREn gt hajerp aimg selesTed e et eaR.oHE eIEUEE.r om
- tH"%'o RE&Bn yﬁtg&d%n¥ %ﬂgstﬁtgk:(@h#ﬁhed 56 g {éﬁ'gg %ic;lhfgﬂyl, aryl, heteroaryl

ptional | i tut
ad/isdtaradycidalkyadyhoteshetier Hahatithosa gﬂaubehaycbe)subﬂﬁ]htkd/ by from 1 to 3

TS 3T e 0SB e TR PR i
alﬁ?ﬂﬁglﬁhﬁ@lfﬁaﬁ@%eﬁl K)Yciroxyall‘llféi’ééf}to akiul otaﬁdyp’m@tl) khisy |(Lﬂﬁh9§’flltuted or

sul’pho hal ogen, hydroxy, nerca
substifateddayl @nyd or fwat alksyl groips), QQ}’hmwathumefd (thlohally substituted on
bstit d.b
th%%“ﬁ%@é@&?%%ﬂ%@%%ﬁ%ﬁﬁm cBek R e R sty on the
gm BYmaLarDalkyMaroah K MlkoRy AHREY ], cab¥k@R¥ulifo (agafcy&{a)ab} M) that

stituted on the nltrogen aton1by an al kyl p),
t aﬁ%s@yesarr@arhﬁl subétatrdts:éxlgy ans pybHisteiertyls yaeloalkpk, hﬁte;oomaalkyl or

o0 P P TR U LS S B o

subsittatedt bp bnchat tivbeoxar gfou@ﬁ detier as- yiongftﬁuﬁﬁ)ldiria)bﬂ ﬂhe groups
addition be 15 substituted by one or two 0x0 group

CQIIPNIAG fNABIALF AN dmoptEERtsUBSIet aRd dhaHi they Casfoalyl or
he%rgé'%'idak f[% q)e%ugﬁ ?Eg&ﬂs&b?gﬁ@&ym%r&oté?gﬁpst he

cycl oal Crocyc oa gr oups nm
- the Ldxpteission é'dpiwrlaélw sbstitptedhepplied wo t}mxtmngr aigpls ,alkenyh er alkynyl

JSXRLes i.on "optional| ubstltuted appl.ied to t
SRS B S o R RS e o p dsrice o i Sroups
selBRbedb Erosi RSkyIih, tek?héuR;ﬁfhyPr afle ul'pﬁ@ﬁyl' Qﬂ’ﬁo r }Qt'lcf%%ﬁr ®D8roxy,
groups 20 selected from al’kylthio, alkylsu p I ny
IMEICRBED s @ntm; omuno aacybxgmmhgarbgeﬁ,, at:@l@tnmoy alkrmy@a]bpmyl carboxy,
su&}h}%?&ca ° 98 rra"ﬁy P%tatn}f oa{:rﬁaflr %8{1 Xna’lly u%statmegoheteroaryl, optionally

substituted cycloalkyl optionally substituted heterocycloalkyl and optionally substituted

aryloxy.

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

acid, methanesulphonic acid, camphoric acid, etc..

Among the pharmaceutically acceptable bases there may be mentioned, without implying
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sul pho, cyaEo, optionally substituted aryl, optionally

substituted heteroaryl, optionally substituted

cycl oal kyl, optionally substituted heterocycl oal kyl and

optionally substituted aryloxy. 25 Anong the

pharmaceutically acceptable acids there may be

ment i oned, without inplying-6any |initation,

hydrochl oric acid, hydrobrom c acid, sulphuric acid,
anyph#gthoon smlmmdrompmsm ﬁydrbkidfel thiefgdmehe 6tcaci d,

| actic acid, pyruvic acid, malonic acid, oxalic aC|d

succinic aC|d glutaric aC|d furnaric acid, tartaric

PrefGted aryBr ppgagg{hq e lrglr&u acid, ascorbic acid,

met hanesul phoni c hori ¢ acid, etc.. 30 Anpbng
t he pharnaceutlcally acceptable bases there nay be
d,. w thout .inplying -6- tatlo sodi_um
AN e iraiings ik Bikrien @ s nyeinig Tomans 00, qis 1.

Preferred aryl groups are the phenyl group.
Advant ageously, the conpounds of the invention are
Ant péwatagpetseiembodiméndr afil the (inyentipni selates 1an cathpantdsgedisein n
“mﬁﬁgﬁ yment of the invention relates to conpounds
rein n 5 represents 1. Preferred conmpounds of the
invention are those wherein mis 1. Qher preferred
onpounds of the invention are those wherein mis 2.
Pre SPHRAURSPS Shpayensonapethpss whetpirmas & t hose wherein
pis 1. Oher preferred conpounds of the invention are
those wherein p is 2. 10 An especially advant ageous
Othenpreftirmed rbmpbutdseofithymmeition arethatewhéeincanpounds of
formula (1) wherein X represents an oxygen atomor a
sul phur atom (nore advantageously an oxygen atom).
PrefiRel ReHpSSRR G #ld m&ﬂ%ﬁ%@@@&%&éﬁﬂ isent of the
|nvent|on relates to conpounds of rnula (1) wherein
X represents an -N(R)- group (nore advant ageously NH).

d whi ch th
Ot e S S b PP LV BREROHSGH T ormul B

(1) each represent a hydrogen atom Another preferred
enbodi fent of the invention is that in which, in the
An S5Resiatlyd gdwntageeus jomboriment off tifeoimuention 11)°~lat€tSh® gooppunds of

forlh @R (1§ tein %%sgﬁ? n %&}Qépn%@oqn tolg & sgfp?xup atom (more advantageously

an oxygen atom).

- Another especially advantageous embodiment of the invention relates to compounds of

formula (I) wherein X represents an —N(R)— group (more advantageously NH).

A preferred embodiment is that in which the groups Y and Y' in the compounds of the

invention of formula (I) each represent a hydrogen atom.

Another preferred embodiment of the invention is that in which, in the compounds of the
invention of formula (I), the group Y represents a hydrogen atom and the group Y'
represents a halogen atom or an alkyl, alkoxy, alkylthio, alkylsulphinyl, alkylsulphonyl,
mercapto, hydroxy, perhaloalkyl, nitro, amino (unsubstituted or substituted by one or two

alkyl groups), acyl, aminocarbonyl (optionally substituted on the nitrogen atom by one or
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represents a hal ogen atom or an al kyl, al koxy,

al kyl t hi o, al kyl sul phi nyl, al kyl sul phonyl, 20 nercapt o,

hydr oxy, perhal oal kyl, nitro, am no (unsubstituted or

substituted by one or two alkyl groups), acyl,

am nocar bonyl (optionally substituted on the nitrogen

atom by one or -7- two al kyt7groups), acyl anm no

(optionally substituted on the nitrogen atom by an
twablkyl gr@psl poylaglikoXomeRhboN ¥hbstiasd ox fthe Sittdpea MEmCHARR alkyl

roup. More preferably, Y' represents a halogen atom

gm%g)pé@ﬁogv‘wybw\lpaﬁ%@@(@oﬂ%p@owan@grquacM@a%pxtefréa PP oightesents a
hal®denlddgni nvention wherein Atk 5 represents an atkyl ene

chain (nore especially propylene). An especially

advant ageous enbodi nrent of the invention relates to

compounds .of fornmula,(1 efein Wisg | pcated on the .
BN PoggiEsos e Rt S She Cotppinds obivdRtcrg8s deberein Alk
repRIENAY EIFEIR%I)GQQ chI® (thONRBdcOMy RbR&R) L 0 conmpounds of

formula ( wherein Wreprésent's a cyano group. 10
Advant ageousl y, the conpounds of fornula (1) are those

' represents an. -N(Rk).:Zj.-R2. .group. Al so
An ey 50 ERGESEN SnBRimaRaC Uil Hiesd Sprpouns of
formalagD)iwherein W e aee bh kH&q)h@nyl-glauﬂ\iﬁltH€4—%bﬁti§n. Preferred
Z2 groups are selected from-C(O-, -C(S)-, -C(NR4)-
and -S(O,-. Mxre 15 preferably, Z2 represents a

Anétﬁéer'vaﬂtragé%s e%ﬁb%[m% RirGhd ﬁ%ﬁﬁ@@%‘fﬁ?&s ogéog]iﬂ&glﬁgs. of formula (I)

I nvention-are those wherein represen
whezeiaf Wremdsents geyaupgrampe sel ected from-C(O -, - 9S)-,

*-AO-NR3)-, *-9-NR3)-, *-(O-0 and -5(0)2--,

preferably -C(O- and *-C(O-N(R3)- (nore preferably
Ad\%aﬁ(ea@&‘)ﬁs-ly,zgle%rﬁ g alf Yorﬁ‘lq}éaglf)g&@ SsEVRRAITBW 1Qfresents an

invention relates to conpo S0 formula (1)
-N(RbefeRn grRiup. R2, R3 and R4, which may be identical or
different, each represent: ahydrogenatom an at koxy
group - 9
Also advantageously, the compounds of formula (I) are those comprising W representing a

—Z,-NR;R; group.

Preferred Z, groups are selected from —C(O)-, —C(S)-, -C(NR4)— and —S(O)—. More
preferably, Z, represents a —C(O)- group.

Other preferred compounds of the invention are those wherein Z; represents a bond.

Preferred Z; groups are selected from —C(O)-, —~C(S)-, *~C(0)-N(R3)-, *~C(S)-N(R3)-,
*-C(0)-0- and —S(O),—, preferably —~C(O)~ and *-C(O)-N(R3)- (more preferably
-C(0)-).

An especially advantageous embodiment of the invention relates to compounds of
formula (I) wherein R}, R,, R; and Ry, which may be identical or different, each represent :
e ahydrogen atom ;

e an alkoxy group ;
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a cycl oal kyl group (preferably cycl opropyl, cyclobutyl

or cycl ohexyl) a phenyl group that is optionally
substituted (preferably by one or two substituents

sel ected fromnitro, halogen tri hal oal kyl, al kyl and

al koxy) a raphthyl group ; 5 & a heteroaryl group
(preferably selected fromth$enyl, furyl, pyridyl,

benzof uryl and nEthernedloxyphenyI) an al kyl group

er atycidakiyll ggﬁtpl.(prﬁﬂ’ablyicytlb@@pyl bycl@b@jfleﬁ})cb/clgh@@m) t hat

is optionally substituted (preferabl one or two 10

Subs phenybgrogp dkatde ppigoraty rfr\ﬂ?ﬁéllﬁﬁgéﬁ?fe%ﬁlb banfkylr twagsubyiituents
andie?écjég)ﬁ/c%rg mtro al%%eri?l tﬁl¥a%$a 1 {(yl(aBEl% ';(gf

cycl opropy erocyc
@pr@ﬁ@ﬁﬁﬁﬂgnﬂ@rphollnyl plpera2|nyl plperldlnyl)

grou a heteroar épreferably thlenyl fury

B3 Beroaiinupdpyatyrably galssted Tim Tipmbyueebdidslakszofuryl and

aIKgé%y&ﬁ&ﬁﬁgﬁﬁ@%%énﬁthoxy) groups, or - by a phenyl oxy

roup ti ally advant ageous enbodi nent of
tehead AvAREOY rel ates to compounds of formula (1)
wherein VVrepresents group selected fi7om
-N(crqan@{ gmmmgbstltutem(a) C(S~-NR2R3; -C(O-NRIR2 and

- )B R%%rw‘im hat is opgi Re%l subRgltutedn gquf%rab%? bly one or two

togeth t'om or ne Car rying

het er @mﬁhﬁa{s&ylec@ﬂ@u@n Bilogen, ﬂih@&fall@ﬂ nﬂxgtl ped hlkoRy),
group. Preferred heterobécloalkyl groups are either
saturﬁfé&ﬂaﬁbﬂ%@%h@e& bl PYCIRBRPPHY 8% 7 ring nenbers

opt1 ogaly y ﬁefrP& 1%&:?615‘:91( ré’t‘éf%{b%’ch‘ébd{)l?c}lo £ Pftplre{a%ﬁf‘ piperidinyl)

atom an etero at oge
oxygegrapgd sul phur; or saturated bi cyclic groups having

from6 to 25 10 rin r.s optiqgnally. containing, in
hald t bR & BoeRBr PREETaNY DOaH ., gt NBIEh PR30 e
sel _ec_(){sg){ brOB Wt dIRES prf& s E‘né%ﬁ&y? #hﬁ?k‘ ror Anot her
especi ally advant ageous enbodi nment the invention

r el at &y atpbemydoxsogmods. of fornula (1) wherein W
represents a -Z2-NRIR2 group in which Z2 represents a
bond;

Another especially advantageous embodiment of the invention relates to compounds of
formula (I) wherein W represents a group selected from —N(R;)-C(O)-NRyRj;;
-N(R)-C(S)-NRyRj3 ; -C(O)-NRR; and —C(S)-NR;R; ; wherein R; and R; or R; and R3,
together with the atom or atoms carrying them, form a heterocycloalkyl group or a
piperidinopiperidinyl group.

Preferred heterocycloalkyl groups are either saturated monocyclic groups having 6 or 7
ring members optionally containing, in addition to the nitrogen atom, another hetero atom
selected from nitrogen, oxygen and sulphur; or saturated bicyclic groups having from 6 to
10 ring members optionally containing, in addition to the nitrogen atom, another hetero

atom selected from nitrogen, oxygen and sulphur.

Another especially advantageous embodiment of the invention relates to compounds of
formula (I) wherein W represents a —Z,-NRR; group in which Z; represents a bond ;
R; and R, together with the nitrogen atom carrying them, form a heteroaryl group

(preferably imidazolyl or triazolyl) or R, represents a hydrogen atom or an alkyl group and
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RI and R2, together with the nitrogen atom carrying

them forma heteroaryl group 30 (preferably

i mdazolyl or triazolyl) or R represents a hydrogen

atomor an al kyl group and -9- R2 represents an aryl or

heteroaryl group (preferably heteroaryl, nore

preferably a group selected from qui nazol yl,

i soqui nolyl, quiriolyl and purinyl). Advantageously,
Ry fdp&semﬁpﬁmmﬂ%rdf&ér?dryhg@uﬁ Drefursbly fh@\lﬁﬁ)alngﬂﬁfrﬁrmgﬂéferably a group

represents a_ -C(O-NRIR2 group in which R and R2,
selactrgdrare Auippedyh Haawnelyb guHOM apd e9i¥-ng them 5 form

a group selected from pi perazinyl optionally

substituted by an al kyl or benzyl group; piperidinyl
Adoptageoaly,y theu bempownde dotb yoramlal (K lareo thdse nghabregr dMprepresents a

yl ;. norphol | nyl ; hi omor phal.i pyl :. .
-COFRE R e b sBib Byindota 1 SER b i iipsshy pom egrying them,
forth @t grafky SH18cte bl Rbdriithy] ocbBoMlyesBaGheb by MRNRB8RHS group;

_enbodiment of the invention relates to conpounds_of )
pip¢resting| egtiopallh erledtitutedt by pire skt o1 Hengyl @rowRl RepaEUBoIRRolinyl;
. whi ¢h R ,and i.ndependently, gach reprn nt__an
iR ooy BB AR AR FRUSIET o) ceratyaro-
quigslgnht ageous enbodi ment of the invention relates to
conpounds of 15 fornula (1) wherein Wrepresents a
-N(Ri')-C(O-R2 group in which R and R2,
[ n . gr 0
A HEERETE A kosAC LPRLABRTH L SiilioB iasClo Fompounds of
formuéht ivdrrdiheMe rpiestras nentC@)eNR; Rorgougsipecilath yRi and Ry,

inaeb el S ge¥et OPSR AL SLPN d BBl Aot Pr opoxy) benzo
hydr ocycl opentafc] -pyrrol -2(I R) -yl propoxy) benzam de,

4-[ 3- (hexahydrocycl opentaf el 20 .
Angserr espedgliyHpdydniageoposmpbodimeet of tHeeinyentioderelates to compounds of

rorifyh i HRAARY fOGLARENL ALHPAIERl . proup jn which Ry and R,
ind&%ﬁ(ehden(ﬂ%- &@:h%bf%e‘ﬁﬁéﬂ%lﬁflegib@i &1 ephé};dr en atom.

IFD-yf)propoxy)pheny | acet am he invention
relates also to a process for the preparation of

A REPAYNIBGSld” SRt e oo Bl BOAT BBLCHL S,
espéaddlm | 42 (3+hgxahiiidoe Yl dpeXtia[ MpyBolVR(( A)-yIpropoxy)benzonitrile, 4-[(3-hexa-
hydrocyclopenta[c]-pyrrol-2(1 H)-ylpropoxy)benzamide,  4-[3-(hexahydrocyclopenta[c]-
pyrrol-2(1 H)-yl)propoxy]-N-methylbenzamide, 4-[3-(hexahydrocyclopenta[c]pyrrol-
2(1H)-yl)propoxy]-N, N-dimethylbenzamide and N—[4-(3-hexahydrocyclopenta[c]pyrroI—

2(1H)-yl)propoxy)phenyl]acetamide.

The invention relates also to a process for the preparation of compounds of formula (I),
which is characterised in that there is used as starting material a compound of formula (II) :
Hal—Alk—X' =~ 2{'
W ey

4

Y

wherein :

Alk is as defined for formula (I), Hal represents a halogen atom, X' represents an
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4 ~-Q25 Y wherein Alk is as defined for formula (1),

Hal represents a halogen atom X represents an - 10
oxygen atom a sul phur atomor an -N(p)- group, in

which (p) represents a hydrogen atom a conventiona
protecting group for the nitrogen atom or an al kyl

group, and W Y and Y arellss defined for formula (1),

whi ch conpound of formula (11), after deprotection

wheygen apmi, sl Etve atons ocandéd-edroup, inSvibels (19 remdsentn avnydnogen

a bicycle of fornmula . (111) P M wherein n, i d
afieMy & WaYFIHE alfUPfeF %rﬁ’f‘%ﬁp(fﬁlj fhet%tr%elé‘l oy, élg%gl}jﬁggrggp, and
f oy Muh@i (ldre ad Befhtligh: LRMRAYDd of formula (1), when W

represents a cyano group, is optionally reacted with
sodi um hydroxi de or potassi um hydroxide to yield a

i RRSL e RR T G At sl lidicBiny b S
basié QleBibPw(tl h bidyeletiffohila (ME) :in, p, g, X Y 15 and Y

are as defined for fornmula (1), which conpounds of
formula (1), - may, ectgsary, be purified according
to a conventi onal cati gm t ectimyque, - are
separated, where ap ' £Q

_ . g, into er eoi soners
according to a convent m20 separation techni que,
wherein :

n, m, p and q are as defined for formula (I), to yield a compound of formula (I),

» which compound of formula (I), when W represents a cyano group, is optionally
reacted with sodium hydroxide or potassium hydroxide
to yield a compound of formula (I/b) :

_ Alk_ 2 '
N X Y o @),

p m

a particular case of the compounds of formula (I) wherein Alk, n, m, p,q, X, Y

and Y' are as defined for formula (I),

which compounds of formula (I),
- may, if necessary, be purified according to a conventional purification technique,

-are separated, where appropriate, into stereoisomers according to a conventional

separation technique,

- are converted, if desired, into addition salts with one or more pharmaceutically acceptable

acids or one or more pharmaceutically acceptable bases,

it being understood that:

- at any moment considered appropriate during the course of the process described above,

the group or groups carbonyl, thiocarbonyl, amino, alkylamino of the starting reagent (II)

can be protected and then, after condensation, deprotected, as required by the synthesis,

- the reagents (II) and (III) are prepared according to known procedures described in the



10

15

20

25

- are converted, if desired, into addition salts with
one or nore pharnmaceutically acceptable acids or one
or nore pharmaceutically acceptabl e bases, it being
understood that: - at any nonment consi dered appropriate
during the course of the process described above, 25
the group or groups carbonyﬂ}'thiocarbonyl, am no,
al kyl am no of the starting reagent (11) can be
liprastreect ed and t hen, after condensation, deprotected, as
required by the synthesis, - the reagents (I11) and
(I'11) are prepared according to known procedures
The pesérit ABeknition trBRtdsi 418 & Ph@maceliiBal ¥ R8I ttidnE \C8ApHSRg as active
. relates also to pharmaceutical conpositions conprising
inggedieat ot lgast ong gerapoundtofformuaél, abonse wonmsowhihatién fithrone ar more
e .. conbination w.t.h one or. nore
phaighdcen Bt e JBTE R0 HiPr  SFeftiey <
exci pients or carriers. 5 A-nong the pharmaceutica
conpositions according to the invention there may_ be

. y
Amepgt the nRprmasmuicals sampatifigns a¢reElngHOC headrvestion dhere may be
r ]

meriof Flore PRBERIE, Muoed 330k A SHAANETRE TBY, perptppl sl o
trangédratal ndodpstrhtie, tdbbeze rgedragéasp pmblihgual etmblets; egei®in  capsules,
I oi ntnments, dernal gels, etc.. The useful dosage varies
0Zq0§°% UGS ThepmS1HRiMegls: dmmalgslystcof the patient,

the nature 10 and the severity of the disorder, and

al so the adm nistration route, which may be oral,
Thenzss &l dopagetvarienin peroadaney with tiGeager aldl yeighhef thaipatichsthg@ature

ranges. fro .05 to 500 f.or .treatment of . from1
and JESE e Ak Aoblteddh B e efuini B SPhigh oy be oral,
nasEX adtRll @3 patdnGhll TWeRetall§, hBURNR dRBzARGgEP oL 0105 b t500tng for a
in any way. The structures of the described conpounds
UW@@W@°¥8ﬁﬂi¥H%ﬂa®?H@ﬁ@ﬂ@WHﬁW2§b@@ﬁroscopic and 15
spectronetric techni ques. The starting materials used
are known products or products prepared according to
Thekfohowing HxaapihsriBsstraRREPARATT ENiNd do not limit it in any way. The

N- (4- Chl orobut yl ) - N- (4- eyanophenyl)acetam de 9 g (54.1
Stmﬁwqu)o(f:gfe C[@S‘(rﬁbewgﬁ@awﬁrsewfgmeé y&Mglogass Megiéepcppic and

speétﬁ@nertliiéjteeﬁnig@sl:- ~The 20 mixture is cooled to OC
before the dropwi se addition of 51 m of a 1.6 N

solution in hexane of nBuLi (1.5 eq.). The solution is

: r r i en .
TheI s‘%afl%mé atehid S I?S%H raret: ov% Il')lro uct:tg o?%?od%c%s prepared according to known

procedures.

PREPARATION 1 : N-(4-Chlorobutyl)-N-(4-cyanophenyl)acetamide

9 g (54.1 mmol) of N-(4-cyanophenyl)acetamide are dissolved in 100 ml of THF. The
mixture is cooled to 0°C before the dropwise addition of 51 ml of a 1.6 N solution in
hexane of nBuLi (1.5eq.). The solution is left for one hour to return to ambient
temperature and is then cooled to 0°C before the dropwise addition of 9.9 ml of 1-chloro-4-
iodobutane (81 mmol). The reaction mixture is stirred at ambient temperature for 18 h and
then hydrolysed with a saturated aqueous solution of ammonium chloride (100 ml) and

extracted with ethyl acetate. The organic phases are combined, dried over magnesium
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tenperature and is then cooled to O C before the

dropwi se addition of 9.9 ml of |-chloro-4- iodobutane

(81 mmol ). The reaction mxture is stirred at anbi ent

tenperature for 18 h and then hydrolysed with a

sat urat ed aqueous sol ution of anmmoni um chloride (100

m) and 25 extracted with etlRyl acetate. The organic

phases are conbi ned, dried over magnesi um -12- sul phate
sulphatt auncertntadted . Pubifichfiore &y ichronbatogrhplomed giicaplluantt petroleum

silica (clu : .petrol eum  ether/ethyl acetate : 1/1)
ethefietivy gceiatge'ﬁ?{)wl@ﬁ% a SelvAPH Ch e & pereeled Ao Bttt .

PREPARATI ON 2:

N- ( 3- Chl oropropyl ) - N- (4- cyanophenyl ) acet am de The
PRERARATHON 3 : pr@e@ulorapropyl) dé(#-cymiophenyl)rcetaphide

Preparation 1, with the replacenent of 5 1

-chl oro-4-i odobutane with I -chl oro-3-i odopropane.
TheRRBEARAt Drodedure is identical to that of Preparation 1, with the replacement of

N- (2- Chl or oet hyl ) - N- (4- eyanophenyl ) acet am de The
1-cldquoet-iadehvtane pitbdeehlere-3-ipdpprenticcal to that of

Preparation 1, with the replacenent of

1-chl oro- 4-i odobut ane with 1-chl oro-2-i odoet hane.
PREKARATHON 3 : N-(2-Chloroethyl)-N-(4-cyanophenyl)acetamide

: 4- ( 3- Hexahydr ocycl opent a[ el pyrrol -2(1 H) -yl propoxy) benz

onitrile 10 oxalate Step | :
e SPSAFonl SREBRGN REONNS Vit of Fropattigh 3, St € Gefecement of
1-chiwmio}4-midobdtai with-13chidrb & wdoghare and 1. 95g (0. 006nol )

of caesium carbonate in 10m of acetonitrile is heated

at reflux for 5 hours. 15 Step 2:
EXAMBEEte X abysdrecis) appal el py Blol2 L Op BRRLBERAR
Tnitrire oxcagﬁgt gMF}JTher@g Ogee ag ggd to(my]?eg%ti on

m xture okaBtep 1, at anbient tenperature, 0.44 g

(0.004 nol) of octahydrocycl opentalc]pyrrolc* and 0. 30

g (0.002 nol) of sodiumiodide and heating at refl ux

iSgept BSYREH Sropidpokgbemsoniliile precipitate is filtered

off and rinsed with acetonitrile. The filtrate is

concentrated to dryness. The residue is taken up in

[ or he cr ' UL O 4

A B ol e BB b 0004 moD of
1-breaitoed-¢chldrdpechane eandmrd fises (0006 ulghh aff ecaasidme cabendte ained0 ml of

to dryness. The residue is purified by preparative
acﬂSWFgﬁﬁg%ﬁW%ﬁﬁ§ﬁq ﬁ? 8€Son Lichroprep RP- 18 phase.

The title product is recrystallised fromethanol in

oxal ate form
Step 2 : 4-(3-Hexahydrocyclopenta[c]pyrrol-2(1 H)-ylpropoxy)benzonitrile oxalate

There are added to the reaction mixture of Step 1, at ambient temperature, 0.44 g
(0.004 mol) of octahydrocyclopenta[c]pyrrole* and 0.30 g (0.002 mol) of sodium iodide
and heating at reflux is resumed for 16 hours. The precipitate is filtered off and rinsed with
acetonitrile. The filtrate is concentrated to dryness. The residue is taken up in dichloro-
methane. The resulting solution is extracted with sodium hydroxide solution, then with
water, dried over magnesium sulphate and concentrated to dryness. The residue is purified
by preparative chromatography technique on Lichroprep RP-18 phase. The title product is

recrystallised from ethanol in oxalate form.
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- 13 *The octahydrocycl opentalc] pyrrol e was
synt hesi sed according to the Roussi and Zang nethod
(Tetrahedron Lett., 1988, 29, 348 1). EV : [MH ~
271-1810 (theory : 271.1810) EXAWPLE 2
:4-(2-Fbxahydrocyclopenta[clSyrrol-2(IFD-erthoxy)benzo
nitrile 5 oxalate The expéﬂ'ﬁental procedure is
identical to that of Exanple 1, with the repl acenent of
*The- prtdydr@ycloperteginyprobe wiap sBitbgsidedvidceprding to the Roussi and Zang
- br - 2-c\\yr ge ntal microanol vses
met}xog (P DRnEdon e?t.,ﬁ@?%}o 1% Y

10 Cal cul ated: 62.42 640
ESB.. 9B+ o w1 868 (80938 78.108)) EXAVPLE 3

4- (4- Hexahydr ocycl opent a[ cl pyrrol -2(1H) -yl but oxy) benzon
itrile oxalate The experinmental procedure is identical

EX@_ gf’ﬂﬁt% :o{-gzgﬁgggﬁaﬁigé%c\é\ééeﬁtzgaggFﬁ%@lﬁg{h&%be}éonitrﬂe

1- br ono- Dxakldter obut ane. El enmental m croanal vses
---------------- C %HWON % Calculated: 63.28 689 7.31
Found: 63.14 6.78 691 20 EXAMPLE 4:
Thé“‘e%ﬁ:‘riﬁ%hﬂ?iﬁ%b}égﬁx‘%cﬂé GhoReat &l BlP¥f Fhmple! ) with REORGNkment of
phenyl | acctam de oxal ate The experinental procedure is
1-braghen8icbmiropiropankan Stfp 1Ewiimpibeorto-2vdhidro¢thaner epl acenent of
El4-qy9rog¥benzonitrile in Step | wth
LRI T enyl ) acet ami de. . ' HNVR(DVBO D6) : 6( ppn) :
1.40-1.80(m 6H); Z @0(s, 3Hye2. 10( quivng, 2H); 25 2. 80
4H) ; 3.25 (t,2H) 3.60 2 ;. 4.00 (t,2
(m H)Calculated :( 62.4 6. Om i 8.09 ( i

Found : 62.09 6.38 8.09

EXAMPLE 3 : 4-(4-Hexahydrocyclopenta[c]pyrrol-2(1H)-ylbutoxy)benzonitrile

oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

1-bromo-3-chloropropane in Step 1 with 1-bromo-2-chlorobutane.

C% H% N%
Calculated : 63.28 6.89 7.31
Found : 63.14 6.78 6.91

EXAMPLE 4 : N-[4-(3-Hexahydrocyclopenta[c|pyrrol-2(1H)-ylpropoxy)-

phenyl]acetamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(4-hydroxyphenyl)acetamide.

'"H NMR (DMSO Dg) : & (ppm) :  1.40-1.80 (m,6H) ; 2.00 (s,3H) ; 2.10 (quint,2H) ;
2.80 (m,4H) ; 3.25 (42H) ; 3.60 (m,2H) ; 4.00 (t,2H) ;
6.90 (d,2H) ; 7.50 (d,2H) ; 9.80 (s,1H).
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6.90 (d,2H); 7.50 (d,211) 9.80 (s,111). -14- EXAMPLE 5:
N- [ 3- ( 3- Hexahydr ocycl opent a[ cl pyrrol -2(1 H) -yl propoxy)
phenyl | acet am de oxal ate The experinental procedure is
identical to that of Exanple 1, with the replacenent of
4- hydr oxybenzonitrile in Step | with A

( 3- hydr oxyphenyl ) acet am de- 1%-El enent al m croanal vses
--------------- C%H %N % Calculated: 61.21 7.19
7.14 Found: 61.06 7.28 7.06 EXAMPLE 6:

N- Et hyl - 4- ( 3- hexahydr ocycl opent a[ c] pyrrol - 2(1 H) -yl propo
Mﬁﬁ =Hlésnmma%wtroe%fl@pmﬁ%[ﬁhmrr?ir%wdmlmopgxy)-

i dentical o that of. le 1, with the repl acenent of

4 hydr oy BT AR e Ria AT W ih

N- et hyl - 4- hydr oxybei i zam de. El enmental m croanal vses

The experinrentat procedareGs %edhti¥aiNo¥ehat of @hﬁagleal LEwith 4Be tehldeent of
8.x-8p-§ Found: 72.52 9.10 8.80 EXAMPLE 7:

4-hygroppienpaiiris ingSte ] Rathaydrhpdpsydiserage@npgerol - 2(1 H) -y

I pr - nzam de oxal ate The experinental procedure
El-eﬁlﬂgaﬁgﬁgﬁ-%ggg ‘?%’ that of Exanple 1, with the repl acenent

of 20 4-hydroxylgemzoni triflee in StEEs1 with

N-cycl opentyl - 4- hydr oxybenzam de. MPLE 8:
N- Wcl%@ﬁi’%ﬂ-’ I\I—@%/‘Hyl - 4- (73[-9hexahya~5§§ycl opent a[ cl pyrr ol

- 2(1 Hpplipr opoxy) enzamdgy oxal aygsThe experi ment al
procedure is identical to that of Exanple 1, with the

replacenent of 4-hydroxybenzonitrile in Step | with
EXANi\'ﬁyfﬁ %e%—tﬁ%h)_'ll-\éli-?g-EX)l(thA)'f;ich%'rcﬁ))[()%R%?é %gfrxl‘r%F-Z(lH)-ylpropoxy)-

benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-ethyl-4-hydroxybenzamide.

C% H% N%
Calculated : 72.12 8.92 8.85
Found : 72.52 9.10 8.80

EXAMPLE 7 : N-Cyclopentyl-4-(3-hexahydrocyclopenta[c]pyrrol-2(1H)-ylpropoxy)-

benzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-cyclopentyl-4-hydroxybenzamide.

EXAMPLE 8 : N-Cyclopentyl-N-ethyl-4-(3-hexahydrocyclopenta[c]pyrrol-2(1H)-

ylpropoxy)benzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-cyclopentyl-N-ethyl-4-hydroxybenzamide.
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- 15 EXAMPLE 9:

NN- Di et hyl - 4- ( 3- hexahydr ocycl opent a[ cj pyrrol -2(I H)-vyi pr

opoxy) - betizam de oxal ate The experinmental procedure

is identical to that of Exanple 1, with the repl acenent

of 4-hydroxybenzonitrile in Step | with

NN- di et hyl - 4- hydr oxybenzam-dé- 5 El enental m

i croanal vses  ---------------- C%H%N % Calcul ated:
EXAMPIE 6 39, 2 ; -

NA-Di cycl o’é\?gjge;ng%L?gPﬁ%%gﬁg%c}gc? Sﬁgcéﬁ@%%gﬁ %Pfoé)(olxﬁ

)- 10 yl phepemiibexalaiei de oxal ate The experi ment al

procedure is identical to that of Exanple 1, with the

repl acenent of 4-hydroxybenzonitrile in Step | with
TheNBkpdiiaieatad papytiredis Hyehtiexly tkethan ot trampEXAMYIE tBd replacement of

:2-13-[4- (1 - Azcpanyl ear bonyl ) phenoxyl propyl ) oct ahydr ocy
4-hydrgpehenzonitridg mﬁt% éVIMWa%é 1 54-hydrogxbrazimisst al
ElePERSESNS-Enisbdentical to that of Exanple 1, with the
TTreplacenment ~ 4-hydroxybenzonitrile in Step 1 with

4- (| - azepanyl car l6b¥yl ) pheiiét . EXAMPLE 12 :

2-{3-[4-(Thi gnor i nocar ponyl ) phenoxyl propyl | oct ahydr
ocycl -alééwg[el‘g{/]fr ol e %isgl ate TE'é’Qexperi ment al
proceduys,gi-s 1 degiscal todshat of gbyanple 1, with the
repl acenent of 20 4-hydroxybenzonitrile in Step | with

4- (t hi onor phol i In_ocar bonyl ) Ioheﬂol . E|)<AI\/PLEI 13:
EXRMPLE D N PR SR Do L SO
is ident igﬁ}m@y;mwﬁfqe%mb.e 1, with the repl acenent
y

of -16- 4- oxybenzonitrile in Step | with
4- (mor phol i nocar bonyl ) phenol .  El enental m croanal vses

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N, N-dicyclopropyl-4-hydroxybenzamide.

EXAMPLE 11 : 2-{3-[4-(1-Azepanylcarbonyl)phenoxy]propyl}octahydrocyclopenta-

[c]pyrrole oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with 4-(1-azepanylcarbonyl)phenol.

EXAMPLE 12 : 2-{3-[4-(Thiomorpholinocarbonyl)phenoxy]propyl}octahydrocyclo-

penta[c|pyrrole oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with 4-(thiomorpholinocarbonyl)phenol.

EXAMPLE 13 : 2-{3-[4-(Morpholinocarbonyl)phenoxy]propyl}octahydrocyclo-

pentafc]pyrrole oxalate

The experimental procedure is identical to that of Example 1, with the replacement of
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---------------- C%H%N % Calculated: 61.59 7.19
625 5 Found: 61.50 7.21 630 EXAMPLE 14 :
2-{3-[4-(1-Pi perazi nyl ear bonyl ) phenoxyl propyl | oct ahydr o
cycl o- pentalel pyrrole oxal ate The experi nent al
procedure is identical to that of Exanple 1, with the
repl acenent of 4-hydi-oxybéfzonitrile in Step | with
4- (| - pi perazi nyl carbonyl ) phenol . 10 EXAMPLE 15:
4-hirb bRz RS Y i @R HbRIIRNEABbnydfghboly| Pr opoxy) be
nzoyl | - isoindoline oxalate The experinental procedure
Llementplteiatraapalyseso that of Exanple 1, vvlth the repl acenent
of  4-hydr oxybenﬁ),;utrl | g lw Step
4- (1, 3-di hydr o- 2H"1soi ndo[?r 2-yl car bonyl ) phenol .
EXAVPII&kated :  61.59 7.19 6.25
5- Brono- 2- [ 4- ( 3- hexahydr ocycl opent abel pyrrol-2(1H) -yl pr
opoxy)F"%Edbenzoﬁ]Iqosm nddfine oxaf-dle The experi ment al
procedure is identical to that of Exanple 1, with the
repl acenent of 4-hydroxybenzonitrile in Step Il with
EXAMRIZ: b4 o 2631[431 Ripychziny2ddrbewiljpheh o2y pigdydetahyidirecyclo-
phenol . EXAI\/PL
2- (3- 4- (R ﬁ&:’B‘b‘ﬁei"%‘ﬁBﬁqt a[cl pyrrol -2(1 H -yl car bonyl )
phenoxyl - 20 propyl)octahydrocycl openta[cl pyrrole
oxal ate The experinental procedure is identical to that
Theggxpesimapifle prioce @hS tld@tm@pqoa@@mﬁﬁxgﬁple 1, with the replacement of

~h 0X St.e
R R0 S oy By PRty bsh oy 1 -
phenol . -17- EI enental mcroanalyses. ----------------
C% H% N% Cal cul ated: 62.65 7.21 5.41 Found: 63.14
1372- [4-(3-Hexahydrocyclopenta[c]pyrrol-2(1H)-ylpropoxy)benzoyl]-

isoindoline oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with 4-(1,3-dihydro-2H-isoindol-2-ylcarbonyl)phenol.

EXAMPLE 16 : 5-Bromo-2-[4-(3-hexahydrocyclopenta[c]pyrrol-2(1H)-ylpropoxy)-

benzoyl]isoindoline oxalate

The experimental procedure is identical to that of Example 1, vﬁth the replacement of
4-hydroxybenzonitrile in Step 1 with 4-[(5-bromo-1,3-dihydro-2 H-isoindol-2-yl)carbonyl]-
phenol.

EXAMPLE 17 : 2-{3-[4-(Hexahydrocyclopenta[c]pyrrol-2(1H)-ylcarbonyl)phenoxy]-
propyl}octahydrocyclopenta[c]pyrrole oxalate

The experimental procedure is identical to that of Example 1, with the replacement of
4-hydroxybenzonitrile in Step 1 with 4-(hexahydrocyclopenta[c]pyrrol-2(1H)-ylcarbonyl)-
phenol.
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5 EXAMPLE 18:
4- 1( 4- Hexahydr ocycl opent a[ cl pyrrol -2(1H) -yl butyl)am nol
- benzonitrile oxalate Step |
N- (4- Cyanophenyl ) - N- (4- hexahydr ocycl opent a[ c] pyrrol - 2(1
H) -yl butyl)- acetamde 2 g (8 mmmol ) of the chlorine
conpound synt hesised in Pr eéﬁuarati on 1 are dissolved in
65 m 10 of ethanol with 1.5 g of
Elemeitalwidraopdlsepent a[ c] pyrrole (2 eq.) and 12 ing of Nal
(0.01 eq.). The mxture js heated at reflux for 18
hours before bei lqg%evaporﬁét%/‘éd to d]?[;%/ﬁess in vacuo. The
resi dyg i3 bakensupy i n ethyl acetaye and then washed
wi th N sodi um hydroxi de solution. The organic phase is
dri ed Foued : magnesi in sul g3ét e, comdéntrated and
purified by colum chromatography on silica (cluant:
di chl oronet hane/ ethanol : 9/1) to yield 1.4 g 15 of
EXANEPIERK 08 G US4 M RAHFd rocyR 1§t c] pyrrol-2(1LH)-ylbutyl)amino]-
4-T(4- Hexamr ocycl o eﬁ%ﬁy]rl}yol - 2((| ?,yl gjt)yl )a;ri iio
] benzoni tlvquzenitbiii%?@%éelss my (1.5 eq.) of sodium
et hanol ate are added to a sol ution of the conmpound
prepared in the above Step (423 ng) in 2.6 n of
gidanol . NYheCyinsphengl) 6 (hhatadddratyd @fentafc [pamolR (hAHybutyl)-
20 and then concentrated in vacuo. The residue is taken
up i n did€HRBinet hane, washed with water and then dried
over nmagnesi um sul phate before evaporation of the
solvent. Purification by colum chromatography (el uant
2 g (8 minoVyofohe tilaried edrhpmot spmthesised im Phapdratien deare dissolved in 65 ml

0/ 0.5/.0, 25 | | 33 f t bt ai
of eBgoTig b Sct oo Bes0UeP A laveaito 8. Pt L2 Rl EAR ! e
Thel fiRurt RehaeH 4t 0P Ford 8hoRfUbfeleaidiny SlapSrarddite dfields irZPacuo.
in solution in ethanol results in precipitation of the
Theswesidue gftakenvup|in 284yl 2588t and dhen waghpdowith) N-sofigim hydroxide

LE 19 . . . .
soluiy [ PR AP I MR RERSH B u ey SYiea s ohpiified
by @hbBeh&@fomatdgidghe cdxdicat(eludme deohdebmetahatthpicicodyie yiesd 1.4 g

identical to that of Exanple 18, with the repl acenent
of therexppeted podgetnt of Preparation | with that  of
Preparation 2. 5 El enmental m croanal wes

Step 2 : 4-[(4-Hexahydrocyclopenta[c]pyrrol-2(1 H)-ylbutyl)amino]benzonitrile

oxalate

133 mg (1.5 eq.) of sodium ethanolate are added to a solution of the compound prepared in
the above Step (423 mg) in 2.6 ml of ethanol. The mixture is heated at reflux for 5 hours
and then concentrated in vacuo. The residue is taken up in dichloromethane, washed with
water and then dried over magnesium sulphate before evaporation of the solvent.
Purification by column chromatography (eluant: dichloromethane/ethanol/ammonium
hydroxide : 10/0.5/0.25) allows 330 mg of product to be obtained. 260 mg of that
compound are dissolved in ethanol and then the addition of 2.5 equivalents of oxalic acid

in solution in ethanol results in precipitation of the salt.
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---------------- C%H%N % Calculated: 63.49 7.01
11.69 Found: 63.22 7.04 11.47 10 EXAWVPLE 20:
4-[ (2- Hexahydr ocycl opent af cl pyrrol -2(1 H) -yl et hyl )am no
benzo- nitrile oxal ate The experinental procedure is
identical to that of Exanple 18, with the repl acenent
of the reagent of Preparatil8a | with that of
Preparation 3. Elenental m croanal vses
EXAMPEE 19~ 4=[(3- v R Ipereall : -
& e L G R e LA e
4- [ ( 4- Hexwitsiltraxelage opent af cl pyrrol - 2(1 H) -yl but yl ) am no
- benzam de oxal ate 20 436 ng of the conmpound of
Exanpl e 18 are dissolved in 4 m of ethanol. 86 ng of
Thepbasentd fryeddord deddnticeigo thalog Estinasiel 18ediththd rdpldtbmeiit of the
wat er_ before beln% added to the alcohol solution. The
reagent ot freparatieh vt that of BrapasatipBe- 1.5 hours and t hen
dryness. The residue is taken up in
Ek@%@%ﬁ%g%%g? fe. The resulting solution is washed with
wat er, dried oveC ¥%agnesiiithh sul phavésand t hen

concentrated in yacuo. The produ is 25 crystallised
in ox;t%?%atf%rm% ;- [NE#ﬂJ' 302. g;-fﬂ (theory: 302.2232)
-19- EAAMPLE 22363 22 7.04

11.47
4- ( 3- Hexahydr ocycl opent a[ cl pyrrol -2(1 H) -yl propoxy) benza
m de oxal ate The experinental procedure is identica

e 2 AR e B R PSP AR

nitrile oxalate

The experimental procedure is identical to that of Example 18, with the replacement of the

reagent of Preparation 1 with that of Preparation 3.

C% H% N%
Calculated :  60.81 6.49 11.56
Found : 60.60 6.00 11.30

EXAMPLE 21 : 4-[(4-Hexahydrocyclopenta[c]pyrrol-2(1H)-ylbutyl)amino]-

benzamide oxalate

436 mg of the compound of Example 18 are dissolved in 4 ml of ethanol. 86 mg of
potassium hydroxide (1 eq.) are dissolved in 1.5 ml of water before being added to the
alcohol solution. The mixture is heated at reflux for 1.5 hours and then evaporated to
dryness. The residue is taken up in dichloromethane. The resulting solution is washed with
water, dried over magnesium sulphate and then concentrated in vacuo. The product is

crystallised in oxalate form.
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---------------- C%H%N % Calculated: 60.30 693

7.40 Found: 60.21 665 7.31 10 EXAMPLE 23 :

4-[ ( 3- Hexahydr ocycl opent a[ el pyrrol -2(1 H) -yl propyl)am no

| - benzam de oxal ate The experinental procedure is

identical to that of Exanple 21, using the conpound of

Exanpl e 19 as starting materdbPal. EXAMPLE 24 :

4-[ (2- Hexahydr ocycl opent a[ cl pyrrol -2(1 H)-yi et hyl ) am nol
EXRMPBEEI246 4-B5HexaHydrGcytivpes y PRI |H)D¥l EEFUXY o enSami

I dent1 cal tgﬁt hat yg‘r %(Ea}%'pligmg?y usi gg t g con‘pg’und o%de

Exanpl e 20xMatestarting material . EXAMPLE 25:

N-f 4-[ 3- (Hexahydr ocycl opent a[ el pyrrol -2(1 H) -yl ) propoxyl

phenyl | - 2- et hyl propanam de oxal ate 20 The
Theexyyeriinertal procednecd udentics! todhat b BkarhpletN1atusiak thx @6@ipeund of

31, with the replacenent of 4-fluorobenzoyl chloride
EX"‘EHFPI‘F‘:W@T{)S@“W&WP@J%H hyl propanoyl chloride. Bl enental
ElePbrbPAna) 25 C %H%N % Calculated: 61-20 7.66 645
U257 FoundiT BT, 32 7.47 6.24 -20- EXAMPLE 26:

N-{ 4-[ 3- (Hexahydio¥ycl opeittal el pyrNéb-2(1 H) -yl ) pr opoxy]

phenyl | - - di | pro am de The experi nent al

pr oceo(tﬂl%”%?éd'r de cal tothat of ;'I‘:@anpl e 31, with the

repl agegpgt of 431 uorolgeyzzoyl chizeride in Step 2 with

2, 2-di et hyl propanoyl chloride. 5 El enent al

m croanal vses --------------- C%H %N %

EXAMPLE 23 : 4-[(3-Hexahydrocyclopenta[c]pyrrol-2(1H)-ylpropyl)amino]-

benzamide oxalate

The experimental procedure is identical to that of Example 21, using the compound of

Example 19 as starting material.

EXAMPLE 24 : 4-[(2-Hexahydrocyclopenta[c]pyrrol-2(1H)-ylethyl)amino]benzamide

oxalate

The experimental procedure is identical to that of Example 21, using the compound of

Example 20 as starting material.

EXAMPLE 25 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-2-

methylpropanamide oxalate

The experimental procedure is identical to that of Example 31, with the replacement of
4-fluorobenzoyl chloride in Step 2 with 2-methylpropanoyl chloride.
C% H% N %
Calculated :  61.20 7.66 6.45
Found : 61.32 7.47 6.24
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Cal cul ated: 73.22 9.36 8.13 Found: 73.69 9.33 8.20
EXAVPLE 27:

N- (4-[ 3- (Hexahydr ocycl opent a[ cl pyrrol - 2( Myl ) propoxyl ph
enyl |- 10 cycl opropanecar boxam de The experi nent al
procedure is identical to that of Exanple 3 1, with the
repl acenent of 4-fluorobeidi2loyl chloride in Step 2

wi th cycl opropanecar bonyl chloride. .Eleniental

EX@MPW m4#g?d@ekhﬁ§d¥o§céi&£§ﬁkw1r?&lmiHY-?l)ﬂﬂo;ﬁrx?ﬁ)henyl}-

ound: 72.04 8.67 8. E 28:
N- 14- p- ( H&xatiprtbylpeopapamidé cl pyrrol - 2(1 H) -yl ) propoxyl p
henyl | - cycl obut anecar boxam de The experi nment al

rocedure.is identical to that of Exanple 3.1, .with the
T ettt e A5 isaRimegh koo, B0 FRERPRr Tadvifth ) fagethent of
4-Aitfotdde331 ehltiad BCREP QRYth EhldahétlRprdpafeiRRhRkide.
m croanal vses ---------------- C%H%N %
Elemgrighmigreanalrgs 65 8.83 8.18 Found: 73.24 8.68 8.12 -21
EXANI FPLE 29: 0 0 0
N-14-f 3-( Hexahydrcoc/‘ilcl ope[ﬁrt{?l[ el pyr gvoﬁ- 2(1 H)-yl) propoxyl
phenyl Calcaleddohegapecar baxaen de Thge/Eexperi ment al
procedure js ideptical to that of Exanple 3 1, with the
repl acé?‘i@’#t’ of #26Y uor obeizoyl cKiétide in Step 2 with
cycl ohexanecar bonyl chloride. 5 El enental m croanal vses
--------------- C%HWA % Calculated: 74.56 9.25
EXAMBLE 27 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-

cyclopropanecarboxamide

The experimental procedure is identical to that of Example 31, with the replacement of

4-fluorobenzoyl chloride in Step 2 with cyclopropanecarbonyl chloride.

C% H% N%
Calculated :  73.14 8.59 8.53
Found : 72.04 8.67 8.31

EXAMPLE 28 : V-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-

cyclobutanecarboxamide

The experimental procedure is identical to that of Example 31, with the replacement of
4-fluorobenzoyl chloride in Step 2 with cyclobutanecarbonyl chloride.
C% H% N%
Calculated : 73.65 8.83 8.18
Found : 73.24 8.68 8.12
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Found: 74.20 9.38 7.40 EXAWVPLE 30:
N-f4-[3-(I-1exahydrocycl openta[cl pyrrol-2(IH)-yl)propox
yl phenyl )-4- 10 nitrobenzam de The experi nent al
procedure is identical to that of Exanple 3 1, with the
repl acenent of 4-fluorobenzoyl chloride in Step 2 with
4-ni trobenzoyl chloride. El-&tental m croanal vses
---------------- C%H%N % 15 Cal cul ated: 67.46 665
EXUMPS.E F0UNTi4-[85HeRaRy di8cy@oprh YR gwl)propoxy] henyl}-
N-(4-T3- (- Hexahydrocycl openta[ cj pyirol - ;E)
| phenyl | - 034011511@1‘@!1 oxarhidle Step | .
4- [ 3- (Hexahydrocycl opent a[ c] pyrrol -2(1 H)-yl) propoxy] ani
line 20 The title conmpound is obtained by acid
Thérgxipevinyesitd ppbeetiute §§ idéntichietocthapotiBearple BIaRfattetA rePcement of
fﬂpg{{bl ng t at, reflux_in 6N hydrochloric acid. The
4- EF@Y chlpHdhincpR & nfiihaayslehermaecarkanabeilaride-kal i ne in

EZeanmn@grow Lsand 10 ml of I N sodi um hydroxi de

solution an subsequently extracted with

di chl oronet hane. Wahite Hobid i s d%ai ned by
concenbimiity . Ohu ke OTGEg © Phass,(1.08 o), -22- Step
14- [ 3-Kddengahy dTORYGh opent@isL] pyrr olsg2(11-1) -yl ) propoxy]
phenyl | -4- fl uorobenzam de 0.24 g (I nK of the conpound
synthesised in the above Step is dissolved in 2.5 m of

S f raof tiran, and en ¢ in an ice
EXARIPERMS AT S0l a5 BRuPR IRl s Bp oGPy gny-+-
nd (1.5 mtréHenkdématenyl am ne and 0.26 g (I nm of
4-fl uorobenzoyl chloride. The m xture is maintained in
an ice bath, with stirring, and is then left at anbient
hd STRSEARA Sroctib SSARTNo N otB T, SO Bphcment o
4- ﬂsm@bermohydﬂm(dede SBey Ytviithrd- mwalsdmedyl\m}ﬂdmdwt er and then

El dri e&ﬂover neS| um sul phate and concentrated. The
SLepeig. {&‘ff%’é’ *£an be obtained in oxal ate form by
C% H% N%
Calculated :  67.46 6.65 10.26
Found : 68.18 6.60 10.31

EXAMPLE 31 : N-{4-[3-(-Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-

4-fluorobenzamide

Step I : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1 H)-yl)propoxy]aniline

The title compound is obtained by acid hydrolysis of 1.5 g of the compound of Example 4
by heating it at reflux in 6N hydrochloric acid. The mixture is then concentrated and
rendered alkaline in 20 ml of water and 10 ml of IN sodium hydroxide solution and
subsequently extracted with dichloromethane. A white solid is obtained by concentration

of the organic phase (1.08 g).
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10 recrystallisation fromethanol (see Step 2 of

Exanple 18). C % H»0o N» Calculated: 72.23 7.12 7.32

Found: 72.26 7.10 7.34 15 EYAMPLE 32:

N- 14- [ 3- (Hexahydr ocycl opent a[ cl pyrrol -2(1 H)-yl) propoxyl

phenyl | -2- fluorobertzam de The experinmental procedure

is identical to that of Examile 31, with the

repl acenent of 4-fluorobenzoyl chloride in Step 2 with

28fep aar obeazoyl-(dkMaaydideyclédes oltd (¢ ' -4-

----------- n-G 50 C ot b Aol (EHO AR pheny )4

7.32 Foufigoropsngunige 03 7. 28 EYAMPLE 33

N-{4-[ 3- (Hexahydr ocycl opent a[ cl pyrrol -2(I H) -yl ) propoxyl

phenyl |- 2,4-difl uorobenzam de 25 The experi nent al
0.2¢reoCled) ef itlse cotapdindadynthesikdtinin B dBsaeStep i3 dissoWel hn DI m] of

| f 4-f b | chloride in Step 2 with
by G B2 Pt B Gt o bieh.cbise are added dropwise, in

Eebson08nal M5 €85 mbn %8 AN de 98¢ G-
R ¢ 30D L s in R B 501 A6 B3fhorobenzoy

chlpgideq Thg afi ewealsymiaioteinet dp em ica[tafip withoiticfd, hd yd them tyfioacysimbient
BB o A B B R e B SR e

with €N pERINEA thyBfoxidk SR RASEARYiIE Wakk 88 tHeh (FlelRvRr Wabhesium
4-trifl uoronet hyl benzoyl chloride. ,El enent al

sulphate 3aMatapserirated. 0Tlr: oftls @radugs can be obtained in oxalate form by
recrystallisation from ethanol (see Step 2 of Example 18).

C% H% N%
Calculated :  72.23 7.12 7.32
Found : 72.26 7.10 7.34

EXAMPLE 32 : N-{4-[3-(Hexahydrocyclopenta|c] pyrrol-2(1H)-yl)propoxy|phenyl}-2-

fluorobenzamide

The experimental procedure is identical to that of Example 31, with the replacement of

4-fluorobenzoyl chloride in Step 2 with 2-fluorobenzoyl chloride.

C% H% N%
Calculated : 72.23 7.12 7.32
Found : 72.01 7.03 7.28

EXAMPLE 33 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1LH)-yl)propoxy]phenyl}-

2,4-difluorobenzamide

The experimental procedure is identical to that of Example 31, with the replacement of

4-fluorobenzoyl chloride in Step 2 with 2,4-difluorobenzoyl chloride.
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Cal cul ated: 66.65 6.29 648 Found: 6664 639 651 EXAVPLE
35:
N-{4-[ 3- (Hexahydr ocycl opent a[ cl pyrrol -2(I H)-yl) propoxyl
phenyl|-2- trifluoronethyl benzam de 15 The experi nent al
procedure is identical to that of Exanple 3 1, with the
repl acenent of 4-fluorobenzziy4 chloride in Step 2 with
2-trifluoronethyl benzoyl chloride. C % H %N %

El&id gl it Rdna§§s65 629 6.48 20 Found.- 6636 634 636
EXAMPLE 36:
N-{ 4- p- (Hexahydr o€yel opent&iicl pyrrdl *2(1 H) -yl ) propoxyl p
henyl ) 0OX zam d xal at e experi nent al
procedgge ?Hs?éclhde}é??gal togts'gat of e7F_@]rrpl e 31, with the
repl acéomnf: of 490buorobgnzoyl chiegride in Step 2 with
4- met hoxybenzoyl chI oride. | -24- Ehnental
mhgnaw~al y~e~ : C % H %N % Cal culated: 64.45 666 5.78

E)ﬁQM‘P‘iE 54 ﬁﬁ 46@3(;%%5@3( ongénFap[?&P'orol F(UE-y)pyopoxyiphenyl)-4-

phcnyl ) - 2¢r1ﬂapi'minahyﬂbenid1mdexper| nment al procedure |s
identical to that of Exanple 3 1, with the repl acenent
of 4-fluorobenzoyl chloride in Step 2 with 2-napht hoyl

Thé Rk gdrintkertal Elr6E8INEA]S 1Hblﬁfc91aﬂﬂihﬁ§ 85 Ex' T %l-e-s*l w1th tlfe'r'e'lhcénQent of

C %H %N % Cal cul ated: 78. . Found
4- ﬂpogcg)egg)]yl chloride in Step 2 with 4- trlﬂuoromethylbenzoyl chlorlde

C% H% N%
Calculated :  66.65 6.29 6.48
Found : 66.64 6.39 6.51

EXAMPLE 35 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yDpropoxy]phenyl}-2-

trifluoromethylbenzamide

The experimental procedure is identical to that of Example 31, with the replacement of

4-ﬂuorobenzoy1 chloride in Step 2 with 2-trifluoromethylbenzoyl chloride.

C% H% N%
Calculated :  66.65 6.29 6.48
Found : 66.36 6.34 6.36

EXAMPLE 36 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-4-

methoxybenzamide oxalate

The experimental procedure is identical to that of Example 31, with the replacement of

4-fluorobenzoy! chloride in Step 2 with 4-methoxybenzoyl chloride.
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EXAVPLE 38:

N-{4- [ 3- (Hexahydrocycl opent a[ c] pyrrol -2( Myl ) propoxyl ph
enyl | -1- napht hanmi de oxal ate 15 The experi nent al
procedure is identical to that of Exanple 31, with the
repl acenent of 4-fluorobenzoyl chloride in Step 2 with
| -naphthoyl chloride. .Eler®ntal microanaNses: C % H %
N % Calculated: 69.03 639 5.55 20 Found: 68.57 6.33

N-14- [ 3- ( Hexahydr cl ope tel pyrrol -2(1 H) -yl ) propoxy]
phenyl | -2- furan %oxam &Ie(%The expefi ment al procedure
i's i depbicpmledt:0 khas of Exgople 3slzg with the
repl acenent of 4-fluorobenzoyl chloride in Step 2 with
2-f ur odunghl ori dé45725- H.@nent al Smiskr oanal vses
---------------- C%H %N % Calculated: 71.16 7.39
7.90 Found: 70.90 7.44 7.87 5 EXAMPLE 40:
EXM—MFLE%%:HGD{QJ]SQHQQMF)J&B@H(ﬂ{_eﬁldﬁgﬁyﬁma(11?‘9—yb}{»9difo§?ﬂ9ﬁ)éhyl}-2-
phenyl [ -2- thi ophenecar boxam de e experinental
procedur enpphthgend¢ cal to that of Exanple 31, with the
repl acenent of 4-fluorobenzoyl chloride in Step 2 with
2-thenoyl chloride. Elenmental m croanal vses
The experimental procedure 13 QddtivalH% tha®oSExAaple WB1atwath theGepl8cement of

7.07 7.5 : F :.68.21 7.09 7.50 8.52 EXAMPLE 41
4-fluoro enzoyf5 ch?or?é;e in S(%gpng wit% 2-naphthoy?chlori e.
Eze»kﬁzézﬁzr?&wb_wr ocycl opental cl pyrrol -2(1 H)-yl) propoxy]

T phenyl T=""""
C% H% N%
Calculated :  78.23 7.29 6.76
Found : 78.36 7.26 6.81

EXAMPLE 38 : V-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-1-

naphthamide oxalate

The experimental procedure is identical to that of Example 31, with the replacement of

4-fluorobenzoyl chloride in Step 2 with 1-naphthoyl chloride.

C% H% N%
Calculated :  69.03 6.39 5.55
Found : 68.57 6.33 5.68

EXAMPLE 39 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-2-

furancarboxamide

The experimental procedure is identical to that of Example 31, with the replacement of

4-fluorobenzoyl chloride in Step 2 with 2-furoyl chloride.
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i soni coti nam de 15 The experinental procedure is

identical to that of Exanple 31, with the replacenent

of 4-fluorobenzoyl chloride in Step 2 with

i soni cotinoyl chloride. Elenental m croanal vses

---------------- C %HWON % Calculated: 72,30 7.45

11.50 20 Found: 72.63 7.57211. 44 EXAMPLE 42:

N-{4-[ 3- (Hexahydr ocycl opent a[ cl pyrrol -2(1 H)-yl) propoxy]
Elepbeniimicrodyeysed b1t h| ophene- 3- car boxani de The

experi ment al pro reis |f/dent| c%l}o t hat of Exanple

31, with the repl d’ement 8o 411 Odbenzoyl chloride

i n St emdmetin beMEP[ b] t iggphene- 3gpar bonyl chl ori de.

-26- El enental mcroanalvses ----------------- -- C%H

% N %/&udCal cul k¥H: 71749 671 66677.62 Found: 71.00

689 657 7.41 5 EXAMPLE 43:

N-{4-[ 3- (Hexahydr ocycl opent a[ c] pyrrol -2(1 H) -yl ) propoxyl
EXAMPIVE 102V Wyﬁafaeiyam@eloibﬂaw}pﬁmmamLymmpem pRenyl}-2-

Is tdentical to that of Exanple 31, with the

r epl acerre‘rh‘oll#eneﬁﬂrppﬂ%ﬂa%enzoyl chloride in Step 2 with

phenyl acetyl chloride. Elenmental m croanal yses

----------------- 10 C % H %N % Cal cul ated: 7616 7.99 ,
The7e74>@riml€mllah grocé®iB8 i8 id¥tidal 26 thXANRLEndle 31, with the replacement of

4'ﬂg!-Pféﬁ- l(zcﬁ(;(rfa grS(t)eCp}/f tg%_[]t éa oyl %orl e. 2(1'H) -yl ) propoxyl

C% H% N% S%
Calculated :  68.08 7.07 7.56 8.65
Found : 68.21 7.09 7.50 8.52

EXAMPLE 41 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-

isonicotinamide

The experimental procedure is identical to that of Example 31, with the replacement of

4—ﬂuorobenzoy1 chloride in Step 2 with isonicotinoyl chloride.

C% H% N%
Calculated : 72.30 7.45 11.50
Found : 72.63 7.57 11.44

EXAMPLE 42 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-

benzo[b]thiophene-3-carboxamide

The experimental procedure is identical to that of Example 31, with the replacement of

4-fluorobenzoyl chloride in Step 2 with benzo[b]thiophene-3-carbonyl chloride.
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(3, 4-di net hoxyphenyl ) aeet am de oxal ate 15 The
experinmental procedure is identical to that of Exanple
31, with the replacenent of 4-fluorobenzoyl chloride
in Step 2 with (3, 4-di net hoxyphenyl)acetyl chloride.

El enental mcroanalvses ---------------- C %H%WN %
Cal cul ated. 63.62 686 5.30-200 Found: 63.32 6.72 5.22
EXAVPLE 45:

Elemdefrdt n3rddrekabydr ocycl opent al cl pyrrol -2(1H)-yl) propoxyl
phenyl }-2- (2-thienyl )aedg] m de Th xperijrent al
procedure i s | defit °cal that of arrpl e , Wwth the
repl a #A-Jg uor obenzoyl chlggride ygpyStep 2 with
(2- th| eny acetyl chloride. -27- El enental
m cr odtvahdses --71.00 - --- 6:89-- C %A % N %A%

Cal cul ated: 68.72 7.34 7.28 8.34 Found: 68.57 7.45
7.20 8.92 5 EXAMPLE 46:

EXAMPEE 33( bﬁgﬁt&@l@ﬁa\whm@m@kﬁﬂap&f)Yﬁbr-Z(%m)ylyﬂrb@b@ﬂgnyﬁyl}-z-

~ phenyT)- 2 di phenylacetam de oxal ate experi ment al
pr ocedur ephenylatetamidal to that of Exanple 31, with the
repl acenent of 4-fluorobenzoyl chloride in Step 2 with
di phenyl acetyl chloride. Elemental mcroanal yses ---

The- expenmental- procedite G5 YdelntiBal No thatGsfl Exangiled], WithSHe Ggfacement of

14 Found. . 70.15 672 5.18 EXAMP 15847:
4- ﬂP@erﬁffzsyl(q]q@(éﬂWHISMWGBQH?I&[I%HCB’)]/F 1de (| H) -yl ) pr opoxyl

C% H% N%
Calculated :  76.16 7.99 7.40
Found : 76.33 8.00 7.26

EXAMPLE 44 : N-{4-[3-(Hexahydrocyclopenta[c|pyrrol-2(1H)-yl)propoxy]phenyl}-2-
(3,4-dimethoxyphenyl)acetamide oxalate

The experimental procedure is identical to that of Example 31, with the replacement of

4-ﬂuor0benzoy1 chloride in Step 2 with (3,4-dimethoxyphenyl)acetyl chloride.

C% H% N%
Calculated :  63.62 6.86 5.30
Found : 63.32 6.72 5.22

EXAMPLE 45 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yD)propoxy]phenyl}-2-

(2-thienyl)acetamide

The experimental procedure is identical to that of Example 31, with the replacement of

4-fluorobenzoyl chloride in Step 2 with (2-thienyl)acetyl chloride.
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phenyl propanam de oxal ate 15 The experinental procedure

is identical to that of Exanple 3 1, with the

repl acenent of 4-fluorobenzoyl chloride in Step 2 with

3- phenyl propanoyl chloride. Elenmental m croanal vses

---------------- C%H%N % Calculated: 67.20 7.10

5.80 20 Found: 668.5 7.14" 5/ 74 EXAMPLE 48:

N-t 4-[ 3- (Hexahydr ocycl opent a[ el pyrrol -2(1 H) -yl ) propoxyl
Elenpimemiyhiyrogmalyedshoxyacet ani de oxal ate The experi nental

procedure is ideptjcal t at of mple 31, with the
repl acenent of ?él uoro "zoyl H}E%al de Stop 2 with

met hoxyaeelyd - clisoni de. 728- El engpgal mggpanal vses

---------------- C% H% N% Cal cul ated: 56.96 698 6. 09

Foundfo®m 28 6. 7$.%. 05 57EXAVPLE 44¢ 8.92

N~-[ 4-[ 3- (Hexahydr ocycl opent af cl pyrrol -2(1H)-yl) propoxy

| phenyl | - N, N-di net hyl urea The experinental procedure
EXAMPIde®6 ¢ 0a{4-[3p(Hbahy dFockapaite|cBpyirrolMt (LE)typropoxy]phenyl}-

repl acenent of 4-fl uorobenzo | chloride in Step 2 with

di met hy| Cat-Hiphspvlacpiagrideexalpieanent al mi cr oanal wes

----------------- 10 C % H %N % Cal cul ated: 68.85 8.82

12.68 Found: 68.84 9.09 12.29 EXAMPLE 50:

The Nxperih&at¢Henoatriiule o idehiogé e dfat lofyxaoiple 1 Hyitly therepirogppnt of
4—ﬂLPor;§g]e%lzg)};l chloride in Step 2 with diphenylacetyl chloride.

C% H% N%
Calculated : 70.57 6.66 5.14
Found : 70.15 6.72 5.18

EXAMPLE 47 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-3-

phenylpropanamide oxalate

The experimental procedure is identical to that of Example 31, with the replacement of

4—ﬂuorobenzoyl chloride in Step 2 with 3-phenylpropanoyl chloride.

C% H% N %
Calculated :  67.20 7.10 5.80
Found : 66.85 7.14 5.74

EXAMPLE 48 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-2-

methoxyacetamide oxalate

The experimental procedure is identical to that of Example 31, with the replacement of

4-fluorobenzoyl chloride in Step 2 with methoxyacetyl chloride.
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nor phol i nocar boxam de 15 The experinental procedure is

identical to that of Exanple 3 1, with the repl acenent

of 4-fluorobenzoyl chloride in Step 2 with

nmor phol i nocar bonyl chloride. .Elenental m croatual yns:

C%H%N % Calculated: 67.53 8.37 11.25 20 Found -

67.67 8.67 11.41 EXAVPLE 5128-

: 4- [ 3- (Hexahydrocycl opent a[ c] pyrrol -2(1 H) -yl ) propoxyl -
El_e_nzm{dnyicrocwebﬁasm de The exper| msnt al procedure is

identical to tha f Exa R, the replacenment of

4- hydr oxybenzoni tr1 I e i nr@(g leg[fé

4- hydicuisd e hersyl dsenzanmsds. - 29- ¢Bbement al

m croanal vses - ------------- C%H%N % Calcul ated:

75. 79 Fpund: 7. 69 S7@sund. 95746 7.8607. 60 5 EXAMPLE 52:

4-[ 3- (Hexahydr ocycl opent a[ c] pyrrol -2(I H) -yl ) propoxyl -

(4- fluorophenyt)benzanm de The experinental procedure
EXAMBICE AP i: &L {44 B-(H&ﬁih)&fro@@dﬂﬂnm[3:],pyNdlh(IH)3yl)ﬁﬂi[ﬁﬁ9]]ﬂmhyl}

of 4-hydroxybenzonitrile in Step | wt

N-(4-f1 udVopHERsthyluxeay dr oxybenzar ni de. fI enent al

m croanal vses-: 10 C % H % N % Cal cul ated: 72.23 7.12

7.32 Found: 71.85 7.23 7.31 EXAMPLE 53:

The@xp&imgmxhpgodcdmg/@ ojsetitad[tethatrafdfxap(pleHp 1 ywith rtb‘pmp}ac‘iement of
1, 3- T t
el AR SRR 2 PSR S R T

Eleth&phiagRI®RMLSEs

C% H% N%
Calculated :  68.85 8.82 12.68
Found : 68.84 9.09 12.29

EXAMPLE 50 : N-{4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]phenyl}-

morpholinocarboxamide

The experimental procedure is identical to that of Example 31, with the replacement of

4-ﬂuorobenzoy1 chloride in Step 2 with morpholinocarbonyl chloride.

C% H% N%
Calculated :  67.53 8.37 11.25
Found : 67.67 8.67 11.41

EXAMPLE 51 : 4-[3-(Hexahydrocyclopenta|c]pyrrol-2(1H)-yl)propoxy]-N-phenyl-

benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with 4-hydroxy-N-phenylbenzamide.
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20

4- hydr oxybenzonitrile in Step | with

N- (1, 3- benzodi oxol - 5-yl) - 4-hydroxybenzam de. El enent al

m croamal zKs: C % H% N% Cal cul ated: 70.57 691 6.86 20

Found: 70.46 7.06 7.08 EXAMPLE 54 :

4-[ 3- (Hexahydrocycl opent al c] pyrrol -2(1H)-yl) propoxyl -

eyel o- hexyl benzam de The e%eri mental procedure is

i denti cal to that of Exanple 1, with the replacenent of

N-cycl ohexyl - (y:dr oxybenzam de. @f% El enent al

m cr oanal vses - - H2 C % N % Cal cul at ed:

74.56 1 56 und 411l 9. 38457.36 5 EXAMPLE 55;

4- 3- C%gchzdr oc7)§c opentZ cl pyrrofla %(I H) -yl ) pr opoxyl -

nmet hy Folkd cycl olféx#pl benzdwvi?de oxal.ef e The experi nent aI

procedure is identical to that of Exanple 1, with the

repl acenent of 4-hydroxybenzonitrile in Step | with
EXAMVIHS2 : N[Qé(ﬂ'eﬁh@ﬂfjocﬁiébéﬂmlwmm H‘/lg})ﬁp@aﬂmw

=T CF 0anal VSeS ----=-=-=--=-=--- C % N %

Cal cul at dthoreph@yldeozamidoo Found. 65.06 7.64 607

EXAVPLE 56:

4- [ 3- (Hexahydrocycl opent a[ cl pyrrol -2(1H)-yl) propoxyl -
The- ex@é@msﬁt@mp@@yﬁéa@a Ziﬁliﬂeﬁiﬁcallﬁ tﬁﬁteofeﬁmplﬁant\@hh }dteOfB@tbldement of

is identical to th th the repl.acenent

4- h}@rowbwwnﬁsa&mé @i@nl wrtthﬂ‘é(‘ﬁ ﬂu@%lgfnlylm lwsiroxy enzamide.

C% H% N%
Calculated : 72.23 7.12 7.32
Found : 71.85 7.23 7.31

EXAMPLE 53 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-(1,3-

benzodioxol-5-yl)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(1,3-benzodioxol-5-yl)-4-hydroxybenzamide.

C% H% N %
Calculated :  70.57 6.91 6.86
Found : 70.46 7.06 7.08

EXAMPLE 54 : 4-[3-(Hexahydrocyclopenta|c]pyrrol-2(1H)-y)propoxy]-/V-cyclo-

hexylbenzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-cyclohexyl-4-hydroxybenzamide.



10

15

20

El enental mcroanalvses ---------------- C %H%WN %

Cal cul ated: 75.95 9.80 619 20 Found: 7623 9.86 611

EXAMPLE 57 :

2-[ 3- (4-Pi peridi nocar bonyl phenoxy) pr opyl | oct ahydro

cycl opent al el pyrrol e oxal ate The experinental procedure

is identical to that of Exadfle 1, with the repl acenent

of  4-hydroxybenzonitrile in Step | with
Elethertthl micpedradisaocar bonyl ) phenol . | -31 - El enental

m croanal yses ------------- ==~ C% H% N% Cal cul at ed:

61.09 7.18 5.70 G6und: 61705 7.33N5660 5 EXAMPLE 58:

1-f4- [é;{lglbg%ghydf@%/cl op@gga[ cl pyprsgl -2(1'H) -yl ) propoxyl

benzoyl |- 1,2, 3, 4-tetrahydroqui nol i ne di oxal ate The

exper iffeentdal protebure i ¥.30denti cdl36to that of Exanple

1, with the replacenent of 4-hydroxybenzonitrile in

Step 1 with

: I:l4 el O -methyl-/V-

EXAMILE 3 b OB et

Cal cul at eevcld@xgtbeszeonige pralatiound: 63. 47 6.61 5. 16

EXAVPLE 59:

2-[3-(4-[Pi peridinopi peridi nocarbonyl | phenoxy) propyl ] oc
Thet edpytimental ravedinepieiti@ltiehlpyr that ef dixaxpleat ewihehe replacement of

experinmental procedure is identical to that of Exanple
4—hmrowl1<:ﬁzqrﬁt@lq @Fﬁt% & iyathe V-ggethyl-N-cyclohexyl-4-hydroxybenzamide.

C% H% N %
Calculated : 65.80 8.07 5.90
Found : 65.06 7.64 6.07

EXAMPLE 56 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-V,N-

dicyclohexylbenzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N, N-dicyclohexyl-4-hydroxybenzamide.

C% H% N%
Calculated :  75.95 9.80 6.19
Found : 76.23 9.86 6.11

EXAMPLE 57 : 2-[3-(4-Piperidinocarbonylphenoxy)propyl]octahydro-

cyclopenta[c]|pyrrole oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with 4-(1-piperidinocarbonyl)phenol.
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4-11ydroxybenzonitrile in Step | wth

4- pi peri di nopi peri di nocar bonyl phenol . El enent al

m croanalvses . ---------------- C%H %N % 20

Cal cul ated: 5782 698 6.32 Found: 57.51 7.17 6.27

EXAMPLE 60

: 2-(3-14-[ (4- Met hyl - | - pi perd%inyl ) car bonyl | phenoxyl prop

yl)octa- hydrocycl openta[cl pyrrol e dioxal ate The
Eleregrgel miveodralyspr.ocedure is identical to that of Exanple

1, with the repl rrent 25 4-h oxybenzonitrile in

Step | vvith4[(?:r?ethyl%l/ Y

- pi per@gmmle&cardqmwl ] phengl . - 325 79El enent al

m cj-oanaRWKL-' C % H % AF % Cal cul ated: 54,45 626

7.06 Heoudd: 54.8205%51 7708 5 EXAMPUE 61 : 2-(3-

t4-1(4-Benzyl -| - pi perazi nyl ) carbonyl | phenoxy) propyl ) oct

a- hydrocycl openta[ el pyrrol e di oxal ate The experinental
EXAMEEHS8E 11 8- HSCKQI&(hBﬁiroE@clbﬁkﬁﬁa QIpyENﬂrEQlH) Szl)le]idiy]Htﬁzoyl}

repl acerrent of dr oxybenzom trilein Step | wth

4-[ (4- benb A‘teﬁli'%ﬁ&kq“dw} neHpEHgte] pl i enol . 10

El enent al m croanal vses ---------------- C%H %N %

Cal cul ated: 5690 6.04 5.85 Found: 58.55 639 6.43
TheEXpﬁﬁh&ltﬂajrocedure is identical to that of Example 1, with the replacement of

OB T | PR Ao oML e P Dgferl

Ele,gg,ggp,gm&mhﬁséédentl cal to that of Exanple 1, with the

replacenment” of ~ 4- hydroxybenzordtrile in Step Il with
N- (1 -benzyl pi pefidi no) - 44 P& dr oxyb¥fAzani i de.

Calculated : 63.33 6.40 5.72
Found : 63.47 6.61 516

EXAMPLE 59 : 2-[3-(4-[Piperidinopiperidinocarbonyl]phenoxy)propyl]octahydro-

cyclopenta[c]pyrrole dioxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4—hydroxybenzom'trile in Step 1 with 4-piperidinopiperidinocarbonylphenol.

C% H% N%
Calculated :  57.82 6.98 6.32
Found : 57.51 7.17 6.27

EXAMPLE 60 : 2-(3-{4-[(4-Methyl-1-piperazinyl)carbonyl|phenoxy}propyl)octa-

hydrocyclopenta[c]pyrrole dioxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with 4-[(4-methyl-1-piperazinyl)carbonyl]phenol.
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Bl enental microanalvses-: C % H %N % 20 Cal cul at ed.
75-45 8.52 9.10 Found. 75.36 8.52 9.07 EXAMPLE 63 :
4-[ 3- (Hexahydr ocycl opent a[ cl pyrrol -2(1 H) -yl ) propoxyl -
(cyclo- propyhnet hyl)benzani de The experi nent al
procedure is identical to that of Exanple 1, with the
repl acenent of 25 4-hydrox3benzonitrile in Step | wth
N- (cycl opropyl et hyl ) - 4- hydr oxybenzam de. -33 -
Eler@reitent@ondlysdsoanal vses - - ------------- C% H% %
Cal cul ated: 73.65 8 83 8.18 Found: 72.99 8.92 8.80 5
EXAMPLE 64: H% N %
4- 3- FE@S I 0GYyclsopent | pyrr (I H)-yl) propoxyl -
benzy n?gér%dde ﬁzlg expeglzﬁent al o{)?%cedure is identi cal
t o t habumaf: ExanpK&21, wi 6h/the repléacenent of
4- hydr oxybenzonitrile in Step | with
N- benzyl - 4- hydr oxybenzam de. 10 El enental m croanal vses
- e 0 90 0 . . 0
EXAMTLE 61 1 335 14 (A Ly iy ke eab S ph kg B decd
4- [ 3- ( Hehydyokystopehtaielpy aijodd gipxalate 2( 1 H) - yI ) pr opoxyl -
benzyl -N- 15 net hyl benzam de oxal ate The experi nent al
procedure is identical to that of Exanple 1, with the
The% riGeRiie ptocefureds méﬁﬁ@X}(b@QthﬁTE)dafﬂpﬂeel ivmit}St}eraeﬂlawiﬂeht of
enzyl - N-nmet hyl - 4 Xdr oxybenzani de. . E|l enent
4- hydfqgw@gﬁgpygl@gn Step 1 with 4 [(4-benzyl-1 —plperazmyl)carbonyﬁphenol.

C% H% N%
Calculated :  56.90 6.04 5.85
Found : 58.55 6.39 6.43

EXAMPLE 62 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-(1-benzyl-

piperidino)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(1-benzylpiperidino)-4-hydroxybenzamide.

C% H% N%
Calculated : 75.45 8.52 9.10
Found : 75.36 8.52 9.07

EXAMPLE 63 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yDpropoxy]-V-(cyclo-

propylmethyl)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(cyclopropylmethyl)-4-hydroxybenzamide.
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---------------- C%H%YN % 20 Calculated: 67.20 7.10

5.80 Found: 6685 7.17 5.82 EXAMPLE 66:

4-[ 3- (Hexahydr ocycl opent a[ c] pyrrol -2(1 H)-yl) propoxyl - N-

benzyl - N- (4- et hoxyphenyl ) benzarni de oxal ate The

experinmental procedure is identical to that of Exanple

1, with the replacement of-3325 4-hydroxybenzonitrile in

Step | with Nbenzyl-N (4-met hoxyphenyl) -4-hydr oxy-
EleRondianicARmaty34-. El emental m croanal vses.

---------------- C%H %N % Calcul ated: 68.97 666

4.87 Found: 68.§9%6-50 4 & 5 EXAVPLE 67:

4- 3- ro pent ] pyrro (I'H) -yl) propoxyl - N-

(4- n%?%%@%é%?yﬁ?gggzaniggg The eé%érinental procedur e

is idébundal to Rt of BAnple 188G th the repl acenent

of 4-hydroxybenzonitrile in Step | wth

N- (4-rnet hyl benzyl) - 4- hydr oxybenzam de. - El enent al

i . ySQs 9 9 9 I R-22
e i G a2 VWi L

4- [ 3- ( Hextadmygglbeuzaohideent a[ cl pyrrol -2(1fl)-yl) propoxyl -N

-(3- nethyl benzyl)benzam de 15 The experi nent al

procedure is identical to that of Exanple 1, with the
The eRPerARQRRIPro@iduft-iB YabhaX e tha oot Exanpte 1,nwih &1 replatedntent of

N-(3 -nethylberLzyI)14-h¥droxybeIizanide., El enent al
4-hydirexybanzonyisiéssin Step 1 with N- enzyl-4-hydroxybenzamide.

C% H% N%
Calculated :  76.16 7.99 7.40
Found : 76.20 8.06 7.41

EXAMPLE 65 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-benzyl-/V-

methylbenzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-benzyl-N-methyl-4-hydroxybenzamide.

C% H% N%
Calculated :  67.20 7.10 5.80
Found : 66.85 7.17 5.82

EXAMPLE 66 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-benzyl-N-

(4-methoxyphenyl)benzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of
4-hydroxybenzonitrile in Step 1 with N-benzyl-N-(4-methoxyphenyl)-4-hydroxy-

benzamide.
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---------------- C%H%N % Calculated: 7650 8.22
7.14 20 Found: 76.01 8.31 696 EXAMPLE 69:
4-[ 3- (Hexahydr ocycl opent a[ cl pyrrol -2(1 H)-yl) propoxyl - N-
(2- nethyl benzyl ) benzam de The experinmental procedure
is identical to that of Exanple 1, with the repl acenent
of 4-hydroxybenzonitrile i1 Step | with
N- ( 2- met hyl benzyl ) - 4- hydr oxybenzam de. -35 - El enental
Elemarntal adoabnsleses-- - ------------- C %H %M % Cal cul at ed:
76.50 8.22 7.14 _Found: 7 8 8.3 05 5 EXAMPLE 70:
4-[3-(Fbxahydroc§ggopent %fpyrroﬁgg%lFb-yl)propoxyl-N-
(4- teLiduespregylbenzygkbenzam gdg7 The experi ment al
procedure is identical to that of Exanple 1, with the
repl afeweht of 64-/8ydr oxgBénzonit4¥fe in Step | with
N-(4-trifluoromnethyl beilzyl)-4-hydroxybenzam de.
El enental mcroanalvses ----------------- 10 C % H %N

%%{[Weﬁ%ﬁowﬁnﬁd py etnd (1) .y Brdpbky BRI 4-

4- [ 3- ( Hewasthubsagdihspammidec| pyrrol - 2(1 H) -yl ) propoxyl - N-
(3- trifluoronethyl benzyl)benzan de oxal ate 15 The
experimental procedure is identical to that of Exanple

The Expatinidntd] peocedpleds eiertital of thatefiBrdmple hemittothetreplheemient of
Step i

by paberRORisrB Ay MR AS G e par ik depabegamide.

C% H% N %
Calculated :  76.50 8.22 7.14
Found : 76.28 8.19 7.06

EXAMPLE 68 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-(3-
methylbenzyl)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(3-methylbenzyl)-4-hydroxybenzamide.

C% H% N %
Calculated :  76.50 8.22 7.14
Found : 76.01 8.31 6.96

EXAMPLE 69 : 4-[3-(Hexahydrocyclopenta[c|pyrrol-2(1H)-yD)propoxy]-N-(2-

methylbenzyl)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(2-methylbenzyl)-4-hydroxybenzamide.
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---------------- C%H %N % Calculated: 60.44 5.82
5.22 20 Found: 59.40 5.77 5.07 EXAMPLE 72 :
4-f 3- (Hexahydr ocycl opent af cl pyrrol -2(1 H)-yl) propoxyl - N-
(4- pyridylnethyl)bcnzam de The experinental procedure
is identical to that of Examgle 1, with the repl acenent
of 4-hydroxybenzonitrile rR°Step I wth
N-(4-pyridyl metliyl)-4-hydroxybenzam de. -36- El enental
Elemewpbarabusdeses - - - - ---------- C% H% N% Cal cul at ed
72.79 7.70 11.07 ~Found: 72,11 7. SIQ,O 0.81 5 EXAMPLE 73:
4- [ 3- ( Hexahydr ucﬁ: ‘opent a[[ch/ﬁ pyrrol=2C1 H) -yl ) propoxyl - N-
furfurgdilbgpzdm des . sdfhe exgpex i ment alj4procedure is
identical to that of Exanple 1, with the replacenent of
4- hydriodenzoni 1438 e i nSstep | WA
N-farfuryl - 4- hydroxybenzanli de. El enental m i croanal wes
----------------- 10 C % H %N %Calculated 71.71 7. 66
EXAMPLE Fourd[3-@0exaly drotyclépafia AV (TH)-yl)propoxy]-N-(4-
4-[ 3- (Hexahydrocyc| oBent agel pyrr.ol -2(1 H)-yl) propoxyl - N-
[2-(2- thiT stetiylbenzybhenzamide The experi ment al
procedure is identical to that of Exanple 1, with the
repl acenent of 4-hydroxybenzonitrile in Step | with
TheNxperifigntahprecgduneishgenyieslry tHat 4f Byabnplz y beith e rdplacement of

4-niAr S 1 T 1008 VSRS (4-trifluoromethylbenzyl)-4-hydroxybenzamide.

C% H% N%
Calculated : 67.25 6.55 6.27
Found : 67.24 6.47 6.23

EXAMPLE 71 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-/N-(3-

trifluoromethylbenzyl)benzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(3-trifluoromethylbenzyl)-4-hydroxybenzamide.

C% H% N %
Calculated : 60.44 5.82 5.22
Found : 59.40 577 5.07

EXAMPLE 72 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1 H)-yl)propoxy]-N-(4-

pyridylmethyl)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(4-pyridylmethyl)-4-hydroxybenzamide.
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---------------- C %H%N %S% Calculated: 69.31 7.59
7.03 8.05 20 Found - 69.28 7.63 689 8.01 EXAMPLE 75:
4- 13- (Hexahydr ocycl opent a[ cl pyrrol -2(1 H)-yl) propoxyl - N-
(3, 4- dirnethoxyphenet hyl)benzarni de The experi nent al
procedure is identical to tﬁgt of Exanple 1, with the
repl acenent of 4-hydroxybénZonitrile in Step | with

N- (3, 4-di net hoxypl i enetliyl)-4-hydroxybenzam de. -37-

Elemprighmics0andiseoanal vses - --------------- C%H %N %
Cal cul ated 71.65 8,02 6.18,, Found: ,;51. 80 8.09 6.16 5
EXAMPLE 76: ? % N
4- [ 3- (Cdéxdmgdr ocxctopent & &l pyrrdl-0Z(1 H) -yl ) propoxy] - N-
(2- piperidinoethyl)benzan de Th xperi ment al
pr oced @84 s ide7r%/4 cal t%ﬂ‘sgat of](alﬁan'pl e 1, with the
repl acenent of 4-hydroxybenzonitrile in Step | with
N- ( 2- pi peri di noet hyl ) - 4- hydr oxybenzam de.

000 QU rp 2 2 LT 2k 10 2. 30-2 50 (m Sy - 2. 60
1. qui ng , : 2.15 1 .30-2.5 m D 2.
(m 4H) : é‘é‘?ﬂ‘h‘iﬁ‘éﬁé‘% ©' 4.05 (t,2H) : 7.00 (d,2B) :
7.80 (d,2H) ; 8.20 (t,IH. EXAMPLE 77:

4-[ 3- (Hexahydrocycl opent a[ ci pyrrol -2(1H) -yl ) propoxyl - N-

The(experinprial nroessiurg/is Ydratiga i e of Brampsg ée‘fvlt%ﬂm rgplacement of

L e R MU S SN

EleteAral mrahalisaoet | i yl ) - 4- hydr oxybel i zam de. . El enent al

m cr oanal vses-: C (?A) H%N % Calculated: 68.80 8.79
10. 46 C% H% N%

Calculated : 71.71 7.66 7.60
Found : 70.68 7.77 7.56

EXAMPLE 74 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yD)propoxy]-/N-[2-(2-

thienyl)ethyl]benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-[2-(2-thienylmethyl)ethyl]-4-hydroxybenzamide.

C% H% N% S %
Calculated :  69.31 7.59 7.03 8.05
Found : 69.28 7.63 6.89 8.01

EXAMPLE 75 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-/NV-(3,4-

dimethoxyphenethyl)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(3,4-dimethoxyphenethyl)-4-hydroxybenzamide.
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Found: 68.62 8.84 10.34 20 EXAMPLE 78:

4-[ 3- (Hexahydr ocycl opent a[ el pyrrol -2(I H)-yl)propoy~, -] -

JV~[3-(IH imdazol-1-yl)propyl| benzam de di oxal ate The

experimental procedure is identical to that of Exanple

1, with the replacenent of _4-hydroxybenzonitrile in

Step | with NN[3-(IHim da'z%?il-yl ) propyl ] - 4- hydr oxy-

benzan de. -38- Elenmental mnicroanal yses C% H% N%
Llermiralunignosgalys&s. 24 6.29 9.72 Found : 55.99 6.44 9.60 5

EXAVMPLE 79: 0 0 0

4-[ 3- (Hcxahydr oc;gcéopent aﬁ'c/ﬁ pyrr oIA-[{% 1H) -yl ) propoxy] - N-

(2- pliakyed hylilenzam 862 The experi mental procedure

is identical to that of Exanple 1, with the repl acenent

of 4-Fﬁﬁfﬁfbxyberfz( Ttril éogn St ep5-i‘5vvi th

N- ( 2- phenoxyet hyl ) - 4- hydr oxybenzam de. El enent al

m croanal yses 10 C% H%o N% Cal culated : 73.50 7.89 6.86
EXAMBMGE 76 72-[34HEx8Ry bro8fclapeakit]py 81-2(1H)-yl)propoxy]-NV-(2-

4-[ 3- (Hexahydrocygl apent al.c] pyrrol - 2(1H) -yl ) propoxy] - N-
(2- 15 né{lﬂ%‘ilé'é‘f’ﬁ@\yﬁgg'ﬂ@é‘m e oxal ate The experi nent al
procedure is identical to that of Exanple 1, with the
repl acenent of 4-hydroxybenzonitrile in Step 1 with

The expezimesia] pxgesd el iy identiged tothpbeftxgnipie], with teseplagement of

4-hyr§.(r)?(jxr éar?z lg%rsl%;ng{%)ﬁ/%}?%/‘g\f-%%ﬁ@%%ﬁﬁﬂ4-hy%90x§réer?za§1?de6 42
'H MMvIR3TINIS®abLy d 6 @gpa) openrda 1in,12H) ; 1.90 (quint,2H) ; 2.15 (m,2H) ;
pyrrol- 2(?{%1_ ;Q?pr ODO)z(%:zl.\sko[(zr;,SH) - 2.60 (m,4H) ; 3.55 (quad,2H) ;

4.05 (t,2H) ; 7.00 (d,2H) ; 7.80 (d,2H) ; 8.20 (t,1H).

EXAMPLE 77 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-/N-(2-

morpholinoethyl)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(2-morpholinoethyl)-4-hydroxybenzamide.

C% H% N%
Calculated : 68.80 8.79 10.46
Found : 68.62 8.84 10.34

EXAMPLE 78 : 4-[3-(Hexahydrecyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-[3-(1H-

imidazol-1-yl)propyl]benzamide dioxalate

The experimental procedure is identical to that of Example 1, with the replacement of
4-hydroxybenzonitrile in Step 1 with N-[3-(1H-imidazol-1-yl)propyl]-4-hydroxy-

benzamide.
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nmet hoxy- 1- ( met hoxynet hyl ) et hyl ] benzam de oxal ate The

experinmental procedure is identical to that of Exanple

1, with the replacenment of 25 4-hydroxybenzonitrile in

Step | with

N-[ 2- met hoxy- | - (et hoxynet hyl ) et hyl ] - 4- hydr oxy-

benzani de. -39- Elemental m3roanal vses --

------------- C%H%N % Calculated: 59.99 7.55 583
Elemeninbmicsoamdyses 44 5. 60 5 EXAMPLE 82 :

4- [ 3- (Hexahydr ocyec) opent al,gl pyrrol 52! H) -yl ) propoxyl - N-

(tert- butoxy) bergé’?ri de T%{g%experi ﬁé%t al procedure is

i dent ic@bultidt:hase. f Exampi®e 1, wigti2 the repl acement of

4- hydr oxyberizonitrile in Step 1 with

N- (t erffedsdt oxy) - 29 dr oxybEhzani dé.60 El ement al

m croanalwes -- ------------- 10 C %Il-1 %N %

Cal cul ated: 69.97 8.95 7.77 Found: 70.05 9.00 7.69
EXANRREPE F933t-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-(2-

4-[ 3- (Hex drocyc ent g[.cl pyrrol -2(1 H)-yl) propoxyl - N-

(2- ethyl gﬂ%/%ﬂx%%‘ﬁbgg‘f@é‘" %al ate 15 The experi nent al

procedure is identical to that of Exanple 1, with the

repl acenent of 4-hydroxybenzonitrile in Step 1 with
Thenxperimenigl pracgduye i4-idapticax)y e pé Fkataple 1 EWghlm placement of

------------- %._.Cal cul.at ed:

4l Sr Qoaeg%lét\g/tsrlg%gf S-tﬁlbl %M(Z-@2@@9@‘(@@'—4%%%&0){%enzalnlde.

C% H% N%
Calculated :  73.50 7.89 6.86
Found : 72.76 7.82 6.85

EXAMPLE 80 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-(2-

methoxyethyl)benzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(2-methoxyethyl)-4-hydroxybenzamide.

C% H% N%
Calculated : 60.54 7.39 6.42
Found : 61.07 7.54 6.49

EXAMPLE 81 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-[2-

methoxy-1-(methoxymethyl)ethyl|benzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of
4-hydroxybenzonitrile in Step 1 with N-[2-methoxy-1-(methoxymethyl)ethyl]-4-hydroxy-

benzamide.
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EXAVPLE 84:
4-[ 3- (Hexahydr ocycl opent a[ cl pyrrol -2(I H)-yl) propoxyl - N-
i sopropyl benzam de The experinental procedure is
identical to that of Exanple 1, with the replacenent of
4- hydr oxybenzonitrile in St ego 1 wth
N-i sopropyl - 4- hydr oxybenza‘rﬁ de. -40- El enental
m croanal vses ---------------- C%H%N % Calcul ated:
Elerian@dmierobbalgses8 Found. - 73.10 9.36 8.54 5 EXAMPLE 85:
4-[ 3- (Hexahydrocyglopent gf gl pyrrol,z2(1 H) -yl ) propoxyl - N-
(tert- butyl) bengvﬁn' de 02}3 ‘at e Thév%%((peri nment al
procedyr®ld:& i dentdocal t@sshat ofs&xanple 1, with the
repl acenent of 4-hydroxybenzonitrile in Step | with
N (t efouiit yl ) - 49R¢dr oxy%éfﬁzam de)- 6@l enent al
m croanal vses ---------------- 10 C % H %N %
Cal cul ated: 63.57 7-89 645 Found: 63.82 8.12 632
EXAXFYRL 82 84-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxyl-N-(tert-
4-1 3- (Uexahydrocycl gpent a[ c] pyrrol -2(1 H) -yl ) propoxyl - N
pr opyl berP2dxydbepamide e 15 The experinental procedure
is identical to that of Exanple 1, with the repl acenent
of 4-hydroxybenzonitrile in Step | with
The Nxpariyspital 4rdogdureiy blenticahiaibat ¢ Exampleal . witlcihe serdaagsest of

4-hygaybarporiiiile in Siep L ith Aolyohdo)- By BlSTberbamitt. 7- 07

C% H% N%
Calculated :  69.97 8.95 7.77
Found : 70.05 9.00 7.69

EXAMPLE 83 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1LH)-yl)propoxy]-N-(2-
ethylbutyl)benzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(2-ethylbutyl)-4-hydroxybenzamide.

C% H% N%
Calculated : 64.91 8.28 6.06
Found : 64.93 838 6.00

EXAMPLE 84 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yD)propoxy]-/N-

isopropylbenzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-isopropyl-4-hydroxybenzamide.
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EXAVPLE 87:

4-[ 3- (Hexahydr ocycl opent al el pyrrol -2(1H)-yl)propoxy] - N~
V- di met hyl benzam de oxal ate The experinental procedure
is identical to that of Exanple 1, with the repl acenent
of 4-hydroxybeil zonitrile in Step | with

NN- di et hyl - 4- hydr oxyberi zani de. -41 - El enent al

m croanal vses ---------------- C%l-1 %N %
Llerpanielumistasgals® 53 692 620 Found: 58.51 699 6.09 5
EXAMPLE 88: C%

[4) 0,

4-1 3-(1-1exahydrocycl oper{{é[ c] pyr r]gl/t-7 2(1 H)-yl) propoxyl -

NN didaigyptbdenzandode oxalidt e Thes.eg&peri nent al

procedure is identjcal tg that of Exanple 1, with the

repl al@nhi of 74-Mydr ox?-ﬁénzoni t#Pfe in Step 1 with

NN- di propyl -4-1iydroxybenzam de. El enent al

m croanalvses ----------------- 10 C % H %N %
EXAMMLE 85 ed:[34Headh B rasy dqientdolpydrol @41 B yBpBipoxy PA-(tert-

EXAVPLE 89: .

4-1 3-( m%ﬁlﬂmml%gﬁ%ﬁ%j pyrrol -2(1 H)-yl)propoxyl - N-

et hyl -N- 15 net hyl benzam de oxal ate The experi nment al

procedure is identical to that of Exanple 1, with the

The espirimmental proestiureds idedtient yhbayeffxanple 1 witlsthsgenlacgment of
4—hyr'§i-r<)g)%y§¥rllz_ollr\1l'\1;\c/rquet irr]l)gtépéll_ QXtﬂrJ\%XB%ﬂéﬁ 75?-"39&0@5%&%@%‘?'

E@_@r_&_@@gﬁ@@@;&l 7.15 602 Found: 59.26 7.16 5.91
C% H% N%
Calculated :  63.57 7.89 6.45
Found : 63.82 8.12 6.32

EXAMPLE 86 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-/V-

propylbenzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-propyl-4-hydroxybenzamide.

C% H% N%
Calculated : 62.84 7.67 6.66
Found : 63.24 8.09 6.58

EXAMPLE 87 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1LH)-y)propoxy]-N,/V-

dimethylbenzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N, N-dimethyl-4-hydroxybenzamide.
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EXAMPLEQO:

4-[ 3- (Hexahydr ocycl opent a[ el pyrrol -2(I H)-yl) propoxyl - N

propyl - N-met hyl benzam de oxal ate The experi nent al

procedure is identical to that of Exanple 1, with the

repl acenent of 25 4-hydrog%ggnzonitrile in Step | wth

N- propyl - N- et hyl - 4- hydr oxybenzam de. -42- El enental

m croanal yses C% H% N% Cal cul ated : 63.57 7.89 6.45
Elemgrigignicrgmalsess. 11 6. 38 5 EXAVMPLE 91

4- [ 3- (Hexahydr ocycd.opent gfrg) pyrrol 3£ 1H) -yl ) propoxy] - N-

i sopropyl - N-net hyl benzam de oxal ate The experi nent al

pr ocedim@dared i dedti3cal t6.%hat of 6.Eanple 1, with the

repl acement of - hydr ox nzonitrile in Step 1 with
N- i sog;r%%‘gl - N- mas??h{}I - 4- h%%?oxyben@g i de. El enent al

m croanal yses: ----------------- 10 C% H% N%
Cal cul ated : 63.57 7.89 6.45 Found : 63.95 8.30 6.37
EXANMANEL B8 94:[3-(Hexahydrocyclopenta[c]pyrrol-2(LH)-yl)propoxy]-V,N-

4-[ 3- (Hexahydr cl opent al,cl pyrrol -2(1H) -yl ) propoxyl - N-
(tert- b ??ﬁpyﬁﬁ%@f’ﬁ{ﬁ%@ﬁéﬁgﬁl de oxal ate 15 The
experimental procedure is identical to that of Exanple
1, with the replacenent of 4-hydroxybenzonitrile in

The gxpgimeniplimoqedpredp tdeptiea) g thet pielramnlal L idh ey erlasemang el

o PR ST e 0

met hyl benzam de

D

C% H% N%
Calculated : 64.91 8.28 6.06
Found : 64.73 8.39 5.94

EXAMPLE 89 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-/V-ethyl-/V-

methylbenzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-ethyl-N-methyl-4-hydroxybenzamide.

C% H% N%
Calculated : 59.34 7.15 6.02
Found : 59.26 7.16 5.91

EXAMPLE 90 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-/N-propyl-

N-methylbenzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-propyl-N-methyl-4-hydroxybenzamide.
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The experinental procedure is identical to that of

Exanple 1, with the replacenent of

4- hydr oxybenzonitrile in Step 1 with

N- net hyl - 4- hydr oxybenzam de. -43 - El enent al

m croanal vses ------------- . - C%H%N %

Cal cul ated: 71.49 8.67 9.26 “Found: 71.35 8.85 9.18 5
E 94:

Eleﬁi—’[ltl\g/—?f%ﬁ%{%%bycl opent a[ el pyrrol -2(1 H)-yl) propoxyl -
br onbbenzam de oxabate Thgsgxperingial procedure is
identical to that of Exanple 1, with the replacenent of
4- hydr@)(yzkietm’m 163971e i7.&ep | ‘m4tSh

4- hydr,0x bro ar ni EST : H ~ 367. 1031
(theo.l’ol%ges? g%)gg E></§;j LE 95 53 £

2-13-[4- (! H-| m dazol - 1-yl ) phenoxyl propyl | oct ahydrocycl o
pentalel - pyrrole dioxal ate The experinental procedure
EXAMPHE 9;: cé+[3t(Hemlaxdr@fby®mpa[e]pyrrqhﬁ(hH)-mbprtapixabéfnent

of 4-hydr e
4-(IHim dgs)ééPW ﬁ%%gfnzaﬂlgﬁgﬁlg m croanal vses
----------------- 15 C%H % N %Calculated 55. 68 5-88

40 Found: 55.81.5.57 8.51 EXAMPLE
Thf‘?xremmnteh Hrmedzlr%wtlﬁiqnélf%hto {haf; p§ Eﬁéwe}%;h mtbélw TeBlasens P6

4- hﬂ&kﬁgnﬂﬁﬂ&@é &l it !i% 2 é’%)ltpﬁ);p?l C @gl-%gﬁ{dx%éh%ﬁ#n de.

procedure is | |ca
Elemephlageremmahoés . 4- hydr oxybenzom t rilein Step | with

4-(IH1, 2, 4- trla%o(lo 1-yl )ﬁl%enol I%L]%}o'ental

m croanal vses ---%%------A22. .
Calculated :  63.57 7.89 6.45

Found : 63.95 8.30 6.37

EXAMPLE 92 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-N-(tert-
butyl)-N-methylbenzamide oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-(tert-butyl)-N-methyl-4-hydroxybenzamide.

C% H% N %
Calculated :  64.26 8.09 625
Found : 63.81 8.10 6.20

EXAMPLE 93 : 4-[3-(Hexahydrocyclopenta[c]pyrrol-2(1H)-yl)propoxy]-/N-

methylbenzamide

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with N-methyl-4-hydroxybenzamide.
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C%H%N % Calculated: 59.69 651 13.92 25 Found:
58.83 639 13.35 -44- EXAMPLE 97:
N-[ 4- ( 3- Hexahydr ocycl opent a[ cl pyrrol -2(1 H) -yl propoxy) ph
enyl | -N (2-pyrimdinyl)am ne oxal ate The experi nent al
procedure is identical to that of Exanple 1, with the
repl acement of 4-hydroxybenzonitrile in Step I wth
4-(2-p r|n1? ‘ylan1no)phenol 5 El enental m croanal vses
Elemenal irodnetisey C%H%N % Calculated: 59.92 6.37
12.42 Found: 594g 647 o667 EXAMPLE 98:
N-[ 4- ( 3- Hexahydr ocycl opent af cl pyrrol - 2(1 H) -yl propoxy) ph
enyl | Qulcul@edui ntl 44 am né.adi oxal af.86The experi menta

proce s id t hat of anple 1, with the
repla%@ﬁﬁﬁt of drox%ﬁénzonit???e in Step | with
4-(2-qU|nonIarnlno)phenoI El enental m croanal vses
---------------- C%H%N % 15 Calcul ated: 61.37 5.86
EXAMPLEA »d- 3 arahsirmgy o taixiayprd-2bH)-yDpropoxy]-3-
N-[4-(3- qg%gnﬁghgﬁxfeqﬁsﬂﬁg[elpyrrol-2(|kb-y|propoxy)ph
enyl | -1 - ‘i'soquinolylamne The experinmental procedure is
identical to that of Exanple 1, with the replacenent of

The @29$1£§gé&§%%enfe;% i {g)ajéq]gqat ofe %aéqﬁ;?]ﬁ ayith the replacement of

4- hﬁ&{ﬂ@ﬁ%nﬁﬁ?@m Stefpl %ﬁtjﬁ' B 4r$ky-3-bromobenzamide.

EXAMPLE 95 : 2-{3-[4-(1H-imidazol-1-yl)phenoxy]propyl}octahydrocyclopenta[c]-

pyrrole dioxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with 4-(1 H-imidazol-1-yl)phenol.

C% H% N%
Calculated : 55.68 5.88 8.40
Found : 55.81 5.57 8.51

EXAMPLE 96 : 2-{3-[4-(1H-1,2,4-triazol-1-y])phenoxy]propyl}octahydrocyclo-

pentajc]pyrrole oxalate

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitri1e in Step 1 with 4-(1H-1,2,4-triazol-1-yl)phenol.

C% H% N%
Calculated : 59.69 6.51 13.92
Found : 58.83 6.39 13.35
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Cal cul ated: 77.49 7.54 10.84 Found: 76.81 7.68 10.68
-45- EYAMPLE 100 :

N-[ 4- ( 3- Hexabydr ocycl opent a[ c] pyrrol -2(1 H) -yl propoxy) ph
enyl]- 9H purin-6-ylam ne The experinental procedure is
identical to that of Exanpl & 1, with the replacenent of
4- hydr oxybenzonitrile in St'eé'l W th

4- (9H- purin- 6-%/I am no) phenol . 5 El enental m croanal vses
EXAMPLE 97 : N-|4-(3-Hegabydyosy depepfalcinyetal4(Ld)-ybyopgxyphenyl]-N-

22.20 Fopnd: .. : EXAMPLE 101 :

4-(3-Cct a?y&%gi%ﬁwﬂ%&%aﬁ%tfyl propoxy) benzonitrile

oxal ate 10 The experinental procedure is identical to

Th%eg&%tgﬂ%ptg@g?%ﬁé%isd%mﬁtgﬁﬁtg g}pa{r_{\ %F h}% C e}glg qtzw%tﬂﬁe replacement of

4-h e R iR AAIH Sep I Réith 4. G4 BmolpHeaAs nol i ne was
g%ﬁt esi séd accor%li ng to@ﬁngneﬂitﬂﬁr?gd Icl;lfobp{’;\lll'@k-top. B (J.

ElemantaOnémoar@deses © 1948, 70, 2617). El enental
m croanal vses --s5;------:- P 15,6 %H %N %
Gl oot et o4 05 B 27 7P roundt Ba. 08 703 7. 01
EXAMPLEL 18 died - 59.92 6.37 12.42
4- (3- Cct ahydr o- 2H-i soi ndol - 2-yl pr opoxy) benzonitrile
Oxal atlourdtie exp&tfhent alb-Hf ocedddd’is identical to
that of Exanple 1, with the replacenent of 20
oct ahydrocycl openta[c]pyrrole in Step 2 with

EXaot Phydisai re-g4(Blol ex ahyidved coclbpdnty(dpyirsai 2(2H)-§ Ipropsxy)phenyl]-2-
synt hesi sed, accor di nétl to the nmethod of Matsuki el al.
(Chem Phawiolylgmine diggajate 4o(1) 9-18). El enental
m cr oanal vses .

The experimental procedure is identical to that of Example 1, with the replacement of

4-hydroxybenzonitrile in Step 1 with 4-(2-quinolylamino)phenol.

C% H% N%
Calculated : 61.37 5.86 7.40
Found : 61.49 6.02 7.32

EXAMPLE 99 : N-[4-(3-Hexahydrocyclopenta[c]pyrrol-2(1H)-ylpropoxy)phenyl]-1-

isoquinolylamine

The experimental procedure is identical to that of Example 1, with the replacement of
4-hydroxybenzonitrile in Step 1 with 4-(1-isoquinolylamino)phenol.
C% H% N%
Calculated :  77.49 7.54 10.84
Found : 76.81 7.68 10.68
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---------------- C%H%YN % 25 Calculated: 64.15 7.00
7.48 Found: 63.86 6-89 7.55 -46- EXAWMPLE 103 :

4- (4- Qct ahydro-2(1 H)-i soqui nol yl but oxy) benzonitrile

oxal ate The experinmental procedure is identical to
that of Exanple 3 , with thﬁ repl acenent of

oct abydr ocycl openta[ c] pyrro %'i n Step 2 wth

decahydroi soqui il oline. Elenental m croanal vses

EXAMPLE 100 : N-[4-(3-Hexahydrqsyslopentalelpgrrob? dd)atlpepposp)pbenyll-
7.29 6.66 : 7.25 6.73 EXAMPLE 104:
4-(3-Cct ah%é%g@%ﬁ‘;?}é%'?'ﬁhcfol - 2-yi propoxy) benzam de Steep
| 4-(3-Cctahydro-2H i soi ndol - 2-yl propoxy) benzonitrile
Theé%a%rfg;elgletgfper&%qgﬁpe:ig gdq%égaﬁgga%g?ﬁg : %?Q E,I v(x:lltl tl'}eoreltnlgcz:ietme%{ of
- i b itin-8-yRingiRo phdhdl N
4 h}%&)?%xgiro%‘f&ﬁ‘fé RRRLY ?%W{thﬁld B-yBlSiRoYp

oct o1 sol n

experinmental pro ure is, jdentical,,Jo that of Exanple
21, with the regfafcenen?[éj t he a]y ? conpound of

ExanpledBaieiit h déher conpgund of phepabove Step. ESP :
[ MFH ~ 303. 2072 (theory : 303.2073) EXAMPLE 105 :
N- Met Hpped.: (3- 0 dr o- 218" i soi AHEY - 2- yI pr opoxy) bcnzam
i de The experinmental procedure is identical to that of
Exanple 1, with the replacenent of

EXAMBICE 08Y bayqzapétahydre-20 Hi-isvqaRich)lproporyeaxyitialile saniace
In Step 1, and octahydro- 20 cyclopenta[c]pyrrole wth
oct ahydroi soindole in Step 2. EST~: [M:H + 317. 2240

1 i ' ith the repl t of
e Ao P Ty aUahey Bl | i fhe repacement of
octahgiideycldpeataga]pgnoieen Stp Jowisic dehahgdrbsoqueoline: dhe tlecahjdio-
isoq%{noll?r(lea %ls gyn]fhes\ll\ge& Ecéorr]ging %(P ’éhg(l:neertﬁ‘lao%tofq{/iktop. B (J. Am. Chem. Soc.,
1948, 70, 2617).

C% H% N%
Calculated : 64.93 7.27 7.21
Found : 63.93 7.03 7.01

EXAMPLE 102 : 4-(3-Octahydro-2H-isoindol-2-ylpropoxy)benzonitrile oxalate

The experimental procedure is identical to that of Example 1, with the replacement of
octahydrocyclopenta[c]pyrrole in Step 2 with octahydroisoindole. The octahydroisoindole
was synthesised according to the method of Matsuki et al. (Chem. Pharm. Bull., 1994,

42(1), 9-18).
C% H% N%
Calculated : 64.15 7.00 7.48
Found : 63.86 6.89 7.55
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-47- 4-hydroxybenzonitrile with

NN- di et hyl - 4- hydr oxybenzam de in Step 1, and

oct ahydro- cycl openta[c]pyrrole with

octal rydroi soindole in Step 2. El enental m croanal vses

e T T C%H%N%65 Cal cul ated: 72.69 9.15

8.48 round: 72.25 9.21 8.3%° PRARVACOLOG CAL STUDI ES

OF THE COVPOUNDS COF THE | NVENT| ON EXANPLEA: Cerebr al
EXANERIGE 493 ndridtQstrhydroadlH-isoquinpdylkeienxy isnzenitrilepralate m,

of this study, carried out according to the nethod of

Taylor et al. (Biochem Pharm, 1992, 44, 1261-1267),
Thelexpérimentall pradedutenie idextivdl votlacdf Bxdnyplos , whith thorgptasemisntaff

h present Jinventiqn as fype centr.al. . histamnergic
OCtaﬁ%g‘é’ﬁ?(%?PeélFﬁ[%]@%ﬁP]gtlg 3te19f?awﬂ%3?%5§@59159§uln?lé‘%ﬁea| ed by
EleBASMhc ﬁﬁﬁ?&ﬁ?' l evel s of N-nethylhistaniine, the

principal netabolite of histamne, after oral

admi ni stration off %he conpdunds belNi#g studied. An

i ncre i.n the er ebr. conceptrati ons of
HPe afo i i gfi i oc. anblh

N - net14 e Siggl es an crease in histamne
t ur noyeygby bl aekade of 7tidse typegld3 centra

hi starni nergic receptors. NVFJ mice (I 8-20g) are
treated via oral admi nistration with the conpounds of

EXAIEE TGk GIOVERL D L2 MBS QMBS o

the animals are sacrificed, the brains are renoved,

frozen in liquid njitrogen, i ghed, and 20 hoi nogeni sed

iSdend | f(t(#@@%’ydfo'%”@ﬁg}ﬁo%@(’é’ﬁéﬁé%’”%’é”lée ntrifuged

(15000 g, 17 mn, 4'C). The supernatants are recovered

and divided into aliquots. The aliquots are frozen in
Thel eixgerirdentlt procyelnreain ddestionl ¢al that of Boangple s with theaieplacement of

nal ysis. term nation of.the cerebral |evels of

octa%ygﬁ?ﬁwl?m?ﬁ?elpmﬁén ST itk pEaR By SRR ar y

el ectrophoresis coupled with detection by |aser-induced

fluorescence (J. Chromatogr. A, 25 1996, 755,

HepA 5¥-(3 - Theaides dB- s @vétls2-yipragoxpbensginidest am ne are

expressed in ng/g of fresh brain. Conparison between

the cerebral |evels of N -nethyl histam ne of the
Theatb&@héntal procedure is identical to that of Example 21, with the replacement of the

compound of Example 18 with the compound of the above Step.

EXAMPLE 105 : N-Methyl-4-(3-octahydro-2H-isoindol-2-ylpropoxy)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of
4-hydroxybenzonitrile with N-methyl-4-hydroxybenzamide in Step 1, and octahydro-
cyclopenta[c]pyrrole with octahydroisoindole in Step 2.

EXAMPLE 106 : N,N-Dimethyl-4-(3-octahydro-2H-isoindol-2-ylpropoxy)benzamide

The experimental procedure is identical to that of Example 1, with the replacement of
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treated with the carrier (control) and the aninmals
treated with the conpounds of the present invention
(n=5/group) is effected by single factor variance
anal ysis followed, if necessary, -48- by a

suppl enentary anal ysi s (Dungggt's test). The results
show that, at doses of from3 to 10 ng/ kg p.o., the

compounds .of th resent. invention are capabl e of
4-hy R PRET IR B B T GRS AP BISFA PR gy SIEP g petahydro-
RpeTBLApYABIS, AL O Ak BB Bo 1 AAGHeR. % By vy of
Cyceggnp , at doses o % ng/ﬁg p.gﬁ, the 5 conpounds of
~ concentrations of,, N -i-nethyl histagine by 52 % 33 %
and 90 % respecgﬁ%ely, gﬁd? at a]ggée of 10 nog/ kg
p. 0., chihgae@rpoungds of Bxanpl es §48nd 22 increase the
endogenous cerebral concentrations of
N - netfoyhdi st aniBe2by 92 Mbland 858.9¢ respectively.
These results denonstrate that the conpounds of the
present invention are potent activators of the centra
hi st am ner gi Q. SysS 5 A £ active via the ora

route with alHRVEAG LOGICALS sever al

hours.  EXAVPLEGMPOURDSROR THIE QMA@ t i ons
Formul ati on fof the preparation of 1000 tablets each
conWnirig a dose of 100 ng conpound of Exanple 22

hydr oxypropyl cellul ose

The: aim of this study; carried -out -according -to -the method of -Taylor2 gt al. i(giochem.
e e e e e g
Phapgiw), WP RyA4p 26 bil 26bnts to evaluate the ex vivo activity of the compounds of the

..............................

by blockade of the type.H3 central histaminergicreceptors.. . .. ..............
................ 900 g nmgnesium stearate

invéhtiof Bt T ” f ' ical treatment
mve%_‘axff %_{ V\%%Q{? \%?iéélrere @%ﬁ’/ﬁ@ﬂ TuRf hdu?d ARrand ﬁﬂam?écglogrca eatment,
the animals are sacrificed, the brains are removed, frozen in liquid nitrogen, weighed and
homogenised in 0.1N HCIQ4 at 4°C. The homogenates are centrifuged (15000 g, 17 min,
4°C). The supernatants are recovered and divided into aliquots. The aliquots are frozen in

liquid nitrogen and stored at -80°C until their analysis.

Determination of the cerebral levels of N'-methylhistamine is effected by capillary
electrophoresis coupled with detection by laser-induced fluorescence (J. Chromatogr. A.,
1996, 755, 99-115). The tissue levels of N'-methylhistamine are expressed in ng/g of fresh
brain. Comparison between the cerebral levels of N'-methylhistamine of the animals
treated with the carrier (control) and the animals treated with the compounds of the present

invention (n=5/group) is effected by single factor variance analysis followed, if necessary,
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5 - mand n, which may be identical or different, each
represent an integer of fromO to 2 inclusive, wth
the sumof the two integers being from2 to 3

inclusive, - p and g, which may be identical or
different, each represent anginteger of fromo0 to 2
i nclusive, - Ak represents an al kyl ene, al kenyl ene or

al kynyl ene ch%in, 10 - Y and Y', which may be identica
by pupgiorediasy enalyss (Oymsitedeshs a hydrogen atom a
hal ogen atom or an al kyl, al koxy, al kylthi o,
al kyl sul phi nyl, al kyl sul phonyl, nercapto, hydroxy,
Thepresiltsl shatvkipht, ahidoses of &wimd t¢ 16 sudikg ptouttbel canpounds of the present
.__substituted one.or two kyl roups), acyl, .
iAo cl bARGRIE e 1 OVET dbba TP aB iR nPptsggaRions of
N-BE@fIhYarRine B mbieQharbkyd. B WMPSH exadfi¥d, AMHHRs of 3 mg/kg p.o., the
(optionally substituted on'the nitrogen atom by an .
comgiokpds ofi Exaypplan?., 22aakdoidy inaraesmiple, endegamony cersbriappencentrations of
t . UR . —=~%, I 04, S, an _0x n at.o u ur
NG RRRLINE by SRS SR P AR a e Bt e o,
the bypogerls cdtExaplesanardl XY Inceasdithe end¥fenons eSebiab céhc@hitations of
. selected from cyano émhen X represents an ox§?en atom
N-mggthghpistanppR)by %% gupyd 85 Npryespeztively. Ahepe-resultyriergonstrgge that the

co Bf the pisent ézr tf’ 528 -tc%?)m- S ﬁ% - centldl YRébminergic
OGS O e R B3R ey R s ;
systtmEafd al®-active GpShe Qal miute- &ty duration ofaitiovh of atledstaevedal hours.
and * corresponds to the point of attachnent to N(Rl),
- Z2 represents -C(O-, -C(S)-, -C(NR4)-, -S(O,=- or a
EXRMBLE B - PRirm&Ruti ; ich may be identical or
T different, each rgggége Pagoﬁ€grogen atom an
optionally substituted al kyl group, optionally
Formuhsion farttbel p@phmtigh ot @0pablets phdtocvaldiying akiotd ditEdng :

al k ro al koxy group, optionally substituted
com@ye@lcgéql Ii)%mpqg P%Up';'"O’pt‘ TOmal y  SUBST Lt g 100 g
hydR&Y Slopgyediaaisky!..aroup, optionally substituted aryl 20 g

group or optionally substituted heteroaryl group, 10 -

pOl}ﬁfﬁny@yrmiiglom---or---.R2.--and---RB;----t-oget--hex---wi-t--h-.t--he---at-om--or .......... 20g
carrying them forman optionally substituted

whefl, iq%?%'cyb‘r'ﬁa'r'kyr""a'r""cjp't'i"O'na'r'I'y"'sub'S't'i"t'UT'e'or"h'e't'e'r'oa'r'y'l"""150

JACEEHEOME L. ..ttt b et et s n et ae bt ee st ene e enenes 900 g

MAZNESIUIM SEEATALE .....evererirreiitieteiereeieesteteeteseeeteeeseesseseresteressessessessessessessensentsessseneenens 30g
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their enantiomers, diastercoisoners, and al so addition
salts thereof with one or nore pharmaceutically
accept abl e acids or one or nore phan-naceutically
accept abl e bases, wherein: 15 - the term "al kyl"
denotes a linear or brancheg hydr ocar bon chai n
containing froml to 6 car oh atons, - the term

"al kenyl" denotes a linear or branched group containing
from3 to 6 carbon atonms and froml to 3 doubl e bonds,
- the term'al kynyl" deno€B4IMSI| i near or branched group
containing fTom3 to 6 carbon 20 atons and froml to 3
triple bonds, - the term "al koxy" denotes an al kyl - oxy
group in which the linear or branched al kyl chain

1- % ahdSof th@mh @ 6 carbon atonms, - the expression

optionally subs ituted aryl oxy" denotes an aryl -oxy

group in,; Ah aryl grgoup is opyionally

substi t ut ed _I_%HJ/ » tes annqI C(O)
group in whi vpresents a oy at o

al kyl group, er m " per hal g " denotes a Ilnear

or branched carbon chai n cont ai ni ‘‘om| to 3 carbon
atons and froml to 7 hal ogen atons, - the term

wher@th Kyl ene" denotes a |inear or branched bival ent

radi cal containing froml to 6 30 carbon atons, _51-
the term "al kenyl ene" denotes a |inear or branched
bi val ent radical containing from2 to 6 carbon atons
and froml to 3 double bonds, the term "al kynyl ene"

nil @@ ing Svhéchl hae Be ichtibailaJﬁQﬂi]fMerhIl vaih&epresamliana?ﬂlteger of from 0 to 2

cont ai ni.ng from 6 carb nms_ and. f to 3
IRy il sums 0% He tpe r‘%‘Pg%{? Fng iGHoh B3 gw[&ﬁ@fﬁw

napht hyl, i ndanyl, indenyl, dihydronaplithyl or
tetrahydronaphthyl group, the term"heteroaryl" denotes

peambgoekich intayose bientyel ioc diffevens, ¢ach wipiresentian iegar affennf to 2

. #e .rings is aromatic, the group containing from5 to
{499 Yhg nenbers and froml to 4

AlK represents an alkylene, alkenylene or alkynylene chain,

Y and Y', which may be identical or different, each represent a hydrogen atom, a
halogen atom or an alkyl, alkoxy, alkylthio, alkylsulphinyl, alkylsulphonyl, mercapto,
hydroxy, perhaloalkyl, nitro, amino (unsubstituted or substituted by one or two alkyl
groups), acyl, aminocarbonyl (optionally substituted on the nitrogen atom by one or two

alkyl groups), acylamino (optionally substituted on the nitrogen atom by an alkyl

group), alkoxycarbonyl, carboxy, sulpho or cyano group,

X represents an oxygen atom, a sulphur atom or an —-N(R)— group wherein R represents

a hydrogen atom or an alkyl group,

W represents a group selected from cyano (when X represents an oxygen atom or an

-N(R)- group), -N(R)-Z;—R; and —Z;-NRR;,

wherein :
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hetero atons sel ected from nitrogen, oxygen and

sul phur, 10 - the term "cycl oal kyl" denotes a

hydr ocar bon nonocycl e or bicycle containing from3 to
| I carbon atons and optionally unsaturated by 1 or 2
unsat urated bonds, - the teré? het er ocycl oal ky? denotes
a nDno- or bi-cyclic group, Ssaturated or unsaturated

or 2 unsaturated bonds, the graﬁg cont ai ning from
4 Zlo 1ePreseRi§-CeRmber§(RAnd hEARG—1 r Sre (OB Ra)het Er&(S)-N(Rs)-,

e TNASLANROR. LB Pefe BOGEISET, I PV oy 2 and

t he expreSS|on "optionally
t et cwraspaidsab kyd poiaroflattadiedeat wal@R,), and

eroc cl oa tes ei ther j) that those groups
rng? t¢&%¥éd8@§ }to &grﬂﬁéﬂﬁméal or
-d: R’f QIze Rt_; apd tl&t Wﬂﬁqﬁﬁy seligglrd b &@f’eﬁén‘fy%ach qufﬁgg%t a hydrogen

kyIt I'kyl sul phi nyl, al kyl sul phony ogen,
hy@i@@x?ﬂ qmpn@lbt eybspirdvhhlbel Rydup, nptiera]lyasvibsitu@d alkenyl group,

t bstit te one or.t
or SRS SR SRR ety Fo P BE oy B Bl bapcretoatio
Orgrbllip? Gpttdnagﬁ Nsudti@MedYhQ@8cRlodl Qjoligf offi6HARS) substituted aryl
acyl am no ejl?tlonally substituted on the nitrogen atom

b)grﬁlllp ol fiongloenbptituiadidsieyesaygsaye,,  car boxy, sul pho

a Y. h be substithute
)r}ﬁiafgnl a%'aq{z & }ﬁze edr fé qggétﬁ tkg{ %%’(?m r@%{o&rrlso%arr 1%gdfh'g§ﬂ (florm an

oropbemzilLyI substitufed Heter(h@*bl@glklyh@afpﬁibﬁﬂ@/ §Lfb§tﬁmtddﬁle?e502ﬁty %oup,

or heteroaryl groups may in addition be substituted

one or two oxo groups on the non-aronatic noiety of

theit RQaGIRS &QﬁEﬁbﬁbﬁgrSarﬁnéra‘?ﬁaﬁﬂ iti Q]Itty 1WA e or more

aromati c noiety and that the cycloa
pharmeacenideylylaoedpkahile gn«bfurp;@nmy nloge plndnmhcetumrbaidy adceptabie deschy
one or two OX0 groups, - the expression "optionally
substituted" applied to the term al kyl, al kenyl or
wheadikynyl 30 denotes that those groups nay be
substituted by one or two identical or different groups
- Hisltes @dioflt denoigs@/lingst or branehed diytiysicarbph chain containing from 1 to 6
gljag&_honyl al koxy, hal ogen, hydroxy, nercapto,
am no, acyl, am nocarbonyl, acyl amn no,
- ﬁllekemy Cﬂk@mﬁ'yﬂen(ﬁ@rbﬁxéar or Banched @ﬂﬁp doYiBiiing FRi 9nald darbon
substlé t ed gﬁ% optionally substituted heteroaryl,
§?@¥%P@Hﬁcycloalkyl optionally

- fhH Qéﬁﬂ t'a—lf( l'hﬁérﬁ)rt(%cé’ thaa! d radigh gR)tuboc%?lJ[anﬁng from 3 to 6 carbon

substituted arylo
atoms and from 1 to 3 trlple bonds,

- the term "alkoxy" denotes an alkyl-oxy group in which the linear or branched alkyl
chain contains from 1 to 6 carbon atoms,

- the expression "optionally substituted aryloxy" denotes an aryl-oxy group in which the
aryl group is optionally substituted,

- the term "acyl" denotes an R,C(O)- group in which R, represents a hydrogen atom or
an alkyl group,

- the term "perhaloalkyl" denotes a linear or branched carbon chain containing from 1 to
3 carbon atoms and from 1 to 7 halogen atoms,

- the term "alkylene" denotes a linear or branched bivalent radical containing from 1 to 6

carbon atoms,
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2- Conpounds of forrmula (1) according to claima1,

wherein g is 1, their enantioners, diastereoisoners,

and al so addition salts thereof with one or nore
pharmaceutically acceptable acids or one or nore
pharmaceutically acceptable ?ases. 3- Conpounds of

formula (1) according to crdtm 1 or 2, wherein nis 1,
their enantioners, 5 diastereoisoners, and also

thedeim cpikenylane” denotesqsr lingas ¢ hsprehed bivgleat radical containing from 2 to

BRALIRGEIE &4l cids or one or nore

pharnaceuticaFk%négggggg@PESE%Ees. 4- Conpounds of

fhortoh dalkt)ylact gledoteg atlimeany waeched bolabinfreadical Gordaining from 2
i oners, diastereoi soners,

rein mis 1, _thejr _enan
ﬁﬂ%cﬁb@bmﬁaﬁﬁngﬁnkgﬁi%“Hﬁ%é%5¥=mﬁth one or nore
pleateRBC el Cddrlovesag GARh D! y1d
har rraczﬁtyi cal on Sac g%gt}gbIngp%gglég?&%égg-ﬁdacg}fpngﬁggrg n%?hthyl of
ehydrenaphihyhemsipdi ng to any one of clainms | to 3,

| R i » L heir _enantioners, .di astereois rs,
BRTE Cnhip doroBh i uORRR P bRt ARG HbRE = 1ot one of
theainge ¢eatohadt | e gﬁﬁl@%ﬁﬁirﬁh%ﬁbﬁﬁ% & 1 Offg ﬁferrméfsean]g from 1 to 4

gharnaceuticall accept abl e bases. 6- Conpounds o
Feinptemy sojeckddlsema iniggen. apgepas siphwrai ns | to 5,

| 1 ' ' I ' [ j astercoi soners,

MRS} Ridgfof el AR oy e R PR from 3
ohldrqmemauttornahnd/o@vnelpy atdatiraed b 1 oF 2®ﬁﬁt@h‘ceﬂgbbﬁdsf,

har maceut i cal | ccept abl e bases. 7- Conpounds o
&%r%ﬁ@a'@T?DaﬂééﬂgﬂggRF@ﬁﬁnﬂ BIRBODOr ¢ PhfYeic 1 gfoypp saturated  or
WReReited Byl 5 of.2 LhS i ofEr i : 20 (S, 11 o
L By i, gl rpte B RS O oy AL ERACKDAMA & 11 ring
phaberacedthavalg fromct éptdaldteroagons selectoddront nitesgen, oxygen and

ﬁ&ﬁ&gaceutically accept abl e bases. 8- Conpounds of
of 1l a (1) according to any one of clainms | to 7,

thbexgestioh TapRLEABNuBstitBRIOXHMIRE 8 URMeRhs &cRiHIBA Yy RHR oaryl
their enantioners, diastereoisoners, and "al so addfition
aggibeterqqygloaley] denotiessitherd) thebthespgranpemeyibe sutistitated by from 1 to
c :abl e agj r moy. har maceut i cal, | .
SERSIAD B DRIl 8RS BTGRP AL Ay, e

alodonphing, bikyBolphome, flogehahyoty, ferdaptoMpRitRIdalkYl, nitro, amino
represents an -N(%&- group, their_ enantioners, '
(Yr-abpEpisd; e PEPLItutGh Pa1088 QdEve | Bkyls aroussk sy odmigiocarbonyl

orfAlly TRE&itRERLABRE W (32h LYor2 65 SRR o k§t5erBlps3 ey Pimi

(@rr%]t?oe har naceut i caﬁ?y a ce&"é‘@%g Oqltggc;s%e@o @ Ogrgup s, deytdmino
(aetimpelindwibsttutedr onulthe @itjogas catodi by anoalkply gang),0hlkekRiatonyl,
1.to 9 W@ere'n Y and.X‘ .

carboXy, $ulpho”and cyano, or ii) that those groups may be substituted by an aryl,
hetetoaryl, cycloalkyl, heterocycloalkyl or benzyl group; it being understood that the
aryl or heteroaryl groups may in addition be substituted by one or two oxo groups on
the non-aromatic moiety of the groups containing an aromatic moiety and a non-
aromatic moiety and that the cycloalkyl or heterocycloalkyl groups may be substituted
likewise by one or two oxo groups,

the expression "optionally substituted" applied to the term alkyl, alkenyl or alkynyl
denotes that those groups may be substituted by one or two identical or different groups
selected from alkylthio, alkylsulphinyl, alkylsulphonyl, alkoxy, halogen, hydroxy,

mercapto, nitro, amino, acyl, aminocarbonyl, acylamino, alkoxycarbonyl, carboxy,
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each represent a hydrogen atom their enantiouners,

di astereoi soners, and also addition salts thereof with
one or nore pharnaceutically acceptable acids or one or
nore pharmaceutically acceptabl e bases. M Conpounds
of formula (1) according to_any one of clains | to 9,
wherein 10 Y represents a hydrogen atomand Y
represents a_hal ogen atom or an al kyl, al ko

. { . y 1l KOXYy, .
HIBAA: CHNY,; oREALY FUpHitwipd arydy wwg@nllbpﬁthﬁwte%%qt@rawb ,optionally
: , al kyi jt .anjn it d or.
R, BRI SPbong " e BB et RGN S8 onally
asiimedardoxy| (optionally substituted on the nitrogen
atom by one or two al kyl groups), acylam no (optionally
substituted on the nitrogen atom by an al kyl group),
2- CRlpBYEAs D RIMhula B REMingStel Afith 7 wherd @R 9 BER: enantiomers,
~ their enantioners, diastereoisoners, and also addition
diastezdoisomensr i alspt dddithen sdts thereof phisin rmaeeort incek | pharmaceutically

t apl id : h ticall
aceeBabCHRIof ong AL BT ni et eI O PR a (1)
according to any one of clainms | to 11, wherein Al Kk

represents an al kyl ene chain, their enantioners, _
3- Campetrdsedifeandn §D) aseridiagde cladmilt orch véereis n ind, theareaghtiomers,
f o oM 0 ti Y. cept abl (o] [
st "R BRIPSAL AL XY SEPLBE IR il ity

acceflabpaisitdr ohie bomotd phatrhjceatdedlydicogptibbe bay¢s.one of cl ai s
1 to 12, wherein Wis |ocated on the phenyl group in
the 4-position, their enantioners, diastercoi soners,

4- CaRfoRBr fadliis (9 récécﬂ'hfnggf) ey SRE oMbt PP 9F \r?’g?%:ﬁl IBgs 1, their

phar maceut i cally “accept e aclids or one or

enanginenersa céiastercaisbyemc caplt alrdoe alidisies . salid- tHeoeqfowidis oo or more
f or muyl 1 ccording to any one of clai | to. 13,

phareioRint oaB61 i Lp e Shesy e i Guiibaly pssprable bases.
enantioners, diastereoisoners, and also addition salts
thereof with one or nore pharmaceutically acceptabl e

3- Cemspersnds of deranudz (Dreeeordipgde recens dEelhing hiwdpwhtreim m is 2, their

. 15- ) ds_ of _faornul. 1) .acgordi-ng.to any
cvnf 368, AT CRRRU %A o8 D] SRS or mor
pharmbfdatiyalBl adseptalle dpids bhend oreRe8 phficsutically acceptable bases.
di astereci soners, and also addition salts thereof with

one or nore pharnaceutically acceptable acids or one or
6- C&RpSunds of formula (I) according to any one of claims 1 to 5, wherein p is 1, their

enantiomers, diastereoisomers, and also addition salts thereof with one or more

pharmaceutically acceptable acids or one or more pharmaceutically acceptable bases.

7- Compounds of formula (I) according to any one of claims 1 to 5, wherein p is 2, their
enantiomers, diastereoisomers, and also addition salts thereof with one or more

pharmaceutically acceptable acids or one or more pharmaceutically acceptable bases.

8- Compounds of formula (I) according to any one of claims 1 to 7, wherein X represents
an oxygen atom or a sulphur atom, their enantiomers, diastereoisomers, and also addition
salts thereof with one or more pharmaceutically acceptable acids or one or more

pharmaceutically acceptable bases.
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pharmaceutically acceptabl e bases. 16- Conpounds of
formula (1) according to any one of clains | to 13,
wherein W represents a -Z2-NRIR2 group, their

enanti omers, diastercoisoners, and also addition salts
10 thereof with one or nore harnaceutically accept abl e
acids or one or nore pharnggeutically accept abl e
bases. 17- Cbnpounds of forrmula (1) according to any
one of clains to 13 or 16, wherein Z2 represents a

@J@%ﬁn&sﬂﬂeﬁgﬁrﬁla‘c (g)oggco r%to anyggﬂg‘)of ’claugg NRG)7 wfﬁ%m X rle resents

nant ast ereol sonef s,
an -+ gomps tlefrseriahioreat, diastdreaismnas, andraésolﬁdmon salts thereof with
phar maceuti cal ]y acce bl e. aC|ds or one._or
one DR AR e CEDr AR FE b AL % TS bRy acceptable
basdsormul a (1) according to any one of clains | to 13 or
16, wherein Z2 represents a bond, their enantioners,
di ast ereoi soners, and also addition salts thereof with

10 R Yo L o SRR 573, el ¥ v

ea IQ@éﬁ@@ééﬁﬂﬁ }@ffdrégéhrﬁtblﬂ &;b)r @RA06HERQ diagtedisofiRes, ahd Gl fiition
to 13 or 15, wherein Z, representsggggroup sel ect ed

Saltq rtbémeofc(vs@h ONe PISyROre 9’ aece )or one or more
phagn ﬁ%?cgag gﬁggggs, their enantioners,

and also addition salts thereof with
one or nore pharnaceutlcally accept abl e acids or one or

[ bl b -
11 B aP g ] FSORIFE G e 0 CLamah SrhFinG | ai ms
Y r!r;T%rE&g‘gssa gfggilc%ehoat&r% aé‘;\ﬁh? seﬁls'a Bgloggf?’ afRd oRbn YRYICRIKoxy,

tical each present a

alkyﬂlt)hdx adicisuplonylo rallaflsuﬁﬁmng; m,qnca@ej eytdeakyt merhatoptiybaniky) amino
(unﬁg%ﬁfyﬁ%gp%ﬁ%ﬁ?gﬁsé %ﬁ%ﬁg g% vstéqUt ?1 %Eg]&% %ca? a%ﬁtgt?%/a&ljonyl (optionally

substR8d 'otnufh%dnrtroQMn afor® Myl @ﬂhabf Yw8 UIRY1I bréups), @bﬁﬁh&’ﬁno (optionally
gro y a cycl oal k group, 5 - or

u
subwémteg @@;tb¢ @érqun agm@w an alﬁ,}drgr@wp)aaltk@mqadmnyf/ cgrhgiip, sulpho or
cyalg)or gl%%p,otﬂgu% aﬁt%e%,@ﬁer&) &)Lilr?e%, a3 also addition salts thereof with one
or more pharmaceutically acceptable acids or one or more pharmaceutically acceptable

bases.

12- Compounds of formula (I) according to any one of claims 1 to 11, wherein Alk
represents an alkylene chain, their enantiomers, diastereoisomers, and also addition salts
thereof with one or more pharmaceutically acceptable acids or one or more

pharmaceutically acceptable bases.

13- Compounds of formula (I) according to any one of claims 1 to 12, wherein W is
located on the phenyl group in the 4-position, their enantiomers, diastereoisomers, and also
addition salts thereof with one or more pharmaceutically acceptable acids or one or more

pharmaceutically acceptable bases.

14- Compounds of formula (I) according to any one of claims 1 to 13, wherein W
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- by a phenyl oxy group their enantioners,
di astercoi soners, and also addition salts thereof wth
one or nore 10 pharmaceutically acceptable acids or
one or nore pharnaceutically acceptabl e bases. 21-
Compounds of fornul a (I) aaﬁgrding to any one of clains
| to 13, 15 to 17 or rein Wrepresents a group
sel ected from - N(Rl) C(O NR2R3; -N(Ri)-C(S)-NR2R3;
ICPICRNE) 2NRIRRD SAEP:- 15) q@ersmﬁ@ﬁtégeﬁlsmnegﬁﬂdlnﬁgzal& aiition salts
ther@&"lﬁi V%%ht 8 t&e rmme ;bh%ﬂ‘ﬁac%éuﬁl %]gge{;ta%‘ieo M Qs a&ro%e or more
carrying t en1forn1 terocycltoa group or a
phapngpeniicillyaecqpitabde badkenyl group, their enantioners,
di ast ereoi sonmers, and also addition salts thereof with
one or nore pharmaceuti Qally acceptabl e acids or one or
15- MBhfpolhdy BRGSIALS AN Y REARPHADIE oRADETIaiRA" 1@9prumérem W
of formula Sl according to any one of clains |
representsearn oNRg By gravp, ﬂ@lnﬂnaetmre@erdlsstqeelz@nm mi @15@ aqbdition
| . Which .Z2 Jhepresents  a bo
salf, o804 i o S Pl et B i aPbTer b e P g more
pha@ﬁ@u@ti@nlyaccept@mme@t s a hydrogen atom or an al kyl
group and R2 represents an aryl or heteroaryl group,
their enantiomers, diastercoisoners, and al so addition
3 | 0 €nvP c I y
16 g?%@pté%léﬁg%i ééQP %ﬁgg%?gﬁ%reypﬂ§!nacéﬂ%wcgl# 13, wherein W
repraseas a8 Rs gsoup 2fhe i 2nakfinmpes) miiksteddoifomtiars | aad (alsp addition salts

accordi ng to any one_of claj 1 16, .17 or 21,
thefwfg it 39% ePr éé%rﬁt Pharmaspijca m%e@r@gl?p qqflsyfrc PR, or more

pha&ﬁﬁéeﬁ?oall&%(%%[e Mistdh the nitrogen atomcarrying them
forma group selected from pi perazinyl optionally

substit ut ed by an al kyl or benzyl group, piperidinyl

%ﬁgﬂ (ij/fl f% Iébm 20 dﬁ% Pﬁ{%’L%}vﬂ? Crfoq%l} nlz}/o 1? E)? lfg wherein Z,

re r@siéh@h)édr Is@}é@ﬂ@a apyhy Al d'—U}YS)}"—OqL@('I\QLD—nyAnd 38@Nd their
t et rahydroqui nolinyl, their enantioner

enarioterer dsstmeOmeranancal e aadditiono ﬁalgeanhegeofsemth heeceot more
phmﬁ]atggg%qﬁ% ?Jéceggﬁﬁe ﬁﬁ%roq%gg 8 %n}?/)% aé:ceg cggﬁctéaq l %8%3 atgzbases

annaceuti ca
Compounds of fornula (1) according to any one of clains
to 13 6, 17 aor 20, erein VVrepresents a
18- &@P@um %zfogméa 6D %Cmrtghtownym qExlaims defsehtiend 6y wherein Z,

repr@s@ﬁ@ b ﬁ%‘ﬁgﬁtlﬁgﬁ & df¥eher @i O4HRer anfl 2 K%d%dlﬂggiﬂ @O Mereof with

hei r enahti oners dst er eol SOFTEYS
one or more pharmaceutically acceptable acids or one or more pharmaceutically acceptable

bases.

I19- Compounds of formula (I) according to any one of claims 1 to 13 or 15, wherein 7,
represents a group selected from —C(O)-, —C(S)-, *~C(O)-N(R3)-, *-C(S)-N(R3)-,
*-C(0)-O— and —S(O),—, their enantiomers, diastereoisomers, and also addition salts
thereof with one or more pharmaceuticaﬂy acceptable acids or one or more

pharmaceutically acceptable bases.

20- Compounds of formula (I) according to any one of claims 1 to 13 or 15 to 19, wherein

Ri, Ry, R3 and Ry, which may be identical or different, each represent a hydrogen atom or a
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30

addition salts thereof with one or nore

phar maceutical ly acceptabl e acids or one or nore
pharmaceutically acceptabl e bases. 25- Conpounds of
formula (1) according to any one of clainms | to 13, 15,
19 or 20, wherein Wrepreeggﬂ_s a-NR)-CO-R2 group
in which R, and R2, independéently, each 10 represent

o setestdofeBeyaoainl Ao eionnibn SEriEH BT WARL o
heté%h@yl%roﬁ@raﬁd%%[Mg%b'oﬁﬁéﬂ My3aesaabl e acids or one or

nore ~ pharmaceutical ly acceptabl e bases. 26- Conpound
- bfamoptlnnalsly@lbstlad@bphhnmbgmup any one of clains | to 14,

ich i - (,3-
) \Ahl?cy ?@i‘%ﬁi%l%%‘g’m a[ c] pyrrol - 2(1R) -yl propoxy) benzoni tri
- beb ah@ce@aﬁmbamﬂegr@up di astereo- 15 isoners, and al so
Cﬁtl on salts thereof with a pharmaceutic~ally

- %@e@hﬁbﬂoéf}’égmlp, 27- Conpound of fornula (1) according
_ pr}@&}goqqg,ogjkog(g,%lr%soto 13, 16, 17, 20 or 24, which

- Byé@hér@k&b'ygibmycl openta[c]-pyrrol-2(1H)-yl propoxy) benz

de, its _enantjoners, St ereois
thené&a@qqogwr% Jigsterepisomens, \?J“? alsq gg"t ﬁ@éqolrtl yw1?h one or more
phaﬁﬁ&accg‘?%(%gg %g%‘ﬁ%a%}i/e %cﬁ%@(% fonggmgwﬁlaﬁ{laéeﬁﬁgﬁf cé:%p)table bases.
24, which is

21l BTN GB 6] BRSRGRLE RS04 o7 e 4 MBS o v,

whetdifl Wl regreagie 4 g%hfs@hécsedtﬂa&ﬁe@f(RvthtomntmnaNﬁwi@(smezRa

ound of fornula (1) accord

accept abl e aci ng
(@b NEhRe G CF(SHMRTe: wheeein R1 28] R 7r Bo aod Bt fogefir with the

g o O o o oA B R 2y

piperidinye gRynb; Deizaahtiteners, disstO@n @8RG also addltlon salts thereof with
di astereoi soners, and al so addition salts thereof wth

one gt BI9&T Phegmacquiisliyaccentably aeidn eresiecr rqrg phampaceyifgB Aereptable

f formula (1) according to any one of clainms | to 13,

5, 19, 20 or 25, whichis

N-[ 4- (3- hexahydrocycl opent a[ c] pyrrol -2(11-1)-yl ) propoxy

hen tamd its,. 5 enantio
bB é}%éﬁ? (D) AFRPTIPE P HPISI O s f oA drto s wherein
Y rébr@ﬁﬁfs 'EH%H{IRQ%' érb!up ﬁ‘lc\ﬁlﬁﬁ’ﬁ ZP%e%re@@ﬂtQa band ; Process for

preparation of the compounds of formula (1)
R; @ddbt thoather wvithl the mittqgen atom carrying them, form a heteroaryl group or R,

represents a hydrogen atom or an alkyl group and R; represents an aryl or heteroaryl group,

bas

their enantiomers, diastereoisomers, and also addition salts thereof with one or more

pharmaceutically acceptable acids or one or more pharmaceutically acceptable bases.

23- Compounds of formula (I) according to any one of claims 1 to 13, 16, 17 or 21,
wherein W represents a —C(O)-NR; R, group in which R; and R,, together with the
nitrogen atom carrying them, form a group selected from piperazinyl optionally substituted
by an alkyl or benzyl group; piperidinyl optionally substituted by an alkyl or benzyl group;
morpholinyl; azepanyl; thiomorpholinyl; octahydrocyclopentapyrrolyl; dihydroquinolinyl;

and tetrahydroquinolinyl, their enantiomers, diastereoisomers, and also addition salts
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characterised in that there is used as starting
material a conpound of forrmula (11) Hal-Alk-X 2Y, 3
W(1ll) 4 10 Y wherein Alk is as defined for formula
(1), Hal represents a hal ogen atom X represents an
oxygen atom a sul phur atoms@r. an -N(p)- group, in
which (p) represents a hydrogen 15 atom a

copventi onal protecti.n r oy or the nitrogen atom or
thergq aYVE§| Oa?oag, MOF P Aieelly aspePtale qaifhedr @ or more

phati@AdBdtidallylaccepthil6 Bag@mpound of formula (I11), after
deprotecti on ‘where appropriate, is condensed in basic

mediumwi th a bicycle of formula (I1l) : g n NH (111)

P in Ny nd, g_are_as .def.i ned far
24-CERat B oy OBt o Sof S STl (1)o7 or 20,
wherOIPWU Rspr@ents 04 NOI@)-NR)R, phep MV wEiRh S8 am® R, fidpéhdently, each
group, is optionally 25 reacted with sodi um hydroxide
repigpenh ah byl grauRy adwidemeen stop. dheir enantiapersn diasterepisomsrsa and also

: e . Y, ~P=nj ~NH 4 Y. 2
ol 58 o AP B A o o
phamhareeiicallfldecemablebases. q, X, Y and Y are as defined

for forrilula (1),
25- Compounds of formula (I) according to any one of claims 1 to 13, 15, 19 or 20,
wherein W represents a —-N(R;)~C(O)-R, group in which R; and R,, independently, each
represent an alkyl group or a hydrogen atom, their enantiomers, diastereoisomers, and also

addition salts thereof with one or more pharmaceutically acceptable acids or one or more

pharmaceutically acceptable bases.

26- Compound of formula (I) according to any one of claims 1 to 14, which is 4-(3-
hexahydrocyclopenta[c]pyrrol-2(1 H)-ylpropoxy)benzonitrile, its enantiomers, diastereo-

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

27- Compound of formula (I) according to any one of claims 1 to 13, 16, 17, 20 or 24,
which is 4-(3-hexahydrocyclopenta[c]-pyrrol-2(1H)-ylpropoxy)benzamide, its
enantiomers, diastereoisomers, and also addition salts thereof with a pharmaceutically

acceptable acid.

28- Compound of formula (I) according to any one of claims 1 to 13, 16, 17, 20 or 24,
which is 4-[3-(hexahydrocyclopenta[c]pyrrol-2(1 H)-yl)propoxy]-N-methyl-benzamide, its
enantiomers, diastereoisomers, and also addition salts thereof with a pharmaceutically

acceptable acid.

29- Compound of formula (I) according to any one of claims 1 to 13, 16, 17, 20 or 24,
which is 4-[3-(hexahydrocyclopenta[c]pyrrol-2(1 H)-yl)propoxy]-N, N-dimethyl-benzamide,

its enantiomers, diastereoisomers, and also addition salts thereof with a pharmaceutically
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5 whi ch conpounds of formula (), - may, if necessary,
be purified according to a conventional purification

techni que, - are separated, where appropriate, into
stereoi sonmers according to a conventional separation
techni que, - are converted, g;f. desired, into addition

salts Wi th one or nore pharnaceutlcally acceptable 10
acc@Gids or one or nore pharmaceutical Iy acceptabl e bases,
FE &PHY: understood that: - at any nonent considered
appropriate during the course of the process described

above, the group or groups carbonyl, thiocarbon

30-&ampound o yipmmila D grccedingsioaanyi ang dfeclgenst ! (a 19, 1%2a1’r9, B8 or 25,

o525 Ao A B O ASRIBLST g, 1

enafifidriidrs adsteredpanets, amdogled ngddition kalmthepédfCRittr € pharmaceutically
described in the Iliterature. 32- Pharnaceutically

acceRy 6§?§1ons conprising as active ingredient at |east
one conpound according to any one of clainms | to 30,
al one or in conbination wth one or nore

31- Phegesn feuthie qabpayatMCeﬁ)ﬂ&McmpdundsNbﬁﬁmmﬂn(i(b axoidpigetot elaim 1,

33- .Pharmaceuti c osj tlons
chafZleGRH] inghetsheiR s Bed 30 TeOmedtiFg ~so PBUR ObRETE o
ingredlent according to any one of cIainB 1to 30, for
use as a nedicanment in the treat ment of cognitive
defici enci es ablabci-aspled—iX't h chrebral ageing and with
neur odegener ative di seases, élso |ngihe t r eat ment
of nood di sorders, convul si kenti on
deficit hyperactivity syndrohe obeS|ty and pain. 25
34- Phanuaceutical conpositions ¥%ccording to claim 32,
containing at | east one active ingredient according to
any one of clains | to 30, for use as a nedicanent in
t hendrgigat ment | -59- of cognitive deficiencies
associated with Al zheinmer's di sease, Parkinson's
difbléa's @s defipéd $or fdimeladd), Habrembsehifssa lilogers etongiXi represents an
frontal .| obe denentla f_vascu

o ey Re PR ah Kt hiea L BREER  Bicrogen
aGEh,0i BéhvietiSlafipfBtSeting CRONATOR HIOnifb gL ASin, @R @n alkyl group, and

W, Y and Y' are as defined for formula (I),

which compound of formula (II), after deprotection where appropriate, is condensed in

basic medium with a bicycle of formula (III) :

n

NH (1)

p m

wherein :

n, m, p and q are as defined for formula (I), to yield a compound of formula (I)

* which compound of formula (I), when W represents a cyano group, is optionally
reacted with sodium hydroxide or potassium hydroxide

to yield a compound of formula (I/b) :
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5 active ingredient according to any one of clainms | to
30, for the manufacture of nedicanents for use in the
treatment of cognitive deficiencies associated with
cerebral ageing and with neurodegenerative di seases,
and also in the treatnment afsgnood di sorders,

convul sive attacks, attention deficit hyperactivity
obesityy and pain. 36- Use of the

phar macept’fca pnNposi tion accordlng to cl aim32,

cont ai ni $t—Bhe— gr edi ent acgppfli ng
to any ope-o ains | to 30 s/ manuf act ure of
nmedi canent’§ for ‘lise in the t of cognitive
deficiencies associated wth Az }§ di sease,
Par ki nson' s di sease, Pick's dlsea¥e Kor’sakof f s

di seagartRfr Ch@nifahe tQRFO R oS ERMuRANT WhdkindeMe A hap, q, X, Y

of vascul ar or other origins.
and Y' are as defined for formula (I),

which compounds of formula (I),

- may, if necessary, be purified according to a conventional purification technique,

- are separated, where appropriate, into stereoisomers according to a conventional
separation technique,

- are converted, if desired, into addition salts with one or more pharmaceutically acceptable
acids or one or more pharmaceutically acceptable bases,

it being understood that:

- at any moment considered appropriate during the course of the process described above,
the group or groups carbonyl, thiocarbonyl, amino, alkylamino of the starting reagent (II)
can be protected and then, after condensation, deprotected, as required by the synthesis,

- the reagents (IT) and (III) are prepared according to known procedures described in the

literature.

32- Pharmaceutical compositions comprising as active ingredient at least one compound
according to any one of claims 1 to 30, alone or in combination with one or more

pharmaceutically acceptable, inert, non-toxic excipients or carriers.

33- Pharmaceutical compositions according to claim 32, containing at least one active
ingredient according to any one of claims 1 to 30, for use as a medicament in the treatment
of cognitive deficiencies associated with cerebral ageing and with neurodegenerative
diseases, and also in the treatment of mood disorders, convulsive attacks, attention deficit

hyperactivity syndrome, obesity and pain.

34- Pharmaceutical compositions according to claim 32, containing at least one active

ingredient according to any one of claims 1 to 30, for use as a medicament in the treatment
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of cognitive deficiencies associated with Alzheimer's disease, Parkinson's disease, Pick's
disease, Korsakoff's disease, and frontal lobe and sub-cortical dementias of vascular or

other origins.

35- Use of a pharmaceutical composition according to claim 32, containing at least one
active ingredient according to any one of claims 1 to 30, for the manufacture of
medicaments for use in the treatment of cognitive deficiencies associated with cerebral
ageing and with neurodegenerative diseases, and also in the treatment of mood disorders,

convulsive attacks, attention deficit hyperactivity syndrome, obesity and pain.

36- Use of the pharmaceutical composition according to claim 32, containing at least one
active ingredient according to any one of claims 1 to 30, for the manufacture of
medicaments for use in the treatment of cognitive deficiencies associated with Alzheimer's
disease, Parkinson's disease, Pick's disease, Korsakoff's disease, and frontal lobe and sub-

cortical dementias of vascular or other origins.



