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4-{3-[cis-Hexahydrocyclopenta[c]pyrrol-2(1 H)-yl]propoxy}benzamide has the characteristic
of interacting with central histaminergic systems in vivo. These properties provide it with
activity in the central nervous system and, more especially, in the treatment of cognitive

10 deficiencies associated with cerebral ageing and with neurodegenerative diseases.

4-{3-[cis-Hexahydrocyclopenta[c]pyrrol-2(1 H)-yl]propoxy} benzamide, its preparation and
its therapeutic use have been described in Patent Application W0O2005/089747.

The Applicant has now found that 4-{3-[cis-hexahydrocyclopenta[c]pyrrol-2( 1L H)-
yl]propoxy}benzamide of formula (I), or an addition salt thereof with a pharmaceutically
15. acceptable acid or base, used in association with an acetylcholinesterase inhibitor has
valuable properties for the treatment of cognitive disturbances associated with cerebral

ageing and with neurodegenerative diseases.

Neurodegenerative diseases related to cerebral ageing such as Alzheimer's disease are

characterised by disturbances of memory and cognitive dysfunction. The cognitive
20 disturbances are usually associated with a reduction in the ability of neurons to synthesise and -

release certain neurotransmitters. There is moreover observed a progressive loss of synaptic

plasticity and of neuronal processes, this neuronal loss being accelerated in certain specific
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30 with the treatment (especially gastrointestinal disturbances such as nausea or diarrhoea,

headaches or fatigue). In other words, treatments involving therapeutic doses of
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pr epr at i Bissinveisiop sispadinglyerelsies o dise @ff dlissassaqipiion et s { 3-[cis-hexahydro-
cyclopenta[c]pyrrol-2(1 H)-yl]propoxy}benzamide, or addition salts thereof with a
pharmaceutically acceptable acid or base, and an acetylcholinesterase inhibitor in obtaining
pharmaceutical compositions intended for the treatment of cognitive disturbances associated

with cerebral ageing and with neurodegenerative diseases.

25 The invention relates also to pharmaceutical compositions comprising the association

between 4-{3-[cis-hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide, or addition



creanms, ointnents, dermal gels etc.. Besides
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route, more specifically tablets, dragées, sublingual tablets, hard gelatin capsules, glossettes,
10 capsules, lozenges, injectable preparations, aerosols, eye or nose drops, suppositories,

creams, ointments, dermal gels etc..

Besides 4-{3-[cis-hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide and the
acetylcholinesterase inhibitor compound, the pharmaceutical compositions according to the
invention comprise one or more excipients or carriers selected from diluents, lubricants,
15 binders, disintegration agents, stabilisers, preservatives, absorbents, colourants, sweeteners,

flavourings etc..

By way of non-limiting example there may be mentioned:

+ as diluents: lactose, dextrose, sucrose, mannitol, sorbitol, cellulose, glycerol,
¢ as lubricants: silica, talc, stearic acid and its magnesium and calcium salts, polyethylene
20 glycol,
* as binders: magnesium aluminium silicate, starch, gelatin, tragacanth, methylcellulose,
sodium carboxymethylcellulose and polyvinylpyrrolidone,

¢ as disintegrants: agar, alginic acid and its sodium salt, effervescent mixtures.

The compounds of the association may be administered simultaneously or sequentially. The
25 administration route is preferably the oral route, and the corresponding pharmaceutical
compositions may allow the instantaneous or delayed release of the active ingredients. The

compounds of the association may moreover be administered in the form of two separate



a single pharmaceutical conposition, in which the active ingredients
are in adm xture. Preference is given to the pharmaceutica
conpositions being tablets. The useful dosage reginen varies
according to the sex, age and weight of_the patient, the
5admi ni stration route, the nature of the disorder and of any
associated treatnents and ranges fromO0.5 to 100
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hydr dchl opg @er day preferred daily doses bemg 5 and 10 mg for the donepezﬂlhydrochlorlde For
rivastigmine, the dosage regimen is from 1 mg to 20 mg per day. Preferred daily doses are 3
and 6 mg twice per day when rivastigmine is administered in the form of a tablet, whereas
they are 4.6 mg and 9.5 mg per day when the product is presented in the form of a patch. In

the case of galantamine, the dosage regimen is from 1 to 30 mg per day, preferred daily doses

15 being 16 and 24 mg.

In preferred embodiments of the invention, the association between 4-{3-[cis-
hexahydrocyclopenta[c]pyrrol-2(1 H)-yl]propoxy}benzamide (compound S) and donepezil is

administered at the following daily doses:

Composition 1 | Composition 2 | Composition 3
Hydrochloride of compound S
2 mg 5 mg 20 mg
(expressed as base)
Donepezil hydrochloride 10 mg 10 mg 10 mg
Pharmaceutical composition:
20 Formula for the preparation of 1000 tablets each containing 5 mg (expressed as base) of

4-{3-[cis-hexahydrocyclopenta[c]pyrrol-2(1 H)-yl]propoxy}benzamide  hydrochloride
and 10 mg of donepezil hydrochloride:



10 mg 10 ng 10 ng Pharmaceutical conposition: 20Fornula for the
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EXAMPLE A:
Experiment in a model of episodic memory, the contextual serial discrimination test:
The effects of 4-{3-[cis-hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide and
donepezil (both in the form of a hydrochloride), administered on their own or in combination,
15 were studied using a contextual serial discrimination test in the middle-aged (14-15 months
old) C57B16 mouse (n=12 per group) (Célérier et al., Learn Mem., 2004, 11(2), 196-204;
Tronche et al., Behav. Brain Res., 2010, 215(2): 255-60). In this model, the middle-aged mice
have a specific dysfunction of contextual memory compared to young mice, without a
deficiency in spatial memory. This model is relevant for evaluating the effects of products in
20 Alzheimer's disease because patients suffering from that form of dementia also have
disturbances of contextual episodic memory, this being the case from a very early stage (Gold
and Budson, Expert Rev Neurother., 2008, 8(12): 1879-1891).
The mice, placed in a box with raised edges, learn two types of consecutive spatial
discrimination (D1: white floor, then D2: black floor) on a floor with four holes, in which just
25 one of the holes is baited, the arrangement being opposite in D1 and in D2 (see Figure 1).

Each discrimination is performed on a specific floor (black or white), which constitutes the
internal context specific to each discrimination. 24 hours after the learning step, the mice are
returned to the white contextual floor, and the following are measured:

- the percentage of correct responses (i.e. % of lowering the head into the hole that was

30 baited during the learning exercise on the white floor),
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pr esent ed030addne M@ @EJf, base per os) with donepezil (0.1 mg/kg of base per os) results in an
increase in the level of correct responses of more than 100% compared to the carrier on its

own. These results show clear potentiation of the effects of donepezil in the presence of 4-{3-

[cis-hexahydrocyclopenta[c]pyrrol-2(1 H)-yl]propoxy} benzamide.

20 A very good correlation was moreover observed between the increase in the level of correct
responses and the reduction in the level of interfering responses, thereby confirming the
specific effect of each compound and of their association on contextual memory.
Accordingly, the administration of the association of 4-{3-[cis-
hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide (0.3 and 1 mg/kg of base per

25 os) with donepezil (0.1 mg/kg of base per os) significantly increases the power of contextual
memory (correct responses - interfering responses) compared to that observed with the
compounds on their own. This increase that is observed for the association cannot be
explained by simply adding together the effects of the compounds administered on their own
and shows synergistic activity of the two compounds when they are co-administered (see

30 Figure 3).



and the percentage of errors (i.e. %of |owering the head into the
two hol es that were not baited during | earning, whether on the white
floor or on the black floor (see Figure 1). The results show that the
m ddl e-aged mice treated with the carrger have a percentage of
correct responses which is close to the I evel of chance in this test
on 4-hole boards (z 25%. Follow ng chronic treatnment for 9 days with
donepezi | Therdsudis hleady dandnSirdie thgl thg adrhinbasi@npd thetdtwasompnands iimassddiatiant
i mprovenent, in. the.percentage of correct.re nses i s_aobserved

conpar ed TET RS RSTTT P (BAR 1 &/ B o Rahr Tagt o ARy ST ogpeted
correct risponskeciidandgse havry momoeert hawn GBA0 thepadasenb pbarnheokomtic-type

follow ng chronic trea nt for 9 d wth . . . e
113 SR BeyERoBER e BgPs ST HlL iy b dulirh avib by aereistic
hydr achl o¢ffededeadridaaescof 0.3 and 1 ng/ kg of base per as (conpound
referred to as "S" in Figure 2). Finally, admnistration 15 of the
associ ati on of

4-{ 3-[ ci sekaxginEipocycl opent al c] pyrrol -2(1//) -yl f propoxy} benzam de
(0.3 and 1 ng/kg of base per as) with donepezil (0.1 ng/kg of base

per 0,%$) results i increase in the |l evel of correct responses of
nor e t hantXRSHURCHE MR TERSHZNINGE AN Hie SAme CORRXTUR SCHAMIS 83Ut 5 show
clear potentiation of the effects of donepezil in the presence of

4- 13- fcis-hexahydrocycl openta [c] yrrol-2(1ﬁzéé;] ropoxy benzam i
de. A verlheg68Erte gt &itad fiemexehndravicliooetlc el i be)-perrake epgamide and

i ncrease hNsidi@nt QYRE RThE W heEE a'BEIRES 8RuANd aliRi@AH6h 118 bidnthEn

| evel of interfering responses, thereby confirmng the specific

ef f et of commitiitienipoe fiddiahdsiog thetrontexaalsedilatiscomingHon pat @xbamiddle-aged
menory. i : 1. R i of the association of 4-
{3-[cishéggﬁggng§%?§%g%?2fg%g%%?@?%g?%Fb-y!]propoxy}benzanide (0.3
and 1 ng/ kg of base per 25 as) with donepezil (0.1 ng/kg of base per
as) significantl.y iper p f ; r r
responsegn}ﬁ?n(g¥PéE%§§%?§§B%E§%§%) gﬁgé?ggﬂgg%%ﬁg%eogser%%ggﬁ%%%&%ﬁe
conpoundscogtextuhle memowyndefithti duei tocthedse thdiahe it obgextviedvifidr titeidearnt the
assogi ati,on. .canngt .b | ai n S} ddi ng .t.oget her. the effects
o the coRuERAL e iter TP TLE 6 AardhL i ML SRS Rl ieRL PR
activity maited hde innhe Gonpatiex presdnenl duhiey learinga@e.abkhwhitesfl@n e Bedameeof this

30Fi gure o T esults clearly denopnstrate th t he mnistration
of t hese B eciIshaLel e otat e ER kS PPyt diual fefpBh A

| ar ge synegpghss i- dnteffér@pt revfonehd) vasuenhd patantdgaex paateislg responses is higher
Pharnacokkne i ¢ anal sgs have noreover shogg that there was. no ¢
phar mac ok'HE'f Ee-rf’?}‘;ﬁaé?%io PUFSEIFRATS Bt GORESE HE YOWRR IS8 AR Vet S IR PRYCET ©
m ghto | usdohfeYu@rmémd@T@hehewr b Hehgy. BymeReN. 3016, 2560f.@56-cdpscri bed
above. EXAMPLE B: Experinment with rivastimine in the sane contextual
serial discrimnation test: The effects of

4-{ 3-f ri sahexpO LRy aboREME @ésﬁ]t@b!ﬂ'ﬂh@'sn?eléfl L3 myiht REABAXH InReNZRA B[R in
and rivastigmne (used in the formof a hydrogen tartrate),

admi ni st emlégle@ﬁed Rdger thevipicp freqtpd Witk dhforaradr SBaY Ing@reeaitve rBEXUY g he
cont ext uglowaehf 38y Ais&Cibife AR ABwlngShrdnft thdAndht #1081 80&HN rivastigmine at a

25 dose of 0.1 mg/kg of base per os, a slight increase in the power of contextual memory

compared to the carrier is observed (-9% versus -28%), but it still remains negative, the
percentage of interfering responses still being greater than the percentage of correct
responses, giving rise to the conclusion that the 0.1 mg/kg dose of rivastigmine is a sub-

active dose.



C57B16 nouse described in the Exanple above. In this nodel it has
been shown that, conpared to young mce, the m ddl e-aged m ce have a
contextual nenory deficit due to the fact that the last context in
which they learnt the 15 location of the baited hole (i.c. the black
floor) substantially interferes with nory of the baited hole in the
first context presented during learning (i.e. the white floor).
Because ofinfilailg th@gbwert dfecoatedRtl Mefbrgendieases aregalighile coalpues té die dabrer
power of nt ext ual . nenor correct re ses - interferi

P ponaesh DU GEEmI B PRt S B ot F Sha SRy PoSHbRGLE ol e
than t he AprGRRY AGEzAfidCRYdi@bloriie SPAIISELSE 0.3 Bnd O Mg/ @SS, babd1Berys3YREPoEhE €
have a positive power of 20contextual nenmory (Tronche et at, Be/av.
Brai n Restl07@omsbectydy.oyersyss5280) . Inagoniash HEMBYIAYR abdife 25R@ton of
resulst s ofiyabfinSinSt Kd¥-a6Q0f i doR t Be s.q_ntr@gm%abf NRRBT Yerdhd) Civtithi M- {3-[cis-
nlddle-a%gg mce, the mce treated wwth the carrier show ng a

negat i ve SHOECHEPPSHAIPYT PO BirepoBkberramide (§uras 1ape/kesf bastiphigs)
chroni ¢ tLaak TR subQhintRl SRYS M fhe oS b STk Biafinefhory? WS e beQmbs
mg/ kg of base per os, a slight increase in the power of contextual
menory cotigraliesdtly eipetier Gapt sasiect rspebse Ve df glEiveresprnses)gupthe pirgthand
still rengj.ng aaetgélfval}v]eeabtainsd RAA GRNLAAE aflf orl M BFHE hAMRGRAERPRNER Dbk |
bei ng greater than the percentage of correct responses, giving rise
to the colchivestigningvatitstdver G28%ragf kg8 Bosesun 9%, rospsetivghv) -nhepasregplts show
sub-activ e = Sl Vo _of: .
nor oases Bhporeson Bf e 2L BEtfssubitfc BOVEI Bl AL Bl BrosTRERE oive
t r eat nentdokor 09 #43+fcimhdxiahydrocyclopentalc]pyrrol-2(1H)-yl]propoxy}benzamide, which is
4-{3-11ci szhexahydr.ocycl opent al ¢ ryol-2 - .yl pr l de
hydr ochl or ?e geda YoSEE s tg? g‘eélﬁg{p%rfrﬁ%ﬂ?ﬁé #tﬁ%%“sc\é trﬁet q gg@é%}f%géb é%gan'
+10% r eslpekit sacehd exavgplsios, th2 8ifeasd in tixopiweast consdiahinshorgtobemvedffot the
g.g)s 01\%: ta LI t% a(s)s]coc{a igrlaéscta}ug)rtnbfr:] gxp z%rlilet?i-ba}'lcsgrlng\)llg a&l(%rslge to%!:thgr'tﬁ'e er:@c/cks%f %];e ctc))rafl%gur%gr
4- { 3- Vi shahxakiyelied oyictheip @mhadnd] Ppyws ehtirdy LBkxpydciep rspmaxiytid enwamfoleth¢ Qwd
or 1 ng/kg of bas r os) results in a substantial increase in the
power of‘%ﬁﬁ?@%@d&ﬁgﬁﬁﬁﬁf iU ien becones significantly superior
(% of corpraghachRBPWNERTyses Yol moRbed T AbWAGhAEERONERSIa pRiAmhiRiBiStype
hand rel ati ve to the val ue obt ai ned mﬁth,#he carri.er .and.on the other
hand r el afie{A8tiebbIHERN BB MNP HEHMERS WHSPARIBP YIS o intpiiee Sk Tre-28eriHE
+28%ver sdfecr R%rive@aReel i vel y) . These results show cl ear potentiation

of the effects of rivastigmne at a sub-active dose in the presence
of acti vdngereusiqys the results presented above demonstrate synergistic activity between 4-{3-|cis-

4- { 3- ki s-e X33 Q6YalPARHALEl B pRipo 2l bz Ml dePLRP P ¥stiBRN%AN B8ms of
which is reflected by an increase in the nenory performance of the

m ce treaweeitivi paiformancasihisdreimeitherrasa withoyt anyghamrgoldnadisprieragtny, t he
increase in the power of contextual nenory observed for the 15 two
assagi ati ons cannot be explained by sinply adding together the
effects ofxfhgrGoppounds adm nistered on their own and shows entirely
unexpecte&&éynergrétic activity for the two conpounds when they are
co- adm ni st er ed. Phar macoki neti ¢ anal yses have noreover shown that
t her e wasExperipteat with gklanetmice fny/the samt esmettidyebsidisemintEon tasf:
treatments which mght justify or interfere with the synergistic
20ef f ect descri bed above. In conclusion, the results presented above
denonst r dite sffeves @if s4-{8-[@shéxshydrodyetopaedc]pyrrol-2(1H)-yl]propoxy}benzamide and

4-{3- Vi shexahydrocycl apent akt yrrol -2(.1H) - vl.i.propoxyl benzam de and .

rivastigﬁ?ﬁ@g%wﬁi@%ﬁgl ﬂh8§§ﬂﬁt@€%‘Bé?%%wﬁﬁﬂcéggPW¥§aﬁéPn§k¥H%mkééé“

Wi t hout aanmbphasireeekhbebtudicd ntieg aetdonmxtud e AMetiliation test in the middle-
aged C57B16 mouse.




Experinment with nalantam ne in the sane contextual serial

di scrimnation test: The effects of 4-

{3-1:cis-hexahydrocycl openta[c] pyrrol -2(1H) -yl Thr opoxyl benzam de and
gal antam ne (used in the formof a hydgobrom de), adm nistered on
their own or in 30conbination, were al so studied using the contextual
serial discrimnation test in the m ddle- aged C57B16 nouse. - 10 -
As in theAEklahpEeanpibsoabeve ttheereswdts Wi ths scbtlidytdahﬁrnsthtadyntcxtm‘lirmermdrjnéeﬁcit of
tho carr, aifOEgaY Ad% Repif ivded i AR B i Rum P e s e
Fi gure 5)powl%®bfaﬁﬁ/or(geedhgmar5): treat ment for 9 days with gal antam ne at

a dose of e here |

o 1 e et rR e dunaitiel g st Of s artre et o
t he ;sar ri ?’g/tlﬁerfﬁ%o‘b%rﬁd&no sZWcant hﬂpr@ﬂ:\ﬁ&ht Iirflﬂfﬁl pbwg omekeenyal memory
negative (% interferi re nses > rec res jonses .

rrg/g kg dos®mperegdp dbi STl 00 VRsh LT ar/ b Do regh nﬂg.rt%’é?dﬁy argtatére (%
chroni ¢ theat soREesD AadbBreW rkdponses); the 0.3 mg/kg dose of galantamine is therefore
4-{ 3- Vi shexahydr ocycl opent a[ e] pyr rol - 2( 1/7)-vyl ]gpr opoxyl benzam de

hydr ochl ovPdeist aNeiBse offtQ. 3chreye ngfisanet bke Herddys, Wides 4-13-leis-
cont ext ualex ABARIC ycll%%g%]);ﬁﬁﬂgﬁ% ﬁ]p%ﬂo&&}%&%ﬂde%ﬁ%ﬁdé Qt hRBse of 0.3

carrier (-3%versus -2 respectively). Moreover, after chronic
t r eatomentmg/sg obbasa e o fipps4:_ontextual memory power increase significantly compared to the

{3- ki s- hexalydrocysdopens %é}ie&wetﬁmg&%@f el B ARO¥YAtmBRTZAITUAR with 4-

hydrochloride at a dose o ase per as, it increasés only

slightly &%hﬁdﬁeﬁlyﬂwcmeoﬁe@mrserd(%@g%weroeg@/}b%%ndeIhyd@ehulprléﬁstt a dose
adm ni str f C 0
hexahydr o%fcﬁ%ggn%ﬁaﬂlélg@? ?”3‘?5(; ﬂ%h?%ef ?c%%}g[y} O%r?gggfm the( 6ar%er %Lgi/olversus
ng/ kg of B8¥e pen usdoniwisth g?adnamtsfmhone (fub-tect i sssodaive ofofD. 3H-faylcksy
of base Sg 4

reroly poiadRel ALl bl PRSI BRLRPLDERER00.S Bl DU BE b per
val ue obt(ab mattl ga/latltammtae(salaamverdowoﬁ 6.3 n(gﬁkg «éfme/gaan@k) +&4M6 inezr substantial

-28% res ectrve These results S tentiati.on
ef fect s 0 creas (}a/.n)[n%XFtuél mtemory p%v %1@1&68%%%3 Si mtt? antly %en?recgén ared ?OT th%

sub-acti v u&ro‘tsdm@ht‘zv[th{ tieC tdrrier doﬁe ooh (+31% and +24% versus -28%, respecttvely).
4-{3- Vi s- hexahydr ent r 1 oxyl benzam de

wht on 1 5 TR Rsatey <BR TSRO het shitd BaR AL ERE DI E e
m cexot r egirednod dftn §LfbeaCﬁ$§ ocklathti9Active dostief 8-{Bgeys- hmhydrb@ctdpema{c]pyrm
Exanpl e of association wt cet | i ncsterase |nhibitor, the
ner case AN HePTpRs O eararegw@u laré/ftrérrgw 2P HEERIR L BB R ormance
expl ai nedyrigpe nggggafe@agmﬂlgags‘égﬁg@{ her the effects of the conpounds
adm nistered on their own. In caonclusion, the results presented above

show syneﬁI‘ijF 499, dn gbig third ﬁxbt@plﬁégrgssocratlon with an acetylcholinesterase inhibitor, the
4-{3-rci sﬁeesa?seyrﬁrh@ex%pmhe&mm&ﬁ&b 0Bl -chloP 6O BphERZaRb B addng
gal antamne in terms of cognitive er f ormance.
25 together the effects of the compounds administered on their own.
In conclusion, the results presented above show synergistic activity between 4-{3-[cis-
hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide and galantamine in terms of

cognitive performance.



EXAMPLE 1): Irwin's primary observation test: The effects, in terns
of safety, of 4-{3-fris-hcxahydrocycl opentalc]pyrrol-2(1H)-

yl ] propoxy} benzam de and donepezil (both in the formof a
hydrochl ori de), adm nistered on 5their,.omn or in association, were
studied using Irwin's primary observation test in the C57B16 nouse
(n=-4 individual s per group). Behavioural changes, physiol ogical and
neur ot oxi EXaMpitomws, rectal tenperature and pupil diameter were
recorded using a standardi sed observation grid derived fromthat of
lrwin. It was observed that

4-{ 3-f ri sSUNSSRUMASY. Obsepvation Lesk 1y 1 o] - 2( 1R) - y| ] pr opoxy} benzar ni de
to (0.3 and 1 ng/ kg of base per us) and donepezil (0.1 and 0.3 ng/kg
of base per u%#, adm ni stered on their own or in co-admnistration
brought abiutetk6SobWerus eofcsakles of ntif sirheapyipeyelopsralc iy (LA
t he st ronggsépodPRRniatnifDidAoREpRASUP BY the! form FANEBBEhIbriddMdiSkEldn
on its own reduces reactivity to touch and causes slight sedation. No
pot erft i atheih M Phé §eppeiplien, oYFe studicdfusHgnbspyis Priggary 1005gMalipn; st in the
obser ved @%6'&&%&9%&%&@%& Bloapgred with 4- { _

3-[ ci s- hexahydrocycl opent a[ cl pyrrol -2(1H) -yl ] propoxy) benzam dc (0.3
and 1 ny/Reapiputshskangess phisjologiyal prbneisetoxiasympigmariegfal temperature and pupil

{3-1, ci shexalydrgc yé(élf%rgrg%gé % %t&%cfg&f?éea %Qsjcrda%iarly %xli(pﬁeQiQQd( ¥daeng sfi-df, at

t he strongest dose se per us co-admnistered wth
donepezi | It ataslobsghkd thpt d-{3-leo-tsathatiooyelépenio bdsiripd(1 Hvyi lotepeug hengagide
t hat

©

. il (0. 0.3 mg/ f base. ,
4-{3W[C|s-ﬁe%é §dP%§§éF€%%%€€T8fb§¥¥8??§?i/8l§ﬁ?%rop8¥§Fb%n£§%#ﬁé0”
20ant agomdsesisttied cpatieit ben ot auseddrbyistamap boughtabodt nogrbkgvghlochanges in
concl usi .the results presented. above.demonst r at nergi st i .
activity \iél%n \R/etg?]t i _x[n&sse._ 7 tthe strongest” dosé mgfkg § 850 e os}, &onepezﬂ
hexahydr caydhispedt af dispywn oled@ied . rkactivity | th ptoogioxyd benganilight aatition. No
donepezil in ternms.qof cognitive p ormance, . thjs being the, case. wth
 good” sePyort fe SRARG TlrGnt T APRRT B ok R 8 Certy SBET gt
12 -5 administered with 4-{3-[cis-hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide

(03 and 1 mgkg of base per os). On the contrary, when 4-{3-[cis-
hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide at the strongest dose (1 mg/kg
of base per os) is co-administered with donepezil at 1 mg/kg p.o., no sedation is observed,

which suggests that 4-{3-[cis-hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide

20 antagonises the sedation caused by donepezil at 1 mg/kg p.o..

In conclusion, the results presented above demonstrate synergistic activity between 4-{3-[cis-
hexahydrocyclopenta[c]pyrrol-2(1 H)-yl]propoxy}benzamide and donepezil in terms of
cognitive performance, this being the case with a good safety profile and without

25 pharmacokinetic interaction.



CLAI M5 1- Associ ati onbet ween4-

{3-[ci s- hexahydrocycl opent a[ c] pyrrol -2(11-0- yl]propoxy}benzam de of
formula (1): or an addition salt thereof with a pharmaceutically
acceptabl e acid or base, and an acetylghollnesterase i nhibitor. 2-
Associ ation according to claim1, characterised in that the

4-{3-[ci s- hexahydrocycl openta[ c] pyrrol -2(111)-yl]propoxy}benzam de is
used in the formof an oxalate or hydrochloride. 103- Association
according to either claim1 or claim?2, wherein the

acetyl cholinesterase inhibitor is donepezil, rivastigmne or
gal ant am ne. 4- Associ ation accor di &dAM®$ne of clainms 1 to 3,
wherei n donepezil is used in the formof a hydrochl oride,

rivastigmne in the formof a hydrogen tartrate, and galantam ne in

the formof a hydrobrom de. 155- Association according to one of

claims 1 to 4, characterised in that 4-{3-icis-

hexahydr ocycl opent a[ c] pyrrol -2(1H) -yl i propoxyl benzam de i s

admi ni st ek-edAssoridtive for m olﬁet\atedmydr ochl &i{B-des-btxabyddedykppetta elpprrol 2 ( Wd);
n - acetyl cholinesterase inhibitor

5 ng or and N g
is doncpCZ|S§W EPd@th?P eOf?ﬁWﬁ% red at a daily dose of 10 ny.
H
< N“\/\ o
O
H : NH

5 or an addition salt thereof with a pharmaceutically acceptable acid or base, and an

acetylcholinesterase inhibitor.

2-  Association according to claim 1, characterised in that the 4-{3-[cis-hexahydrocyclo-
penta[c]pyrrol-2(1 H)-yllpropoxy}benzamide is used in the form of an oxalate or
hydrochloride.

10 3- Association according to either claim 1 or claim 2, wherein the acetylcholinesterase

inhibitor is donepezil, rivastigmine or galantamine.

4- Association according to one of claims 1 to 3, wherein donepezil is used in the form of a
hydrochloride, rivastigmine in the form of a hydrogen tartrate, and galantamine in the

form of a hydrobromide.

15 5- Association according to one of claims 1 to 4, characterised in that 4-{3-[cis-
hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide is administered in the form
of a hydrochloride at a daily dose of 2 mg, 5 mg or 20 mg, and in that the



6- Pharnmaceutical conposition conprising as active ingredient
4-{3-[ci s- hexahydrocyclo- D

pentalc] pyrrol-2(1H) -yl ] propoxyl benzam de, or an addition salt
thereof with a pharnaceutically accep_tlasb_l e acid or base, in
association with an acetylcholinesterase inhibitor in accordance with
one of clainms 1 to 4, in conbination with one or nore

phar maceut i cabtylchalireeptaadingibéxcis plosapba] hydrochloridd adiFinatonaica utdadpldose of
conposi ti onoﬁ)ccordi ng to claim6 for use in the treatnent of
cognitive 10di8%urbances associated with cerebral ageing and with
neur odcgenerati ve di seases. 8- Pharnmaceutical conposition according
toclaimy7 fgor use in the treatnent .of cognitive. distyrbance

hos0, at et iTEHIAENE] FRPoST T COHEUs S TR A dont 160 e S baeyelo-
9;] PhaL WHZEEﬁghf[éﬁﬂ_]p}ﬁrﬂﬂ?gﬁhiyil]@fbp@ﬁﬂ@é&iaﬂgiel OorClagi Biditiorc hartacteedof Sesthi B
that the 4-{3-[cis- )
hexahydr ocy AapRaseHicailp preeairbl (atid) o Paspr Bptixsriation 24 g apedylcholinesterase
admi ni st er edphiBitdg dc0rmaRE Aithyed echhialsi 0& At indcoididaiodl (R e & MBe
5 nmg or 20 , and in that the acetylcholinesterase inhibitor is
donepezi | hyieBeasPEicriieacsenittls SIC81EE at a daily dose of 10 ny.  10-
Use of an association according to one of clains 1 to 5 in the

manuf acture of a 20medi cament intended for the treatnent of cognitive
di st ur bantesPhagraseitivebepnposition pwbting toagaim fermuse W e treatment of Cognitive

neur pdegencralil ¥e,di SEAS8SH wititcertR a@éing%ﬁiﬁpﬁjuﬁ;die%eﬁﬁ?@&gga%. to

§
one of claine 1 to 5 1n the manufacture of a nedi cahent | ntended for
the treatnment of cognitive disturbances associated with Al zheinmer's

di sease d wi Par ki 'S di 2 7 ASSREHAY i ng: 1o
one of Cla% nli@fa}fpatcce)@tgﬂ Ecgl?;&g%ﬁg E-afog(ﬁ@% tso_zgi&l?n 7 G 1@%&%&1@&1@ aF %gﬂgw‘é
hexahydr ocy cligwémtca§ aheyatedwvitl® AlzhSimet'} pisapoanyl viodredrispe's doeasan
addition salt thereof - 14 - with a pharnaceutically acceptable acid
or base, and donepezil for use in the treatnment of cognitive

di st ur bangesPhass@eitahe donmpdshioAl azbreding td slaih SeabeactdBed As o ilat 4-h[cis-

according tq one .of clai 1t f’ bet ween cy .. .

4- {35V shexaliouP Ry o Apa b B TR PRI ds ptrmiaissss: dhe fopm

an addi ti on a4 thytihehleafle at a daily dose of 2 mg, 5 mg or 20 mg, and in that the
acetylcholinesterase inhibitor is donepezil hydrochloride administered at a daily dose of

10 mg.

10- Use of an association according to one of claims 1 to 5 in the manufacture of a
20 medicament intended for the treatment of cognitive disturbances associated with cerebral

ageing and with neurodegenerative diseases.

11- Use of an association according to one of claims 1 to 5 in the manufacture of a
medicament intended for the treatment of cognitive disturbances associated with

Alzheimer's disease and with Parkinson's disease.

25 12- Association, according to one of claims 1 to 5, between 4-{3-[cis-

hexahydrocyclopenta[c]pyrrol-2(1H)-yl]propoxy}benzamide, or an addition salt thereof



5with a pharnaceutically acceptable acid or base, and rivastigm ne
for use in the treatnent of cognitive di sturbances associated with
Par ki nson' s di sease. 14- Use of an association, according to one of
clains 1 to 5, between “14-

4-{ 3- Vi shexahydrocycl opent a[ c] pyrrol - 2(111) - Apr opoxyl benzam de, or an
addition salt thereof with a pharmaceutically acceptable acid or

base, and domigpeghamaagutidadly eecepthble beid er lpdse, and Goredéztlaimeyse in the éndwdntfodr

the treatnment of. ceagni,tive disturb | d with Al zheiner's
e enee 1o opRlvERalihhat aAb Ll RARGERARPOGLALES W1 LN A 2 T
5, between

4-{3- Vi shexahydr.ocycl opent.al c] pyrrol - 2(11.1) - ydpr gpoxy} henzam de,, pr.
an addi tigé lg%?ctlatfoﬁmég réﬁl‘%htg p%gr rfécei}%ll)néal ngc)é%p& aegvreeenaczgé’ B
base, and riheastiyigydiepenta[dferora(iuf)atiptopexygberaathbiepoi anadiiton salt elried

for th r ' i i
Pgr kitsng 0;' ga\%ggagé@m ac%gt(l:]cra]llﬂgf Iac\:/c%ptglélg tacLH;i gr na%c(aa,sanc? %ga%%:gr%}n% (i{orvl\ﬁsé Ql the treatment

of cognitive disturbances associated with Parkinson's disease.

14- Use of an association, according to one of claims 1 to 5, between 4-{3-[cis-
hexahydrocyclopenta[c]pyrrol-2(1 H)-yl]propoxy} benzamide, or an addition salt thereof

with a pharmaceutically acceptable acid or base, and donepezil in the manufacture of a

10 medicament intended for the treatment of cognitive disturbances associated with

Alzheimer's disease.

15- Use of an association, according to one of claims 1 to 5, between 4-{3-[cis-
hexahydrocyclopenta[c]pyrrol-2(1 H)-yl]propoxy}benzamide, or an addition salt thereof

with a pharmaceutically acceptable acid or base, and rivastigmine in the manufacture of a

15 medicament intended for the treatment of cognitive disturbances associated with

Parkinson's disease.



